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Research Question
 In patients with sepsis-induced hypotension does a resuscitation 
strategy that prioritizes early norepinephrine improve death before 
discharge home by 90 days?

Bottom Line 
 There is no mortality difference between a strategy that prioritize 
early vasopressors compared to a liberal fluid resuscitation strategy 
in patients with sepsis-induced hypotension

Study Summary
 Design Multicenter, unblinded, superiority trial

Assumed baseline mortality of 15% and absolute 
difference in primary outcome of 4.5% between 
groups

Patient populations randomized 1:1 between 
restrictive and liberal strategies

Population:

Inclusion


Adult patients (>= 18yo)

Suspected or confirmed infection

Hypotension (SBP < 100mmHg after >= 1L fluids)

Population: 
Exclusion


>=4h since meeting criteria for hypotension 
refractory to at least 1L IV fluids

>=24h since presentation to hospital

Already received >3L of fluids

Fluid overload

Severe volume depletion from nonsepsis causes

Intervention
 Patients randomized to liberal vs restrictive fluid 
strategy (see table below summary chart for 
treatment protocols)

Comparison
 Liberal vs restrictive fluid strategy protocols. No 
standard care arm

Primary 
Outcomes


Death before discharge home by day 90: 14 vs 
14.9%. Difference of -0.9% [-4.4, 2.6] p=0.61



Secondary 
Outcomes


28-day differences in ventilator-free days, RRT-free 
days, vasopressor-free days, days out of ICU and 
days out of hospital, KDIGO score on day 3, 
change in SOFA between baseline and at 72h, 
ARDS onset by day 7, new-onset atrial/ventricular 
arrhythmia by day 28, severe adverse event


No statistical difference in any secondary 
outcomes between groups


Median volume of IV fluids administered at 24h 
period: -2314cc difference [-2318, -1949]

Vasopressor administration during first 24h 
period: 21.7% difference [16.9, 26.6]

Strengths
 Timeline of the intervention makes this an ED-relevant study

Protocol adherence was high and sustained over course of trial

Clear separation in amount of fluids given in each group and initiation 
of vasopressor

Limitations
 Unblinded trial

Study terminated early

Enrolled population relatively well at baseline (Baseline SBP 93.5 
mmHg, Lactate 2.9) and mortality 14%

No dynamic markers of fluid responsiveness used to guide 
resuscitation

Subjective criteria in resuscitation protocol (ie. rescue fluids and 
rescue vasopressors can be given at the clinician’s discretion)

Relevant additional 
reading or comments


CENSER Trial (2019): Adult patients with sepsis induced hypotension 
randomized to low-dose NE vs placebo

CLASSIC trial (2022): Adult patients with septic shock (Sepsis 3 
definition) randomized to fluid restrictive strategy vs standard of care
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