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ABSTRACT 

Background. The Surviving Sepsis Campaign guideline 

recommends the use of norepinephrine or dopamine as 

vasopressor therapy in septic shock. Epinephrine is suggested as 

an alternative agent. However, mortality and morbidity data on 

the use of epinephrine versus other vasopressors remains 

controversial. 

 

Objective.  To evaluate the benefits of epinephrine versus 

standard treatment (norepinephrine/dopamine) in patients with 

septic shock using 28-day mortality as the primary outcome. 

 

Methods. PUBMED, Cochrane Library, clinical trial registries and 

reference lists were searched for randomized controlled trials 

(RCTs) comparing epinephrine with standard treatment in adult 

septic shock patients. Trial authors were contacted for further 

information. Two reviewers independently evaluated 

methodological quality and extracted data. Conflicts were 

resolved by consensus. A random-effects model was used to 

estimate the relative risk (RR).  

 

Results. No significant difference in 28-day mortality (RR = 0.99) 

and 90-day mortality (RR = 0.99) was found between patients 

that received epinephrine versus those that received standard 

treatment. Post-hoc analysis of overall mortality also showed no 

significant difference between groups. Noted adverse effects 

include tachycardia and lactic acidosis within the first 24 hours. 

Beyond that period, no difference was noted between 

epinephrine and standard treatment. 

 

Conclusion. Epinephrine as vasopressor therapy in adult septic 

shock patients may be as effective as standard treatment in 

reducing 28-day mortality. However, lack of high quality studies 

precludes drawing of definite clinical guidelines. Further 

investigation is warranted.   
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Study or Subgroup

Seguin et al 2006

Djillali et al 2007

Myburgh et al 2008

Total (95% CI)

Total events

Heterogeneity: Tau² = 0.01; Chi² = 2.23, df = 2 (P = 0.33); I² = 10%

Test for overall effect: Z = 0.37 (P = 0.71)

Events

2

58

24

84

Total

12

169

82

263

Events

3

64

17

84

Total

10

161

76

247

Weight

3.3%

71.0%

25.6%

100.0%

M-H, Random, 95% CI

0.56 [0.11, 2.70]

0.86 [0.65, 1.14]

1.31 [0.76, 2.24]

0.95 [0.71, 1.26]

Year

2006

2007

2008

Standard Epinephrine Risk Ratio Risk Ratio

M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours Standard Favours Epinephrine

Study or Subgroup

Seguin et al 2006

Djillali et al 2007

Myburgh et al 2008

Total (95% CI)

Total events

Heterogeneity: Tau² = 0.00; Chi² = 1.18, df = 2 (P = 0.55); I² = 0%

Test for overall effect: Z = 0.11 (P = 0.91)

Events

3

85

30

118

Total

12

169

82

263

Events

4

84

23

111

Total

10

161

74

245

Weight

2.3%

79.7%

18.0%

100.0%

M-H, Random, 95% CI

0.63 [0.18, 2.16]

0.96 [0.78, 1.19]

1.18 [0.76, 1.83]

0.99 [0.82, 1.19]

Year

2006

2007

2008

Standard Epinephrine Risk Ratio Risk Ratio

M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours Standard Favours Epinephrine
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Study or Subgroup

Levy et al 1997

Seguin et al 2002

Seguin et al 2006

Djillali et al 2007

Myburgh et al 2008

Total (95% CI)

Total events

Heterogeneity: Tau² = 0.00; Chi² = 2.57, df = 4 (P = 0.63); I² = 0%

Test for overall effect: Z = 0.54 (P = 0.59)

Events

8

5

2

58

24

97

Total

15

11

12

169

82

289

Events

9

4

3

64

17

97

Total

15

11

10

161

76

273

Weight

12.7%

4.9%

2.0%

63.0%

17.4%

100.0%

M-H, Random, 95% CI

0.89 [0.47, 1.67]

1.25 [0.45, 3.45]

0.56 [0.11, 2.70]

0.86 [0.65, 1.14]

1.31 [0.76, 2.24]

0.94 [0.75, 1.18]

Year

1997

2002

2006

2007

2008

Standard Epinephrine Risk Ratio Risk Ratio

M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours Standard Favours Epinephrine

Study or Subgroup

Levy et al 1997

Seguin et al 2002

Seguin et al 2006

Djillali et al 2007

Myburgh et al 2008

Total (95% CI)

Total events

Heterogeneity: Tau² = 0.00; Chi² = 1.50, df = 4 (P = 0.83); I² = 0%

Test for overall effect: Z = 0.13 (P = 0.89)

Events

8

5

3

85

30

131

Total

15

11

12

169

82

289

Events

9

4

4

84

23

124

Total

15

11

10

161

74

271

Weight

8.0%

3.1%

2.0%

70.9%

16.0%

100.0%

M-H, Random, 95% CI

0.89 [0.47, 1.67]

1.25 [0.45, 3.45]

0.63 [0.18, 2.16]

0.96 [0.78, 1.19]

1.18 [0.76, 1.83]

0.99 [0.83, 1.18]

Year

1997

2002

2006

2007

2008

Standard Epinephrine Risk Ratio Risk Ratio

M-H, Random, 95% CI

0.2 0.5 1 2 5
Favours Standard Favours Epinephrine
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