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 Background: 
Clinically significant upper gastrointestinal haemorrhage occurs in only 2% of critically ill patients. For several years there has been debate over (1) which patients are at a significantly high risk to merit prophylactic treatment, (2) what is the most effective prophylactic treatment, (3) what complications are associated with these regimens. Most work has compared the H2 blocker ranitidine with sucralfate. The evolution of the worldwide investigation of these questions highlights the development of EBM practice. Three early meta-analysis [1-3] came to different conclusions when investigating the differences in efficacy and complications of ranitidine and sucralfate. These demonstrated many of the limitations of meta-analysis especially when the majority of papers analyzed are poorly designed with small patient groups. The authors of the discordant meta-analysis combined forces on a joint publication [5], correcting many of the previous publications shortcomings and concluding that a large RCT was needed to resolve the question of whether there was a significant benefit in using ranitidine or sucralfate. At the same time a better understanding was developing of which patients were at higher risk of clinically significant bleeds [4].A large RCT was conducted [6] by the authors of the meta-analysis. 
More recently, with the increasing rates of enteral feeding in the critically ill, the question of which patients are at significantly great enough risk of bleeding to merit prophylactic treatment has been revisited [8-9]. We reviewed the current literature and present our findings and conclusions below.
 
Search Strategy: Ranitidine, Sucralfate, Human, RCT & meta-analysis 
Selection Criteria: RCTs and meta-analysis after 1991 
Data Collection and analysis: PubMed search, hand search of relevant papers. Data analysed using CATmaker™ software.
 Main Results: 
The incidence of clinically significant bleeding is approximately 2% in the critically ill. Patients at significant risk of clinically significant GI haemorrhage are those that are; ventilated for more than 48 hours (OR15.5), coagulopathic (OR4.3). In ventilated patients the presence of acute renal failure leads to an additional risk of bleeding (OR 2.58)

When considering prophylaxis in all patients; Ranitidine provides superior protection against bleeding than sucralfate but mortality rates are not significantly different. Rates of ventilator-associated pneumonia are higher with ranitidine but this is not statistically significant. 
When patients that have been intubated for more than 48 hours; enteral nutrition is associated with a lower risk of bleeding (OR 0.3). Ranitidine administration also lowers the risk of bleeding (OR 0.39). Ranitidine may offer some additive benefit to feeding alone.
 
 Reviewers Conclusions (Grades of recommendation):
· All intubated patients admitted to ICU should receive ranitidine prophylaxis especially if they are coagulopathic or in renal failure (A)
 

· Enteral feeding should be commenced as soon as possible (C)
 

· Until further data is available ranitidine should be continued even when enteral feeding is established (C)
 

· Discharged patients, if extubated, should have their ranitidine stopped unless they still have renal failure or are coagulopathic (D)
 
Areas of further research:
1.      RCT comparing enteral feeding alone with feeding and ranitidine
2.      Proton pump inhibitors
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