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advanced airway in place
Vascular access (intravenous or
intraosseous)

Give adrenaline every 3-5 min
Give amiodarone after 3 shocks

(I'nmedlah post cardiac

N

arrest treatment

Use ABCDE approach
Aim for SpO; of 94-98%
Aim for normal PaCO,
12-lead ECG

Treat precipitating cause
Targeted temperature
management

Treat Reversible Causes
Hypoxia

E
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Primary Outcome
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modified Rankin Scale
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STATISTICS
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Results



Follow up®(x? 99.9%
| l |

3999 Received placebo 4015 Received epinephrine
8 Were lost to follow-up in survival analysis 6 Were lost to follow-up in survival analysis
4 Were lost before 30-day analysis 3 Were lost before 30-day analysis
4 Were lost before 3-mo analysis 3 Were lost before 3-mo analysis
20 Were lost to follow-up in neurologic analysis 29 Were lost to follow-up in neurologic analysis
5 Were lost before hospital-discharge analysis 8 Were lost before hospital-discharge analysis
15 Were lost before 3-mo analysis 21 Were lost before 3-mo analysis

| |

3995 Were included in the primary analysis 4012 Were included in the primary analysis
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Table 1. Characteristics of the Patients at Baseline.*
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Characteristic

Mean age +SD —yr
Sex — no. (%)
Male
Fernale
Initial cardiac rhythm — no. (%)
Shockable
Ventricular fibrillation
Pulseless ventricular tachycardia
Not otherwise identified with AED
Nonshockable
Asystole
Pulseless electrical activity
Bradycardia
Not otherwise identified with AED
Undetermined
Not identified
Missing data
Cause of cardiac arrest — no. (%)
Medical cause
Traumatic cause
Drowning
Drug overdose
Electrocution
Asphyxia
Not identified
Missing data
Witness of cardiac arrest — no. (%)
None
Paramedic
Bystander
Not identified
Missing data
CPR performed — no. (%)
By bystander
By paramedic during witnessed event
Not identified
Missing data

* There were no significant between-group differences in any of the baseline characteristics. AED denotes automated ex-
ternal defibrillator, and CPR cardiopulmonary resuscitation.

Epinephrine
(N =4015)

69.7+16.6

2609 (65.0)
1406 (35.0)

770 (19.2)
716 (17.8)
25 (0.6)
29 (0.7)
3149 (78.4)
2135 (53.2)
955 (23.8)
20 (0.5)
39 (1.0)

4(0.1)
92 (2.3)

3656 (91.1)
66 (1.6)
10 (0.2)
74 (1.8)

0
117 (2.9)
1 (<0.1)
91 (2.3)

1498 (37.3)
452 (11.3)
2013 (50.1)
1(<0.1)
51(1.3)

2382 (59.3)
452 (11.3)
1 (<0.1)

69 (1.7)

Placebo
(N=3999)

69.8+16.4

2584 (64.6)
1415 (35.4)

748 (18.7)
684 (17.1)
20 (0.5)
44 (1.1)
3181 (79.5)
2194 (54.9)
937 (23.4)
16 (0.4)
34 (0.9)

1 (<0.1)
69 (1.7)

3691 (92.3)
57 (1.4)
10 (0.3)
72 (1.8)

1(<0.1)
81 (2.0)

2 (0.1)
85 (2.1)

1505 (37.6)
470 (11.8)
1967 (49.2)
1(<0.1)

56 (1.4)

2349 (58.7)
470 (11.8)
1(<0.1)

84 (2.1)
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Product-Limit Survival Estimates
With Number of Subjects at Risk and 95% Hall-Wellner Bands
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Table 3. Primary and Secondary Outcomes.*
Odds Ratio
Outcome Epinephrine Placebo (95% CI)T
Unadjusted Adjusted
Primary outcome
Survival at 30 days — no./total no. (%) 130/4012 (3.2) 94/3995 (2.4) 1.39 1.47
(1.06-1.82) (1.09-1.97)
Secondary outcomes
Survival until hospital admission — 947/3973 (23.8) 319/3982 (8.0) 3.59 383
no./total no. (%)§ (3.14-4.12) (3.30-4.43)
Median length of stay in ICU (IQR) — days
Patients who survived 7.5 (3.0-15.0) 7.0 (3.5-12.5) NA NA
Patients who died9 2.0 (1.0-5.0) 3.0 (1.0-5.0) NA NA
Median length of hospital stay (IQR)
Patients who survived 21.0 (10.0-41.0) 20.0 (9.0-38.0) NA NA
Patients who died| 0 0 NA NA
Survival until hospital discharge — 128/4009 (3.2) 91/3995 (2.3) 141 1.48
no./total no. (%) (1.08-1.86) (1.10-2.00)
Favorable neurologic outcome at hospital 87/4007 (2.2) 743994 (1.9) 1.18 1.19
discharge — no./total no. (%) (0.86-1.61) (0.85-1.68)
Survival at 3 mo — no./total no. (%) 121/4009 (3.0) 86/3991 (2.2) 141 1.47
(1.07-1.87) (1.08-2.00)
Favorable neurologic outcome at 3 mo — 82/3986 (2.1) 63/3979 (1.6) 131 139
no./total no. (%) (0.94-1.82) (0.97-2.01)

* |CU denotes intensive care unit, and NA not applicable.

