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H. CORTICOSTEROIDS

1. We suggest against using IV hydrocortisone to treat septic
shock patients if adequate fluid resuscitation and vaso-
pressor therapy are able to restore hemodynamic stabil-
ity. If this 1s not achievable, we suggest IV hydrocortisone
at a dose 200 mg per day (weak recommendation, low
quality of evidence).
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Corticosteroids Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
1.6.1 Trials adjudicated as overall low risk of bias

Gordon 2016 66 201 62 207 4.5% 1.10 [0.82, 1.46] 2016

Venkatesh 2018 511 1832 526 1826 39.2% 0.97 [0.87, 1.07] 2018

Subtotal (95% CI) 2033 2033 43.7% 0.98 [0.89, 1.08]

Total events 577 588

Heterogeneity: Chi® = 0.64, df = 1 (P = 0.43); I* = 0%

Test for overall effect: Z = 0.38 (P = 0.71)

1.6.2 Trials not adjudicated as overall low risk of bias

CSG 1963 54 96 32 98 2.4% 1.72 [1.23, 2.41] 1963 —_—
Bollaert 1998 7 22 12 19 1.0% 0.50 [0.25, 1.02] 1998 —
Briegel 1999 4 20 6 20 0.4% 0.67 [0.22, 2.01] 1999

Chawla 1999 6 23 10 21 0.8% 0.55 [0.24, 1.25] 1999

Annane 2002 95 150 103 149 7.7% 0.92 [0.78, 1.08] 2002 -
Oppert 2005 7 18 11 23 0.7% 0.81[0.40, 1.67] 2005 e E—
Tandan 2005 11 14 13 14 1.0% 0.85 [0.62, 1.15] 2005 1
Cicarelli 2007 7 14 12 15 0.9% 0.63 [0.35, 1.12] 2007 —_—
Aboab 2008 3 10 7 13 0.5% 0.56 [0.19, 1.63] 2008

Sprung 2008 111 251 100 245 7.5% 1.08 [0.88, 1.33] 2008 1T
Kurugundla 2008 4 11 6 10 0.5% 0.61 [0.24, 1.54] 2008

Meduri 2009 20 33 5 17 0.5% 2.06 [0.94, 4.52] 2009

Hu 2009 4 38 6 39 0.4% 0.68 [0.21, 2.23] 2009

Arabi 2010 34 39 32 36 2.5% 0.98 [0.83, 1.16] 2010 —
Mirea 2014 44 117 22 54 2.2% 0.92 [0.62, 1.37] 2014 E— E—
Cordon 2014 8 31 9 30 0.7% 0.86 [0.38, 1.93] 2014

Torres 2015 1 10 2 18 0.1% 0.90 [0.09, 8.73] 2015 ¢ 4
Tongyoo 2016 33 78 35 76 2.6% 0.92 [0.64, 1.31] 2016 I

Lv 2017 23 58 19 60 1.4% 1.25 [0.77, 2.04] 2017

Annane 2018 264 614 308 627 22.7% 0.88 [0.78, 0.99] 2018

Subtotal (95% CI) 1647 1584 56.3% 0.95 [0.88, 1.02]

Total events 740 750

Heterogeneity: Chi? = 30.98, df = 19 (P = 0.04); I = 39%
Test for overall effect: Z = 1.43 (P = 0.15)

Total (95% CI) 3680 3617 100.0% 0.96 [0.91, 1.02]
Total events 1317 1338

Heterogeneity: Chi® = 32.15, df = 21 (P = 0.06); I* = 35%
Test for overall effect: Z = 1.26 (P = 0.21)
Test for subgroup differences: Chi* = 0.31, df = 1 (P = 0.58), I? = 0%

Fig. 3 Forrest plot showing the effect of corticosteroids compared to placebo or control on short-term mortality for patients with septic shock
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Summary

* No reduction in mortality risk

e Shorter time on vasopressor (-1.5 d)
e Shorter time on ventilator (-1.4 d)

e Shorter time in ICU (-0.75 d)

* Few side effects (hyperglycaemia and hypernatraemia)
No increase of secondary infections




