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Excluded articles and reasons
	First author
	Title
	Reason for exclusion

	Pearse

2005 [1]
	Early goal-directed therapy after major surgery reduces complications and duration of hospital stay. A randomised, controlled trial
	Post-operative patients were included in the study, data of severe sepsis and septic shock was inadequate.

	Sebat

2005 [2]
	A multidisciplinary community hospital program for early and rapid resuscitation of shock in nontrauma patients.
	Historically controlled trial, not randomized controlled clinical trial.
Nontrauma induced shock patients were included in the study, data of severe sepsis and septic shock was inadequate.

	Lin

2006 [3]
	A modified goal-directed protocol improves clinical outcomes in intensive care unit patients with septic shock: a randomized controlled trial.
	The study evaluated a modified protocol without central venous oxygen saturation, however, the study inclusion criteria of our meta-analysis is the patients submitted to treatment involving central venous pressure, mean arterial pressure, and central venous oxygen saturation.

	Rivers

2007 [4]
	The influence of early hemodynamic optimization on biomarker patterns of severe sepsis and septic shock.
	Not randomized controlled clinical trial.

No comparison between early goal-directed therapy and control care.

	Lopes

2007 [5]
	Goal-directed fluid management based on pulse pressure variation monitoring during high-risk surgery: a pilot randomized controlled trial.
	High-risk surgical patients were included in the study, data of severe sepsis and septic shock was inadequate.

	He

2007 [6] 
	Clinical evaluation of execution of early goal directed therapy in septic shock.
	Historically controlled trial, not randomized controlled clinical trial. 

	Mclntyre

2008 [7]
	Fluid resuscitation in the management of early septic shock (FINESS): a randomized controlled feasibility trial.
	The aim of the study was to determine the feasibility of blinding of the study fluids when conducting a large trial, no comparison between early goal-directed therapy and control care.

	de Oliveira 

2008 [8]
	ACCM/PALS haemodynamic support guidelines for paediatric septic shock: an outcomes comparison with and without monitoring central venous oxygen saturation.
	Pediatric septic shock patients were included in the study, data of adult patients was inadequate.


	van Beest 

2008 [9]
	The incidence of low venous oxygen saturation on admission to the intensive care unit: a multi-center observational study in The Netherlands.
	Prospective observational trial, not randomized controlled clinical trial.

No comparison between early goal-directed therapy and control care.

	Kapoor 

2008 [10]
	Early goal-directed therapy in moderate to high-risk cardiac surgery patients.
	High-risk cardiac surgical patients were included in the study, data of severe sepsis and septic shock was inadequate.

	Levy
2010 [11]
	The Surviving Sepsis Campaign: results of an international guideline-based performance improvement program targeting severe sepsis.
	Not randomized controlled clinical trial.

Comparison was between different compliance with bundle, no comparison between early goal-directed therapy and control care.

	Futier

2010 [12]
	Conservative vs restrictive individualized goal-directed fluid replacement strategy in major abdominal surgery: A prospective randomized trial.
	Major abdominal surgical patients were included in the study, data of severe sepsis and septic shock was inadequate.
Comparison was between two volumes of fluid, integrated with early goal-directed therapy, no comparison between early goal-directed therapy and control care.

	Futier

2010 [13]
	Central venous O₂ saturation and venous-to-arterial CO₂ difference as complementary tools for goal-directed therapy during high-risk surgery.
	High-risk surgical patients were included in the study, data of severe sepsis and septic shock was inadequate.
Comparison was between central venous-to-arterial carbon dioxide difference integrated with early goal-directed therapy and early goal-directed therapy, no comparison between early goal-directed therapy and control care.

	Lefrant
2010 [14]
	Reduction of the severe sepsis or septic shock associated mortality by reinforcement of the recommendations bundle: a multicenter study.
	Historically controlled trial, not randomized controlled clinical trial.

Comparison was between with or without bundle, no comparison between early goal-directed therapy and control care.

	Cardoso

2010 [15]
	Reducing mortality in severe sepsis with the implementation of a core 6-hour bundle: results from the Portuguese community-acquired sepsis study (SACiUCI study).
	Prospective cohort trial, not randomized controlled clinical trial.

Comparison was between different compliance with bundle, no comparison between early goal-directed therapy and control care.

	Mayer

2010 [16]
	Goal-directed intraoperative therapy based on autocalibrated arterial pressure waveform analysis reduces hospital stay in high-risk surgical patients: a randomized, controlled trial.
	High-risk surgical patients were included in the study, data of severe sepsis and septic shock was inadequate.


	Castellanos-Ortega 
2010 [17]
	Impact of the Surviving Sepsis Campaign protocols on hospital length of stay and mortality in septic shock patients: results of a three-year follow-up quasi-experimental study.
	Not randomized controlled clinical trial.

Comparison was between different compliance with bundle, no comparison between early goal-directed therapy and control care.

	Lobo

2011 [18]

	Restrictive strategy of intraoperative fluid maintenance during optimization of oxygen delivery decreases major complications after high-risk surgery.


	High-risk surgical patients were included in the study, data of severe sepsis and septic shock was inadequate.
No comparison between early goal-directed therapy and control care.

	Cecconi
2011 [19]
	Goal-directed haemodynamic therapy during elective total hip arthroplasty under regional anaesthesia.
	Elective total hip arthroplasty surgical patients were included in the study, data of severe sepsis and septic shock was inadequate.

	Studnek
2012 [20]
	The impact of emergency medical services on the ED care of severe sepsis.
	Prospective observational trial, not randomized controlled clinical trial.

Comparison was between with or without emergency medical services, no comparison between early goal-directed therapy and control care.