1 The odds ratio is for the epinephrine group as compared with the placebo group. Odds ratios were adjusted for patients’ age, sex, interval
between emergency call and ambulance arrival at scene, interval between ambulance arrival at scene and administration of the trial agent,
initial cardiac rhythm, cause of cardiac arrest, whether the cardiac arrest was witnessed, and whether CPR was performed by a bystander.

i P=0.02 for the between-group comparison in the primary analysis.

§ Survival until hospital admission was defined as a sustained return of spontaneous circulation until admission and transfer of care to medi-
cal staff at the receiving hospital (also defined as “survived event”).

9 Among the patients who died, the length of stay in the ICU is for all the patients who were admitted to and died in the ICU.

| Among the patients who died, the length of stay in the hospital is for all the patients who died before hospital discharge.
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Figure 2. Survival with a Favorable Neurologic Outcome at Hospital

Discharge.

Shown is the distribution of patients’ scores on the modified Rankin scale,
which ranges from 0 (no symptoms) to 6 (death). Survival until hospital
discharge with a favorable neurologic outcome, as indicated by a score
of 3 or less on the modified Rankin scale, occurred in 87 of 4007 patients
(2.2%) in the epinephrine group and in 74 of 3994 patients (1.9%) in the
placebo group. However, severe neurologic impairment (a score of 4 or 5)
was more frequent in the epinephrine group than in the placebo group

(39 of 126 patients [31.0%] vs. 16 of 90 patients [17.8%]). The patients who
died before hospital discharge are indicated by a score of 6 on the scale.
The data are presented on a log;g scale of the percentages of patients in

each group.




Sub-group

Survival at 30 days

Subgroup Placebo Epinephrine

Witness

None 12/1504 (0.8%)  20/1498 (1.3%) ——

Bystander 64/1965 (3.3%) 91/2010 (4.5%) ——

Paramedic 16/469 (3.4%) 19/452 (4.2%) . S
Bystander CPR

Bystander CPR 66/2329 (2.8%) 92/2360 (3.9%) -

No Bystander CPR 10/1083 (0.9%) 19/1096 (1.7%) ——
Initial rhythm

Shockable rhythm 79/745 (11%) 99/767 (13%) -+

Nonshockable rhythm 14/3180 (0.4%)  29/3149 (0.9%) —
Cause of cardiac arrest

Medical cause 88/3687 (2.4%) 124/3653 (3.4%) B &

Non-medical cause 2/221(0.9%) 3/267 (1.1%) L 2
Age

Mean age (69.7 years old) -
Emergency call to ambulance arrival at scene

Mean time ( 7.4 minutes) -
Ambulance arrival at scene to administration of trial agent

Mean time (15.2 minutes) -
Emergency call to administration of trial agent

Mean time (22.6 minutes) -

0.1 1

Favors Placebo

10
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OR (95%C1)

1.68 (0.82, 3.45)
1.41(1.02, 1.95)

1.24 (0.63, 2.45)

1.39(1.01,1.92)
1.89 (0.88, 4.09)

1.25(0.91,1.71)

2.10(1.11,3.98)

1.44(1.09, 1.90)
1.24(0.21,7.51)

1.30(0.97, 1.75)

1.43 (1.08, 1.89)

1.32(0.97, 1.80)

1.35(0.99, 1.85)

Favors Epinephrine

p (interaction)

0.83

0.47

0.15

0.88

0.32

0.54

0.54

0.71

Subgroup

Witness
None
Bystander
Paramedic
Bystander CPR
Bystander CPR
No Bystander CPR
Initial rhythm
Shockable rhythm
Nonshockable rhythm
Cause of cardiac arrest
Medical cause
Non-medical cause
Age
Mean age (69.7 years old)
Emergency call to ambulance arrival at scene
Mean time ( 7.4 minutes)
Ambulance arrival at scene to administration of trial agent
Mean time (15.2 minutes)
Emergency call to administration of trial agent

Mean time (22.6 minutes)

0.1

Favors Placebo

*
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OR (95% C1)

2.62(1.15,5.96)
1.35(0.95,1.93)
1.26 (0.60, 2.62)

1.45(1.02, 2.07)
1.84 (0.82,4.17)

1.32(0.95, 1.86)
2.15(1.13, 4.09)

1.46 (1.08, 1.97)
1.20 (0.18, 8.01)

1.30 (0.93, 1.82)

1.46(1.07, 2.00)

1.44(1.04,2.01)

1.43(1.01,2.01)

Favors Epinephrine

p (interaction)

0.32

0.60

0.84

0.95

0.84

0.85
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