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Influenza-associated aspergillosis in critically ill patients

 Multi-center retrospective observational one season study (12.2015-4.2016) in 

8 academic tertiary care ICU the Netherlands aimed at describing diagnosis, 

treatment and outcome of IAA in adults

 PCR confirmed influenza (local microbiology lab registry + national ICU 

registrations of viral pneumonia and oseltamivir treatment in ICU admitted

patients

 Positive PCR for influenza A or B in respiratory sample + new infiltrates on 

imaging + clinical symptoms (refractory fever or worsening of respiratory

insufficiency in spite of more than 3 d of antibiotic therapy, dyspnea, 

hemoptysis and/or pleural friction rub + mycologic evidence

 Serum galactomannan (GM) more sensitive than expected (17/18 or 94 %); 

14/18 pts (78 % BAL culture positive

 In 144 PCR confirmed episodes of influenza pneumonia in ICU high incidence

of proven/probable invasive pulmonary aspergillosis using EORTC/MSG 

criteria (23/144 or 16 %)

(van de Veerdonk et al Am J Resp Crit Care Med 2017; 196 (4): 524-7)
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Influenza-associated aspergillosis in critically ill patients

 Also occurring in previously healthy adults: additional risk factor in non-

neutropenic pts, adding to liver cirrhosis, COPD GOLD III-IV,….

 In 144 PCR confirmed episodes of influenza pneumonia in ICU high incidence

of proven/probable invasive pulmonary aspergillosis using EORTC/MSG 

criteria (23/144)

 Early event

 Early diagnosis and treatment after admission associated with lower mortality

 Raises the question of prophylaxis

(van de Veerdonk et al Am J Resp Crit Care Med 2017; 196 (4): 524-7)
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Treatment 

of proven/probable

invasive fungal infection

Pre-emptive therapy

in early diagnosis

Empiric therapy in (persistent) 

febrile neutropenia

Prophylaxis in high/medium risk patients
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 To determine whether empirical micafungin reduces invasive fungal infection

free survival at day 28

 Multicenter double-blind placebo controlled study of 260 non-neutropenic, non-

transplanted, critically ill pts with ICU-acquired sepsis + multiple Candida 

colonization + multiple organ failure + exposure to antibiotics (7,2012-2,2015 in 

19 French ICU

 Empirical 100 mg micafungin (n = 131) vs placebo (n = 129)

 Primary endpoint: 28 d survival without proven IFI

 Secondary endpoints

 New proven fungal infections

 Survival at day 28 and 90

 Organ failure

 Serum (1,3)-beta-D glucan level evolution

 Incidende of VAP  

(Timsit et al, JAMA, 2016: 316 (15): 1555-64)

Empirical micafungin treatment in adults with ICU acquired sepsis, Candida 
colonization and multiple organ failure
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 “Established” indication for prophylactic fluconazole in high risk abdominal

surgery (recurrent anastomotic leakage, multiple antibiotic exposure…)

 Exploratory, randomized, double-blind, placebo-controlled trial comparing

micafungin 100 mg/d to placebo in ICU patients requiring surgery for intra-

abdominal infection, both community-acquired and nosocomial

 Exclusion criteria: systemic antifungal within 14 days before study drug/ 

documented IC at randomization/ expected survival less than 48 hrs

 In full-analysis set 124 placebo- and 117 micafungin treated patients

(Knitsch et al. CID 2015; 61 (11): 1671-8)

Empirical micafungin/preemptive antifungal therapy for prevention of invasive
candidiasis following gastrointestinal surgery for intra-abdominal infection
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 Exploratory, randomized, double-blind, placebo-controlled trial comparing

micafungin 100 mg/d to placebo in ICU patients requiring surgery for intra-

abdominal infection

 In full-analysis set 124 placebo- and 117 micafungin treated patients

 No differences in

 Incidence of invasive candidiasis (IC): 8,9 % for placebo vs 11,1 % for

micafungin (difference 2,24 %; 95 % confidence interval – 5,52 to

10,20)

 In median time to IC

 With positive (1,3)-beta-D-glucan 3.36 higher likelihood (95 % CI 1,01-

13,29) to have confirmed IC

 No evidence that preemptive echinocandin is effective even in high-risk 

surgical ICU group with intra-abdominal infections

 Overall low number of IC events   

(Knitsch et al. CID 2015; 61 (11): 1671-8)

Empirical micafungin/preemptive antifungal therapy for prevention of invasive
candidiasis following gastrointestinal surgery for intra-abdominal infection
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 Phase 3 double-blind, global multicentre, comparative group study in pts with

suspected invasive mould disease

 Stratification by geographical region, allogeneic hematopoietic stem stell Tx, 

active malignant disease at baseline

 Isa 200 mg IV tid on d 1-2, followed by IV or po OD vs vorico 6 mg/kg IV bid d 

1, 4 mg/kg IV d 2, followed by IV 4 mg/kg bid or po 200 mg bid from d 3 

onwards

 Non-inferiority of primary efficacy endpoint of all-cause mortality from first dose

of study drug to d 42; ITT = at least one dose using a 10 % non-inferiority

margin

 Assessment of safety

(Johan Maertens et al Lancet 2016; 387: 760-69)

Isavuconazole vs vorico for primary treatment of invasive mould disease
(SECURE)
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 Collaborative effort of European Society for Clinical Microbiology and Infectious

Diseases, European Confederation of Medical Mycology and European 

Respiratory Society

 Multidisciplinary focus on diagnosis and treatment of aspergillosis

 Evidence graded recommendations
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