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Publication bias: The tendency for authors to submit, and of journals to accept, manuscripts for 
publication based on the direction or strength of the study findings. 
 

 
 

The HALT-IT Trial: Lancet 2020; 395: 1927-36 
P Adult patients + significant GI bleed  
I/C TXA 1g bolus+ 3g/24h vs Placebo 
O Death due to bleeding within 5 days 

• No difference in mortality (3.7 vs 3.8%) 

• Small increase in VTE (NNH 250) and seizures (NNH 500) 
Clinical bottom line: No mortality benefit with TXA in patients with significant GI bleed. Likely no 
current role for its use in GI bleed patients in the ED.  

Cochrane Database of Systematic Reviews 2014, Issue 11. Art. No.: CD006640. 

 
Evidence-based medicine controversy #1: Outcome discrepancy 

Meta-analyses of multiple small trials at risk for publication bias and more likely to be 
positive. Subsequent large, well-done RCTs often negative and provide better evidence 
quality. 

N Engl J Med. 1997 Aug 21;337(8):536-42.  
Stat Med 2015 Sep 10;34(20):2781-93 

 



Evidence-based medicine controversy #2: Choice of primary outcome 
Disease-specific mortality used frequently as primary outcome to improve chances of a 
positive trial. All-cause mortality is more clear, patient-centered, but may require a 
larger sample to find a difference. 

Trials (2018) 19:533 
Lancet. 2017 May 27;389(10084):2105-2116 

 

The Pre-hospital TXA for TBI Trial: JAMA 2020; 324(10): 961-974 

P Out-of-hospital patients > 15y + TBI & GCS <13  
I/C TXA 1g bolus + 1g infusion OR TXA 2g bolus + placebo infusion vs placebo bolus + 

infusion; within 2 hours of injury 

• Favorable neurologic outcome at 6 months 

• No difference (TXA 65% vs placebo 62%) 

• No difference in mortality or adverse events 
Clinical bottom line: No difference in 6 month neurologic outcome for moderate to severe TBI 
patients with early pre-hospital TXA administration. Current evidence not sufficient to 
recommend TXA incorporation into pre-hospital practice for isolated TBI.  

CRASH-3: Lancet 2019(394): 1713–23 
 

Evidence-based medicine controversy #3: Spinning negative trials as positive 
Large trials often have considerable resources to advertise their results. It is increasingly 
common to spin trials with a negative primary outcome as positive. These assertions are 
misleading and often based off of subgroup or secondary outcome analyses. This may 
lead to practice change based off insufficient evidence.  

BMJ Evid Based Med. 2019 Aug 5:178-181. 
BMC Med. 2019 Jun 4;17(1):105. 

Evidence-based medicine controversy #4: Indication creep 
When indications for a specific treatment extend outside the settings of the primary 
studies done to evaluate them. Practice changes can be due to subgroup or secondary 
outcome analyses, or extrapolation of data to different settings, populations, dosing, 
etc. New standards may develop without primary evidence demonstrating benefit.  

JAMA. 2011;305:2005–2006. 

 

The STAAMP Trial: JAMA Surgery 2020 doi:10.1001/jamasurg.2020.4350 

P Out-of-hospital patients + trauma + sBP<90 or HR >110  
I TXA 1g bolus pre-hospital + 

1) In-hospital placebo bolus + placebo infusion 
2) In-hospital placebo bolus + TXA infusion  
3) In-hospital TXA infusion + TXA infusion  

C Pre-hospital placebo bolus + in-hospital placebo bolus + placebo infusion 
O 30d all-cause mortality 

• No difference (TXA 8.1% vs placebo 9.9%) 

• Underpowered due to over-estimated clinical effect & under-estimated baseline 
mortality 



Clinical bottom line: No evidence of mortality benefit for pre-hospital TXA administration to 
trauma patients at risk of significant hemorrhage. However, given underpowered study, there is 
not clear evidence of the absence of benefit. This trial alone likely not enough to recommend 
removing TXA from pre-hospital practice for trauma patients.  

CRASH-2: Lancet 2010 (376): 23–32 

 
Evidence-based medicine controversy #5: Negative trials rarely change practice 
 There are very few examples of well-done negative trials that affect clinical practice 
compared to positive trials, especially if there is an already established treatment in place and 
the negative trial suggests strongly it is not effective.  

N Engl J Med 2008; 358:252-260 
JAMA Psychiatry. 2015;72(5):500-510. 

 
Critical Appraisal / FOAM Resources 

• UBC DEM Journal Club: https://emergency.med.ubc.ca/research/journal-club/reviewed-
articles/ 

• First10EM: https://first10em.com 

• EMCrit: https://emcrit.org 

• RebelEM: https://rebelem.com 

• Skeptics Guide to Emergency Medicine: http://thesgem.com 

• CanadiEM: https://canadiem.org 

• The NNT: https://www.thennt.com 
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