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Objective: “to determine whether epinephrine is beneficial or harmful as a treatment for 
out-of-hospital cardiac arrest”. 
 
Methodology: Multicenter,  Randomized Double blind Placebo-controlled trial in the UK 
that included five National Health Services between December 2014 and October 2017 
 
Inclusion: Adult out of hospital cardiac arrests that required advanced life support by trial 
trained medics 
 
Exclusion: Pregnancy, Age<16, anaphylaxis/asthma as cause of arrest, epinephrine 
administration prior to medic arrival, traumatic arrests (in London) 
 
Outcomes:  

● Primary: 30 day survival 
● Secondary: Survival to admission, length of stay, survival  to hospital discharge, 3 

month survival, favorable neuro outcomes at hospital discharge and 3 months (<3 
on modified Rankin scale) 

 
 

 
 

Comments 
 

A. Are the results of the study valid? 
Answer questions below 

  

 

1. Were patients randomized?  
 
 

Yes. “A randomization 
sequence was computer-generated by 
the minimization method with an overall assignment 
ratio of 1:1.” 
 

2. Was randomization concealed (Blinded) 
 
  

Yes. ”Uniquely numbered but otherwise 
identical packs given to medics using 10 ml 
prefilled syringes with 1 mg of Epi. or 0.9% 
saline.” 

3. Were patients analyzed in the groups to 
which they were randomized?    

Yes - but data collectors/medics attributing 
scores were not aware of group allocation 
 
 

4. Were patients in the treatment and control 
groups similar with respect to known 
prognostic factors? 
 
 

Yes - M/F, initial rhythm, 
witnessed/unwitnessed, who performed initial 
CPR, time intervals between events and cause 
of arrest were similar between groups.  
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C. Did experimental and control groups 
retain a similar prognosis after the study 
started (answer the questions below)? 
 

 

1. Were patients aware of group allocation? 
 
 

No – These were patients in arrest. 
 
 
 

2. Were clinicians aware of group allocation? 
 

No. Identical appearing trial packs were used.  
 
 
 

3. Were outcome assessors aware of group 
allocation? 
 

No - paramedics performed outcome 
assessment/scores and were unaware of group 
assignments. 
 

4. Was follow-up complete? Mostly. For primary outcome/survival  - only 4 
from placebo and 3 from epi lost.  
 
For secondary outcomes more concerning. 
Neuro outcomes at discharge and three months 
were missing 20 patients in the placebo group 
and 29 in the Epi. Group.   

D. What were the results?  
1. How large was the treatment effect? 
(difference between treatment and control 
group).  

Survival at 30 days: (Primary Outcome) 
Epi: 3.2% vs 2.4% OR 1.39 (95%CI 1.06-1.82) 
NNT= 125  
 
Survival to hospital admission Favored Epi. 
 23.8% vs. 8.0% (OR 3.59, 95% CI 3.14-
4.12),  
 
Survival to hospital discharge favored the Epi 
group OR 1.48 (95% CI 1.10-2.00)  
 
Survival at 3 months was more common in 
the Epi group OR 1.41, (95% CI 1.07-1.87),  
  
 
Favorable neuro outcome at d/c .) NOT 
significant  Epi: 2.2% vs 1.9% (95% CI 0.86-
1.61 
Favorable neuro outcome at at 3 months: 
NOT significant. Epi 2.1% vs 1.6% OR 1.39  
(95% CI 0.97–2.01) 
 
Severe neurologic impairment (modified 
Rankin scale score 4 or 5) was more common 
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among survivors in the epinephrine group 
(31% vs. 17.8%).  
 
 
 

2. How precise was the estimated treatment 
effect at a 95% confidence interval?  
 
 

As above.   
 
 

D. How can I apply the results to patient 
care 

 

IV. Were the study patients similar to my 
patients?   
 

Somewhat- mix of urban and rural not so 
applicable to Norfolk. Also, demographics 
likely vastly different. Likely healthier on 
average than Norfolk patients. Little patient 
demographic health data provided for 
comparison.   
 
 

1. Were all clinically important outcomes 
considered?  
 

Mostly, however I think that neurologic 
outcome may be the more important measure. 
No financial analysis performed but it would 
seem that increased survival with no long-term 
neuro benefit may be associated with much 
larger financial/resource strain to system - 
many more admissions and more presentations 
via EMS.  
 

2. Are the likely treatment benefits worth the 
potential harms and costs?  
 
 

For survival: yes. But when analyzing the other 
important outcomes - it appears maybe not.  
 
 

 
 
Limitations: 
Primary outcome was 30 D survival which is clearly not as patient-centered as D/C from hospital 
neurologically intact  
 
Time to Epi from dispatch was 21 minutes which could have affected outcome particularly in 
context of Hansen’s data regarding potential importance of timing of Epi. Scene times were on 
average 47 minutes which seems long and could delay aggressive hospital interventions.   
 
Limited to protocolized administrations 
Unknown quality of CPR 
Not applicable to in-hospital cardiac arrest so not going to change our in-patient management.  
No financial analysis on societal burden of keeping those with poor neuro. prognosis alive. 
 
Clinical Bottom Line: 
Well- designed RCT that appears to demonstrate improve ROSC and survival to hospital D/C and 
30D however, with worse neurologic outcomes and disability.     


