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· Goal: To evaluate energy-dense (1.5 kcal/mL) vs routine (1.0 kcal/mL) enteral nutrition (dose 1 mL/kg of ideal body weight/hour.) 
· 3957 mechanically ventilated patients included in the modified intention to treat analysis 
· 1971 in the 1.5 kcal group 
· 1986 in the 1.0 kcal group 
· Volume delivered similar between the two groups 
· High calorie mean 1863 +/- 478 kcal/day 
· Routine calorie mean 1262 +/- 313 kcal/day 
· Mean difference 601 kcal/day
· Median of 6 days of nutrition support
· Estimation of daily caloric requirements were available for 65% of the patients 
· High calorie delivered 103 +/- 27% of estimated requirement
· Routine calorie delivered 69 +/- 18% of estimated requirement 
· Median largest gastric residual volume was larger in high calorie group
· Regurgitation was more common in high calorie
· High calorie group received more promotility drugs and insulin 
· Outcome by day 90 (death) 
· 523/1948 patients (26.8%) in 1.5 kcal group 
· 505/1966 patients (25.7%) in the 1.0 kcal group 
· High calorie did not affect survival time, receipt of organ support, number of days alive, number of days out of ICU and hospital or number of days free or organ support, nor the incidence of infective complications or adverse events.
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1. “IDEAL-ICU” Trial 
2. Multicenter, randomized, controlled trial in patients with early stage septic shock who had severe acute kidney injury at the failure stage of the risk, injury, failure, loss and end stage kidney disease (RIFLE) classification system but without life-threatening complications related to AKI
a. Failure stage of RIFLE = serum CRE level 3 times baseline or greater than or equal to 4 mg/dL with rapid increase of greater than or equal to 0.5 mg/dL 
b. Urine output < 0.3 mL/kg/hr for 24 hours or longer
c. Anuria at least 12 hours 
3. Randomized to receive RRT within 12 hours after documentation of failure stage AKI (early strategy) OR after 48 hours if renal recovery had not occurred (delayed strategy) 
4. Primary outcome death at 90 days 
5. Trial stopped early for futility after the second planned interim analysis 
a. 488 patients, 477 ad follow up data at day 90
b. 58% of patients in early strategy group died by 90 days 
c. 54% in the delayed strategy group had died.
i. 38% of delayed strategy group did not receive RRT
ii. Criteria for emergency RRT met in 17% of delayed strategy group 
6. Conclusion: risk of death is not increased if renal-replacement therapy is postponed for at least 48 hours as long as care is taken to identify patients in whom criteria for emergency RRT are likely to be met.
1. [image: ]Double blind randomized trial “COMMANDER HF trial”
a. Possible that activation thrombin related pathways may contribute to disease progression by inducing inflammation, endothelial dysfunction and arterial and venous thrombosis 
b. Rivaroxaban: oral direct factor Xa inhibitor 
2. 5022 patients with chronic heart failure, LVEF  40%, coronary artery disease and elevated natriuretic peptides WITHOUT atrial fibrillation randomly assigned to receive 2.5 mg BID rivaroxaban OR placebo in addition to standard of care after treatment for an episode of worsening heart failure. 
a. Primary outcome composite of death, myocardial infarction, stroke 
b. Safety outcome: fatal bleeding or bleeding into critical space with potential for causing permanent disability
3. Populations 
a. Enrolled patients with 3 month history of chronic heart failure who had been treated for episode of worsening heart failure in previous 21 days 
b. [bookmark: _GoBack]2507 rivaroxaban 
c. 2515 placebo 
4. Results 
a. Median follow up 21.2 months 
b. 25% of rivaroxaban and 26.2% placebo died 
c. Fatal/Debilitating bleeding in 18 rivaroxaban and 23 placebo
d. No significant differences 
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Energy-Dense versus Routine Enteral Nutrition in the Critically Il
TARGET Investigators, for the ANZICS Clinical Trials Group.

Abstract
BACKGROUND: The effect of delivering nutrition at different calorie levels during critical illness is uncertain, and patients typically receive
less than the recommended amount.

METHODS: We conducted a multicenter, double-blind, randomized trial, involving adults undergoing mechanical ventilation in 46
Australian and New Zealand intensive care units (ICUs), to evaluate energy-dense (1.5 kcal per milliliter) as compared with routine (1.0
kcal per milliliter) enteral nutrition at a dose of 1 ml per kilogram of ideal body weight per hour, commencing at or within 12 hours of the
initiation of nutrition support and continuing for up to 28 days while the patient was in the ICU. The primary outcome was all-cause
mortality within 90 days.

