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Withholding Pantoprazole for Stress Ulcer Prophylaxis in Critically Ill Patients: A Pilot Randomized Clinical Trial and Meta-Analysis (Re-evaluating the Inhibition of Stress Erosions (REVISE))

Background:
· PPIs are associated with risk of C Dfficile infection (3.4 vs 2.6%) and pneumonia (34 vs 30%) in critically ill patients based on low quality evidence 
· Upper GI bleeding rare in ICUs so is routine SUP indicated? 

Study:
· 91 Mechanically ventilated patients either received pantoprazole or placebo
· Upper GI bleeding not different between groups (6.1% pantoprazole, 4.8% placebo)
· VAP 20% pantoprazole 14% placebo (not significant)

Meta-analysis 
· (5 small RCTs) showed no difference in risk of GI Bleeding, infection or mortality 
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Conclusion 
· No alarming difference in frequency of ulceration so larger clinical tirial feasible





Effects of Hypercapnia and Hypercapneic Acidosis on Hospital Mortality in Mechanically Ventilated Patients

Background: 
· Lung protective ventilation methods may cause mild to moderate hypercapneia and acidosis but is currently accepted
· Some theoretical benefits of hypercapneia but not studied in people
· Hypercapneic acidosis in animal studies worsens lung injury, hemodynamic instability, immune suppression

Study:
· Retrospective review of adults 250000 with resp failure within 24hrs of ICU admission 
· Evaluated worst pH/PCO2 combination during first 24hrs, 3 groups
· Normocapneic, normal pH
· Hypercapneic (>45) normal pH
· Hypercapneic acidosis 
· Other acid base disturbances were excluded
· Compensated hypercapnia OR for morality 1.3, hypercapneic acidosis 1.66
· Significant irrespective of PF ratios and disease severity
· *trauma patients had lower mortality with compensated hypercapneia)
· mortality increased gradually after 45 to 65 then plateau

Conclusion:
· hypercapneic acidosis and compensated hypercapneia are associated with increased mortality regardless of illness severity
· supports careful monitoring and control of CO2 during low tidal volume ventilation, but further studies needed




Quantifying the Effects of Prior Acetyl-Salicylic Acid on Sepsis-Related Deaths: An Individual Patient Data Meta-Analysis Using Propensity Matching

Background:
· Aspirin may have beneficial effects in sepsis because…
· Inhibits activation of NFk-B
· Increased lipotoxins which reduces inflammation
· Increases nitric oxide production
· Reduces platelet activation by COX1 Inhibition so reduces microcirculatory failure
Study: 
· 6823 patients from 11 studies
· Significant heterogeneity
· OR 0.78 (favoring aspirin p=0.11). 2% to 12% reduction in death
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For reference:
Treatment of Hyponatremic Encephalopathy in the Critically Ill. Achinger & Ayus.
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Figure 2. Ciiically important upper gastrointestinal bleeding. Clnically important upper gastrointestinel bleeding outcome. Data from five trels (n= 602
patients) were inciuded and anelyzed using the random-effects model. Squares indicate individual study point estimate. Diamond indicates pooled effect
size. df = degrees of freedom, PPI = proton pump inhibitor.
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Figure 3. Ventiator-zssociated preumonia. Ventiator-associated pneumoniz outcome. Data from four trials (n = 572 patients) were included and ana-
yzed using the random-effects model. Squares indicate individualstudy point estimate. Diamond indicates pooled effect size.of = degrees of freedom,

PP

= proton pump infibitor.
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Late troatment

‘Start with 100 cc bolus of 3% saline. May repeat until clnical response
achieved while not correcting sodium more than 5 MEQAL in the first 1-2
hours.

‘Serum sodium should be checked every 1-2 hours until the patient
stabilizes.

Stop further therapy after either symploms resolve and the patient is
awake alert and responsive of the sodium is raised by 10 MEQ/L in the
first 5 hours.

Monitor urine output and if signs of free water diuresis DDAVP can be
used to prevent overcorrection of sodium

Final correction of serum sodium should not exceed more than 15-20
mEQ/L in first 48 hours.

Figure 4. Treatment of ryponatreic encephalopathy DDAVP by Ferting Pharmaceuticals, Sain:Prex Switzerland.




