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ATHOS-3 (Angiotensin II for the Treatment of High-Output Shock) Trial

· Patients with severe vasodilation, with hypotension despite the use of high doses of vasopressors have a poor prognosis, with a 30-day all-cause mortality exceeding 50%

· Randomized, double-blinded, placebo-controlled trial

· Eligible patients: 321 patients
· >18yo
· Vasodilatory shock despite IV resuscitation of at least 25 ml/kg over 24hours, and the administration of high dose vasopressors (norepi > 0.2 ug/kg/min)
· Indwelling u-cath and art line

· Exclusion criteria: 
· > 20% burns, Acute coronary syndrome, Bronchospasm, Liver failure, Mesenteric ischemia, Active bleeding, Abdominal aortic aneurysm, Neutrophil count < 1000, ECMO, High dose glucocorticoids

· Patients randomized to receive Ang II or saline as placebo
· Baseline arterial pressure (mean of 3 measurements) 30, 15 and 0 min before tx
· Ang II 20 ng/lg/min, adjusted during 1st 3 hours to increase MAP to at least 75 mmHg, (max 200 ng/kg/min)
· Norepi not adjusted during this time, if needed to be adjusted patient was designated as not responsive to tx
· After 3 hours, Ang II, placebo or norepi were adjusted to maintain MAP between 65-75 mmHg
· At 48 hours Ang II or placebo was weaned off, if patient became hypotensive and norepi was increased > 0.1 ug/kg/min or if the patient became unstable, study drug could be resumed for up to 7 days (however if it had been discontinued for > 3 hours it could not be restarted)

· Primary end point: MAP response at hour 3, mening MAP of 75 mmHg or higher or increase of MAP of at least 10 mmHg, without increase of norepi
· Ang II 70% responded, odds ratio 7.95
· Ang II increased mean 12.5 mmHg
· MAP increased quickly, allowed Ang II to be decreased in 67% of patients within 30 min and allowing decrease of othe vasopressors
· During 1st 48 hrs other vasopressors were less in Ang II group than placebo, HR were higher in Ang II group and cardio sofa scores were greater in Ang II group
· Ang II discontinued due to adverse events in 14.1% (septic shock, MODS, cariogenic shock, CPA), severe adverse events 60.7% ANG II and 67.1% placebo (tachyarrythmias, distal ischemia, v-tach, afib)

· In conclusion, Ang II administered IV increased MAP blood and allowed catecholamine dose reductions in patients with vasodilatory shock who were receiving high-dose vasopressors
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TRANSFUSE (TRANSfusion vs Fresher red cell USE in intensive care) Trial

· Rbc can be stored up to 42 days depending on additives and regulations, as they age they are subject to storage lesions
· Transfusion of older cells has been associated with increased morbidity and mortality in critically ill, surgical and trauma patients
· ABLE trial studied 2340 critically ill adults and INFORM trial studied 10,578 patients in the ICU
· Both showed no significant difference in outcomes between fresher cells vs older red cell transfusions
· ABLE had a 10hr lapse between randomization and 1st transfusion
· INFORM had low severity scores

· Multi-center, randomized, double-blind, parallel-group trial

· Eligible patients: 4994 patients
· 18 y or older, at least 24hr in ICU, requiring 1 or more rbc transfusion

· Exclusion criteria:
· Previous rbc transfusions
· Cardiac surgery, hematologic cancer, organ transplant, pregnancy, expected death in 24 hr, objection to administration of human blood, participation in other study or clinician decline

· Randomized to receive either the freshest rbc or oldest rbc unit, after leaving ICU patients continued to receive blood from their randomized rbc age throughout their hospitalization

· All leukoreduced blood before storage, resuspended in saline-adenine-glucose-mannitol solution for 42 days or 35 days (according to policies in different countries)

· Primary outcomes: 90-day all-cause mortality
· Secondary outcomes:	
· 28-day mortality
· persistent organ dysfunction or death at 28 days
· Days alive and free of mechanical ventilation at day 28
· Days alive and free of renal replacement therapy at day 28
· New bloodstream infection in the ICU
· Febrile nonhemolytic transfusion reaction
· Length of stay in hospital and ICU

