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RESEARCH QUESTIONS 
 
1. What is the clinical effectiveness of large volume crystalloid fluid infusion versus smaller 

volume crystalloid fluid infusion with vasopressors in adult patients with moderate to 
severe sepsis? 

 
2. What are the evidence-based guidelines regarding fluid infusion for adult patients with 

moderate to severe sepsis? 
 
KEY FINDINGS 
 
One meta-analysis regarding volumes of crystalloid fluid infusion in adult patients with moderate 
to severe sepsis, and one evidence-based guideline regarding fluid infusion for adult patients 
with moderate to severe sepsis were identified. 
 
METHODS 
 
A limited literature search was conducted on key resources including PubMed, The Cochrane 
Library, University of York Centre for Reviews and Dissemination (CRD) databases, ECRI,  
Canadian and major international health technology agencies, as well as a focused Internet 
search. To address research question 1, no filters were applied to limit the retrieval by study 
type. To address research question 2, methodological filters were applied to limit retrieval to 
health technology assessments, systematic reviews, meta-analyses and guidelines. Where 
possible, retrieval was limited to the human population. The search was also limited to English 
language documents published between January 1, 2010 and June 10, 2015. Internet links 
were provided, where available. 
 
 
 
 



 
 

Large Volume Fluid Infusion for Sepsis   2 
 
 

SELECTION CRITERIA 
 
One reviewer screened citations and selected studies based on the inclusion criteria presented 
in Table 1. 
 

Table 1: Selection Criteria 

Population Adult patients with moderate to severe sepsis (including shock) 

Intervention Large volume crystalloid fluid resuscitation (>30 mL/kg) 

Comparator Small volume crystalloid fluid resuscitation with early use of 
vasopressors 

Outcomes Safety, clinical effectiveness, patient mortality, improved clinical 
outcomes, evidence-based guidelines 

Study Designs Health technology assessments, systematic reviews, meta-analyses, 
randomized controlled trials, non-randomized studies, and evidence-
based guidelines 

 
RESULTS 
 
Rapid Response reports are organized so that the higher quality evidence is presented first. 
Therefore, health technology assessment reports, systematic reviews, and meta-analyses are 
presented first. These are followed by randomized controlled trials, non-randomized studies, 
and evidence-based guidelines.  
 
One meta-analysis regarding volumes of crystalloid fluid infusion in adult patients with moderate 
to severe sepsis, and one evidence-based guideline regarding fluid infusion for adult patients 
with moderate to severe sepsis were identified. No health technology reports, systematic 
reviews, randomized controlled trials, or non-randomized studies were identified. 
 
Additional references of potential interest are provided in the appendix. 
 
Health Technology Assessments 
No literature identified. 
 
Systematic Reviews and Meta-analyses 
 
1. Chen C, Kollef MH. Conservative fluid therapy in septic shock: an example of targeted 

therapeutic minimization. Crit Care [Internet]. 2014 [cited 2015 Jun 16];18(4):481. 
Available from: http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4423642  
PubMed: PM25185073 
  

Randomized Controlled Trials 
No literature identified. 
 
Non-Randomized Studies 
No literature identified. 
 
 
 
 

http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4423642
http://www.ncbi.nlm.nih.gov/pubmed/25185073
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Guidelines and Recommendations 
 
2. Dellinger RP, Levy MM, Rhodes A, Annane D, Gerlach H, Opal SM, et al. Surviving sepsis 

campaign: international guidelines for management of severe sepsis and septic shock: 
2012. Crit Care Med. 2013 Feb;41(2):580-637.  
PubMed: PM23353941 
Full text available from: http://www.sccm.org/Documents/SSC-Guidelines.pdf 
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APPENDIX – FURTHER INFORMATION: 
 
Systematic Reviews and Meta-Analyses – Volumes not Specified in Abstract 
 
3. Rochwerg B, Alhazzani W, Sindi A, Heels‐Ansdell D, Thabane L, Fox‐Robichaud A, 

Mbuagbaw L, Szczeklik W, Alshamsi F, Altayyar S, Ip WC, Li G, Wang M, Wludarczyk A, 
Zhou Q, Guyatt GH, Cook DJ, Jaeschke R, Annane D. Fluid resuscitation in sepsis: a 
systematic review and network meta‐analysis. Ann Intern Med. 2014;161(5):347‐355. 
PubMed: PM25047428 

 
4. Bansal M, Farrugia A, Balboni S, Martin G. Relative survival benefit and morbidity with 

fluids in severe sepsis - a network meta-analysis of alternative therapies. Curr Drug Saf 
[Internet]. 2013 Sep [cited 2015 Jun 16];8(4):236-45. Available from: 
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3856428  
PubMed: PM23909705 

  
Non-Randomized Studies – Volumes Unspecified in Abstract 
 
5. Nunes TS, Ladeira RT, Bafi AT, de Azevedo LC, Machado FR, Freitas FG. Duration of 

hemodynamic effects of crystalloids in patients with circulatory shock after initial 
resuscitation. Ann Intensive Care [Internet]. 2014 [cited 2015 Jun 16];4:25. Available from: 
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4273721  
PubMed: PM25593742 

 
6. Raghunathan K, Shaw A, Nathanson B, Sturmer T, Brookhart A, Stefan MS, et al. 

Association between the choice of IV crystalloid and in-hospital mortality among critically 
ill adults with sepsis*. Crit Care Med. 2014 Jul;42(7):1585-91.  
PubMed: PM24674927 
 

7. van de Lauw A, Shaffer C, Schaefer E. Early intensive care unit-acquired hypernatremia in 
severe sepsis patients receiving 0.9% saline fluid resuscitation. Acta Anaesthesiol Scand. 
2014 Sep;58(8):1007-14.  
PubMed: PM25039806 
 

Review Articles 
 
8. Salazar M, Hu BB, Vazquez J, Wintz RL, Varon J. Exogenous Vasopressin-Induced 

Hyponatremia in Patients With Vasodilatory Shock: Two Case Reports and Literature 
Review. J Intensive Care Med. 2015 Jul;30(5):253-8.  
PubMed: PM24106070 
 

Additional References 
 
9. Myburgh JA. Fluid resuscitation in acute medicine: what is the current situation? J Intern 

Med. 2015 Jan;277(1):58-68.  
PubMed: PM25352314 
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