	Na

2012 [21]
	Implementation of early goal-directed therapy and the surviving sepsis campaign resuscitation bundle in Asia.
	Prospective cohort trial, not randomized controlled clinical trial.

Goal directed therapy, not early goal-directed therapy.

	Tian

2012 [22]
	The effect of early goal lactate clearance rate on the outcome of septic shock patients with severe pneumonia.
	Comparison was between early goal-directed therapy group and different lactate clearance rate group besides early goal-directed therapy, no comparison between early goal-directed therapy and control care.

	Miller

2013 [23]
	Multicenter implementation of a severe sepsis and septic shock treatment bundle.


	Observational trial, not randomized controlled clinical trial.
No comparison between early goal-directed therapy and control care.

	Scheeren

2013 [24]
	Goal-directed intraoperative fluid therapy guided by stroke volume and its variation in high-risk surgical patients: a prospective randomized multicentre study.
	Perioperative high-risk patients were included in the study, data of severe sepsis and septic shock was inadequate.
Goal directed therapy, not early goal-directed therapy.

	Huh

2013 [25]
	Comparison of clinical outcomes between intermittent and continuous monitoring of central venous oxygen saturation (ScvO2) in patients with severe sepsis and septic shock: a pilot study.


	Prospective observational pilot trial, not randomized controlled clinical trial.
Comparison was between intermittent and continuous monitoring of central venous oxygen saturation, no comparison between early goal-directed therapy and control care. 

	Bisgaard
2013 [26]
	Haemodynamic optimisation in lower limb arterial surgery: room for improvement?
	Open elective lower limb arterial surgical patients were included in the study, data of severe sepsis and septic shock was inadequate.
Goal directed therapy, not early goal-directed therapy.

	Scheeren
2013 [27]
	Goal-directed intraoperative fluid therapy guided by stroke volume and its variation in high-risk surgical patients: a prospective randomized multicentre study.
	High-risk surgical patients were included in the study, data of severe sepsis and septic shock was inadequate.
Goal directed therapy, not early goal-directed therapy.

	Pestaña
2014 [28]
	Perioperative goal-directed hemodynamic optimization using noninvasive cardiac output monitoring in major abdominal surgery: a prospective, randomized, multicenter, pragmatic trial: POEMAS Study
	Perioperative patients were included in the study, data of severe sepsis and septic shock was inadequate.
No comparison between early goal-directed therapy and control care.

	Coen

2014 [29]
	Towards a less invasive approach to the early goal-directed treatment of septic shock in the ED.
	Not randomized controlled clinical trial.
No comparison between early goal-directed therapy and control care.

	Chou

2014 [30]
	The implementation of sepsis bundles on the outcome of patients with severe sepsis or septic shock in intensive care units.
	Historically controlled trial, not randomized controlled clinical trial.

Comparison was between different compliance with bundle, no comparison between early goal-directed therapy and control care.

	Mutoh

2014 [31]
	Early intensive versus minimally invasive approach to postoperative hemodynamic management after subarachnoid hemorrhage.
	Postoperative patients were included in the study, data of severe sepsis and septic shock was inadequate.

	Ahmed

2014 [32]
	Outcome of patients with acute kidney injury in severe sepsis and septic shock treated with early goal-directed therapy in an intensive care unit.
	Historically controlled trial, not randomized controlled clinical trial.


Twelve disagreements of the inconsistence in study inclusion and exclusion and their reason between the two reviewers were resolved by consensus and discussion including a third reviewer. The twelve disagreements are as follows:
1. Comparison was between with or without goal directed therapy in Lin study [3], one reviewer confused the different concepts of goal directed therapy and early goal directed therapy.
2. Comparison was between with or without goal directed therapy in Lin study [3], one reviewer confused the different concepts of therapy without goal directed and control care.
3. The design of He study [6] is historically controlled trial, not randomized controlled trial, one reviewer misinterpreted this article.

4. Comparison was between with or without goal directed therapy in Na study [21], one reviewer confused the different concepts of goal directed therapy and early goal directed therapy.

5. Comparison was between early goal-directed therapy group and different lactate clearance rate group besides early goal-directed therapy in Tian study [22], one reviewer confused the different concepts.
6. Comparison was between with or without goal directed therapy in Scheeren study [27], one reviewer confused the different concepts of goal directed therapy and early goal directed therapy.
7. The design of Ahmed study [32] is historically controlled trial, not randomized controlled trial, one reviewer misinterpreted this article.
8. Inadequate data for our meta-analysis was shown in Wang study [33], including the details of mean arterial pressure, central venous pressure, lactate, etc. One of the reviewers suggested to exlude the article, however, after the discussion, we decided to ask the authors for providing data. We thank Prof. Xiao-Zhi Wang for providing data.
9. Inadequate data was shown in Lu study [34], however, after the discussion, we decided to ask the authors for providing data. We thank Prof. Nian-Fang Lu for providing data.
10. The primary outcome of Yan study [35] is 28-day survival rate, not 28-day mortality, after discussion twice with the third reviewer, we decided to include this study. 
11. The patients in Chen study [36] were patients with multiple organ disfunction syndrome, however, the data of multiple organ disfunction syndrome patients with severe sepsis was shown, after the discussion, we decided to include this study.

Two full-text articles were unavailable in the search process and study selection. One of them was published in African Journal of Emergency Medicine by Andrew Kestler, this study found the principles of EGDT are adaptable to Botswana, however, there were no details of how many patients were involved in the study. The other one was published in International Journal of Gerontology by Chen, this was a prospective study of patients with severe sepsis, which found age was not an important predictor of mortality in ICU patients with severe sepsis, however, they indicated other factors might improve outcomes. As a result, we excluded them.
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