· Patients received mean 4.1 +/- 6 rbc unuts in the fresh rbc group and 4.0 +/-6.2 in the old rbc group
· Mean storage or fresh rbc was 11.8 +/-5.3 days and 22.4 +/- in the old rbc group
· Median time from randomization to administration of transfusion was 1.6 hr

· [bookmark: _GoBack]In conclusion, there is No significant difference between fresh or old rbc on mortality or secondary outcomes
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ABSTRACT

BACKGROUND

Vasodilatory shock that does not respond to high-dose vasopressors is associated
with high mortality. We investigated the effectiveness of angiotensin II for the treat-
ment of patients with this condition.

METHODS

We randomly assigned patients with vasodilatory shock who were receiving more
than 0.2 ug of norepinephrine per kilogram of body weight per minute or the equiva-
lent dose of another vasopressor to receive infusions of either angiotensin II or pla-
cebo. The primary end point was a response with respect to mean arterial pressure at
hour 3 after the start of infusion, with response defined as an increase from baseline
of at least 10 mm Hg or an increase to at least 75 mm Hg, without an increase in the
dose of background vasopressors.

RESULTS

A total of 344 patients were assigned to one of the two regimens; 321 received a
study intervention (163 received angiotensin II, and 158 received placebo) and were
included in the analysis. The primary end point was reached by more patients in
the angiotensin II group (114 of 163 patients, 69.9%) than in the placebo group
(37 of 158 patients, 23.4%) (odds ratio, 7.95; 95% confidence interval [CI], 4.76 to
13.3; P<0.001). At 48 hours, the mean improvement in the cardiovascular Sequential
Organ Failure Assessment (SOFA) score (scores range from 0 to 4, with higher scores
indicating more severe dysfunction) was greater in the angiotensin II group than in
the placebo group (-1.75 vs. —1.28, P=0.01). Serious adverse events were reported
in 60.7% of the patients in the angiotensin II group and in 67.1% in the placebo
group. Death by day 28 occurred in 75 of 163 patients (46%) in the angiotensin II
group and in 85 of 158 patients (54%) in the placebo group (hazard ratio, 0.78;
95% CI, 0.57 to 1.07; P=0.12).

CONCLUSIONS

Angiotensin II effectively increased blood pressure in patients with vasodilatory shock
that did not respond to high doses of conventional vasopressors. (Funded by La Jolla
Pharmaceutical Company; ATHOS-3 ClinicalTrials.gov number, NCT02338843.)
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ABSTRACT

BACKGROUND
It is uncertain whether the duration of red-cell storage affects mortality after
transfusion among critically ill adults.

METHODS
In an international, multicenter, randomized, double-blind trial, we assigned
critically ill adults to receive either the freshest available, compatible, allogeneic
red cells (short-term storage group) or standard-issue (oldest available), compatible,
allogeneic red cells (long-term storage group). The primary outcome was 90-day
mortality.

RESULTS

From November 2012 through December 2016, at 59 centers in five countries, 4994
patients underwent randomization and 4919 (98.5%) were included in the primary
analysis. Among the 2457 patients in the short-term storage group, the mean stor-
age duration was 11.8 days. Among the 2462 patients in the long-term storage
group, the mean storage duration was 22.4 days. At 90 days, there were 610 deaths
(24.8%) in the short-term storage group and 594 (24.1%) in the long-term storage
group (absolute risk difference, 0.7 percentage points; 95% confidence interval
[CI], 1.7 to 3.1; P=0.57). At 180 days, the absolute risk difference was 0.4 percent-
age points (95% CI, —2.1 to 3.0; P=0.75). Most of the prespecified secondary
measures showed no significant between-group differences in outcome.

CONCLUSIONS
The age of transfused red cells did not affect 90-day mortality among critically ill
adults. (Funded by the Australian National Health and Medical Research Council
and others; TRANSFUSE Australian and New Zealand Clinical Trials Registry
number, ACTRN12612000453886; ClinicalTrials.gov number, NCT01638416.)
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