
2 NE TH J CR IT C AR E  – VOLUME 18 – NO 5 – OC TOBER 2014

Netherlands Journal of Critical Care

Accepted July 2014

Besides their well-known lowering effect on cholesterol 

levels, inhibitors of 3-hydroxy-3-methylglutaryl coenzyme 

A reductase, better known as statins, also exert systemic 

and pulmonary anti-inflammatory and immunomodulating 

effects.1 Based on these effects it was thought that statins 

may be able to improve clinical outcome in inflammation and 

infection, and this potentially beneficial effect was extensively 

investigated in the last decade. Most animal experiments 

confirm these immunomodulating effects and statin use has 

been associated with lower mortality after pneumonia in 

observational studies, an effect that was found to be attenuated 

by confounders in a large meta-analysis of mostly retrospective 

studies.2 In relatively small prospective randomised studies 

in intensive care unit (ICU) patients with sepsis conflicting 

data were obtained.3,4 A meta-analysis of five randomised, 

placebo-controlled trials in a total of 650 patients with sepsis, 

showed that neither atorvastatin nor simvastatin provided 

benefit with respect to survival.5 

�e need for robust data about the putative benefits of de novo 

statin therapy in ICU patients has now been met with the 

publication of two large prospective randomised trials. Last 

October the results of the STATIN-VAP study were published, 

a trial performed in France by Papazian et al., in which patients 

were given simvastatin or placebo in order to investigate the 

effect on mortality following ventilator-associated pneumonia.6 

�is trial was terminated for futility after enrolment of 300 

patients. Day-28 mortality was not lower in the simvastatin 

group (21% [95% CI 15% to 29%]) than in the placebo group (15% 

[95% CI 10% to 22%]), nor was there a significant difference in 

the subgroup analysis of statin-naive patients.

Now we also have the results of the National Heart, Lung, and 

Blood Institute for the ARDS Clinical Trials Network that 

compared mortality in patients with sepsis-associated ARDS 

receiving either rosuvastatin or placebo.7 �is randomised 

prospective trial was ended for futility as well, after enrolment 

of 745 patients. Most participants suffered moderate 

The use of statins for sepsis-associated ARDS

ARDS according to the Berlin criteria and a suspected 

or proven pulmonary or non-pulmonary infection. �ey 

were not allowed to have had a statin in the 48 hours before 

randomisation. �e study drug was continued until the third 

day after discharge from the ICU for a maximum of 28 days. 

�ere was no significant difference between study groups in 

the 60-day in-hospital mortality or in ventilator-free days. In 

the rosuvastatin group 29% died, in the placebo group 25%, 

a difference that was not statistically significant. Of interest, 

a small, but statistically significant, higher incidence of renal 

and hepatic dysfunction in the rosuvastatin-treated group 

was observed. Although in general statins are known for their 

favourable safety profile, in a compromised ICU population 

these side effects could have a detrimental effect on survival.5

In conclusion, these results, combined with the results of the 

earlier mentioned trials of other statins, do not provide support 

for initiating or continuing statin therapy for the treatment of 

sepsis-associated ARDS or sepsis in general. As a consequence, 

in our view, there is no role for statins as an adjunctive 

anti-inflammatory drug in the management of sepsis, whether 

associated with ARDS or not. It appears not to be harmful to 

continue the use of statins following admission to the ICU, but 

there is now evidence that statins should not be prescribed de 

novo in a septic patient because of their immune-modulating 

effects. In contrast to the success of this class of drugs in 

cardiovascular medicine, for sepsis it is another one that bites 

the dust.
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Verkorte productinformatie Mycamine® 50 mg/100 mg (gebaseerd op SmPC van 18 december 2013) Samenstelling: 
Mycamine® 50 mg/100 mg poeder voor oplossing voor infusie (in natriumvorm). De toe te dienen hoeveelheid na reconstitutie 
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van invasieve candidiasis. Behandeling van oesofageale candidiasis bij patiënten voor wie intraveneuze therapie geschikt is. 
Profylaxe van Candida-infectie bij patiënten die allogene hematopoëtische stamceltransplantatie ondergaan of van wie wordt 
verwacht dat ze aan neutropenie (absolute neutro�elentelling < 500 cellen/μl) lijden gedurende 10 dagen of langer. Kinderen 
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uitsluitend te worden gebruikt als andere antifungale middelen niet in aanmerking komen. Dosering en wijze van toedie-
ning: Behandeling van invasieve candidiasis: 100 mg/dag bij lichaamsgewicht > 40 kg, 2 mg/kg/dag bij een lichaamsgewicht 
≤ 40 kg. Als de patiënt in onvoldoende mate reageert, bv. indien de kweken positief blijven of de klinische toestand niet 
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te worden gecontroleerd tijdens behandeling met micafungine. Om het risico op adaptieve regeneratie en mogelijk daar-
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congenitale enzymdefecten, of bij het tegelijkertijd ondergaan van een behandeling met hepatotoxische en/of genotoxische 
eigenschappen. Er kunnen anafylactische/anafylactoïde reacties optreden, met inbegrip van shock. Bij het optreden van 
dergelijke reacties moet infusie van micafungine worden stopgezet en de juiste behandeling worden ingesteld. Exfoliatieve 
huidreacties zijn gemeld. Als patiënten huiduitslag ontwikkelen dan dienen zij nauwkeurig geobserveerd te worden en dient 
de behandeling met micafungine gestopt te worden als de laesies verergeren. In zeldzame gevallen is er hemolyse met 
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tend te worden gecontroleerd op verslechtering van de nierfunctie. Interacties: Micafungine bezit een gering vermogen tot 
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cafungine met amfotericine B-desoxycholaat is alleen toegestaan wanneer de voordelen duidelijk opwegen tegen de risico’s, 
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blozen, dyspneu, dyspepsie, obstipatie, leverinsuf�ciëntie, verhoogd gammaglutamyl-transferase, geelzucht, cholestase, 
hepatomegalie, hepatitis, urticaria, pruritus, erytheem, bloedcreatinine verhoogd, bloedureum verhoogd, verergerde nie-
rinsuf�ciëntie, trombose op injectieplaats, infuusplaats ontsteking, injectieplaats pijn, perifeer oedeem, verhoogde bloedlac-
taatdehydrogenase. De volgende bijwerkingen kwamen zelden voor: hemolytische anemie en hemolyse. Van de volgende 
bijwerkingen kan de frequentie met de beschikbare gegevens niet worden bepaald: gedissemineerde intravasculaire stolling, 
shock, hepatocellulaire schade inclusief gevallen met dodelijke a�oop, toxische huideruptie, erythema multiforme, het syn-
droom van Stevens-Johnson, toxische epidermale necrolyse, nierfunctie-stoornissen, acuut nierfalen. A�everstatus: UR. 
Overige productinformatie: Astellas Pharma B.V. Sylviusweg 62, 2333 BE Leiden. Tel.: 071-5455854 Fax: 071-5455850.
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gemiddelde dagdosering gedurende 14 aanbevolen behandeling (bron: SmPC).Veronderstelde behandelduur is 14 dagen.  
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