CORTCUS Trial

AIMS: To evaluate the efficacy and safety of low-dose hydrocortisone therapy in a broad population of patients with septic shock, particularly in those who HAD a response to corticotropin test

METHODS: Multi-center (52 ICUs), randomized, double-blind, placebo-controlled study

· Enrolled adults with 
· Evidence of infection
· Evidence of systemic response to infection
· Onset of shock despite adequate fluid replacement
· Hypoperfusion or end organ dysfunction attributable to sepsis (SOFA >3/4)
· Excluded
· Those with poor prognosis
· Life expectancy <24hrs
· Immunosupression/corticosteroids
· Administered placebo or hydrocortisone 50mg IV q6hr x5days, then tapered till day 11 when discontinued
· End points
· Death at 28 days for those with no response to corticotropin
· Secondary:
· Death in those who had a response
· Death at 1 year
· Reversal of shock/organ failure
· Duration of hospital stay
· Safety (infection, GI bleeding, hyperglycemia, etc)

RESULTS
· 499 patients (had aimed for 800)
· 87% of patients received at least 90% of doses of the study drug
· Etomidate was used in 30% of patients either before or after enrolment
· Those that did receive 60% did not respond to stim
· Those that did not receive 43% did not respond to stim
· Mortality
· No difference in rate of death at 28 days in those patients that did not respond to stim (39% hydrocortisone, 36% placebo), or those that did respond (29% each)
· No difference in mortality at an other timepoint
· Increased rate of death at 28days in those patients that received etomidate compared to those that did not (40% vs 30%)
· Reversal of shock
· Similar proportion of patient sin all groups
· Duration of time until reversal of shock was shorter in hydrocortisone receiving patients for both stim responsive and not responsive
· Hydrocortisone 3.3d, placebo 5.8d
· Reversal occurs sooner in those who respond to corcitropin 
· Adverse events
· Increased rate of superinfection including reoccurrence of sepsis/septic shock in the hydrocortisone group (OR 1.37)
· [bookmark: _GoBack]More significant increase in glucose in hydrocortisone group

DISCUSSION:
· Different patient population to other studies, with lower rate of death at 28days
· Steroids used for longer in this study
· Early benefits may have been outweighed by late complications

CONCLUSIONS
· Low dose hydrocortisone did not effect rate of death regardless of adrenal responsiveness
· Short corticotropin test is not useful to determine if a patient should be treated with corticosteroids or not
· Did not increase number of patients in which shock was reversed, but did result in earlier reversal
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