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Comments
• Rationale approach for sepsis due to gram positive and gram 

negative organisms

• Prior attempts to neutralize (E5, HA1A) or block (Eritorin, 
TLR4) endotoxin failed. 

• Did not target pts with high endotoxin levels

• Strengths

• Limit enrollment to the subset with high endotoxin levels

• Event driven adaptive design

• Blinding

• Larger than the prior 3 RCTs combined

• Long term outcomes



Comments
• Limitations

• Unrealistic effect sizes (15% ->20% ARR) so underpowered 
to see smaller but important effects.

• DSMB changed entry criteria (indicated population) mid-
study, apparently with knowledge of the treatment effect

• Potential to inflate the type 1 error

• Explains the FDA decision to limit the efficacy analysis 
to the post amendment (n=180) cohort with SOFA > 9

• Complicates interpretation of the trial and pre-
amendment efficacy data will need to be viewed 
carefully



Comments
• Obviously, baseline endotoxin levels and the effect, if 

any, on blood endotoxin levels will be important for 
interpreting the results and will be hypothesis 
generating

• Do patients with the highest levels benefit?

• Was endotoxin removed too late?

• Is a higher “dose” needed to reduce endotoxin 
further?

• Has immune reprogramming and endotoxin 
tolerance developed such that endotoxin removal 
will not improve clinical outcomes?