RESULTS: There were 3957 patients included in the modified intention-to-treat analysis (1971 in the 1.5-kcal group and 1986 in the 1.0-
kcal group). The volume of enteral nutrition delivered during the trial was similar in the two groups; however, patients in the 1.5-kcal
group received a mean (+SD) of 1863+478 kcal per day as compared with 1262+313 kcal per day in the 1.0-kcal group (mean
difference, 601 kcal per day; 95% confidence interval [Cl], 576 to 626). By day 90, a total of 523 of 1948 patients (26.8%) in the 1.5-kcal
group and 505 of 1966 patients (25.7%) in the 1.0-kcal group had died (relative risk, 1.05; 95% ClI, 0.94 to 1.16; P=0.41). The results
were similar in seven predefined subgroups. Higher calorie delivery did not affect survival time, receipt of organ support, number of days
alive and out of the ICU and hospital or free of organ support, or the incidence of infective complications or adverse events.

CONCLUSIONS: In patients undergoing mechanical ventilation, the rate of survival at 90 days associated with the use of an energy-
dense formulation for enteral delivery of nutrition was not higher than that with routine enteral nutrition. (Funded by National Health and
Medical Research Institute of Australia and the Health Research Council of New Zealand; TARGET ClinicalTrials.gov number,
NCT02306746 .).
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Abstract

BACKGROUND: Acute kidney injury is the most frequent complication in patients with septic shock and is an independent risk factor for
death. Although renal-replacement therapy is the standard of care for severe acute kidney injury, the ideal time for initiation remains
controversial.

METHODS: In a multicenter, randomized, controlled trial, we assigned patients with early-stage septic shock who had severe acute
kidney injury at the failure stage of the risk, injury, failure, loss, and end-stage kidney disease (RIFLE) classification system but without
life-threatening complications related to acute kidney injury to receive renal-replacement therapy either within 12 hours after
documentation of failure-stage acute kidney injury (early strategy) or after a delay of 48 hours if renal recovery had not occurred
(delayed strategy). The failure stage of the RIFLE classification system is characterized by a serum creatinine level 3 times the baseline
level (or 24 mg per deciliter with a rapid increase of 20.5 mg per deciliter), urine output less than 0.3 ml per kilogram of body weight per
hour for 24 hours or longer, or anuria for at least 12 hours. The primary outcome was death at 90 days.

RESULTS: The trial was stopped early for futility after the second planned interim analysis. A total of 488 patients underwent
randomization; there were no significant between-group differences in the characteristics at baseline. Among the 477 patients for whom
follow-up data at 90 days were available, 58% of the patients in the early-strategy group (138 of 239 patients) and 54% in the delayed-
strategy group (128 of 238 patients) had died (P=0.38). In the delayed-strategy group, 38% (93 patients) did not receive renal-
replacement therapy. Criteria for emergency renal-replacement therapy were met in 17% of the patients in the delayed-strategy group
(41 patients).

CONCLUSIONS: Among patients with septic shock who had severe acute kidney injury, there was no significant difference in overall
mortality at 90 days between patients who were assigned to an early strategy for the initiation of renal-replacement therapy and those
who were assigned to a delayed strategy. (Funded by the French Ministry of Health; IDEAL-ICU ClinicalTrials.gov number,
NCT01682590 .).
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Abstract

BACKGROUND: Heart failure is associated with activation of thrombin-related pathways, which predicts a poor prognosis. We
hypothesized that treatment with rivaroxaban, a factor Xa inhibitor, could reduce thrombin generation and improve outcomes for patients
with worsening chronic heart failure and underlying coronary artery disease.

METHODS: In this double-blind, randomized trial, 5022 patients who had chronic heart failure, a left ventricular ejection fraction of 40% or
less, coronary artery disease, and elevated plasma concentrations of natriuretic peptides and who did not have atrial fibrillation were
randomly assigned to receive rivaroxaban at a dose of 2.5 mg twice daily or placebo in addition to standard care after treatment for an
episode of worsening heart failure. The primary efficacy outcome was the composite of death from any cause, myocardial infarction, or
stroke. The principal safety outcome was fatal bleeding or bleeding into a critical space with a potential for causing permanent disability.

RESULTS: Over a median follow-up period of 21.1 months, the primary end point occurred in 626 (25.0%) of 2507 patients assigned to
rivaroxaban and in 658 (26.2%) of 2515 patients assigned to placebo (hazard ratio, 0.94; 95% confidence interval [Cl], 0.84 to 1.05;
P=0.27). No significant difference in all-cause mortality was noted between the rivaroxaban group and the placebo group (21.8% and
22.1%, respectively; hazard ratio, 0.98; 95% Cl, 0.87 to 1.10). The principal safety outcome occurred in 18 patients who took
rivaroxaban and in 23 who took placebo (hazard ratio, 0.80; 95% CI, 0.43 to 1.49; P=0.48).

CONCLUSIONS: Rivaroxaban at a dose of 2.5 mg twice daily was not associated with a significantly lower rate of death, myocardial
infarction, or stroke than placebo among patients with worsening chronic heart failure, reduced left ventricular ejection fraction, coronary
artery disease, and no atrial fibrillation. (Funded by Janssen Research and Development; COMMANDER HF ClinicalTrials.gov number,
NCT01877915 .).
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