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Sepsis drugs

Clearing the pathogen works (e.g. antiviotics)
Kumar A et al Crit Care Med, 34:1589-1596, 2006
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Late modulation of host response doesn’t work (e.g. rhapc, anti-TNF)
Deans KJ et al. J Trauma, 58:867-874, 2005
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« Amgen: evolocumab (Repatha)

PCSKO9 Inhibitors increase lipid
clearance by LDL Receptors
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« Sanofi/Regeneron: alirocumab (Praluent)

Image from caltagmedsystems.blogspot.com
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Count

Count

Low LDL/HDL levels In sepsis
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Low LDL drives TPCSK9
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Elevated PCSK9 Is Bad
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Pathogen lipid clearance
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Could PCSKJ9 inhibition increase

pathogen lipid clearance?
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Human PCSK9 genetic variants
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PCSK9 Loss-of-Function (LOF)

T Human septic shock survival
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PCSK9 and human inflammation
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Topchiy E, et al. PL0oS One. 2016 May 12;11(5):e0155030



LPS uptake by hepatocytes
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PCSKO9 inhibition
Increases hepatic
LDL receptor
numbers and may
Increase pathogen
lipid clearance

Bacterial lipids are
cleared through the
bile duct
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Conclusions

« PCSKO9 inhibition increases LDL receptor density
on hepatocytes

* This Increases clearance of pathogen lipids (e.g.
endotoxin) from LDL cholesterol particles

« Genetic PCSK9 Loss-Of-Function suggests that
PCSKO9 inhibition may improve outcomes in
human sepsis
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