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 High-intensity statin: >50% 
 

 Moderate-intensity: 30-50% 
 

 “Low-intensity”: no !! 
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2007 

crystal structure of human PCSK9 at 2.3 A°resolution 



conversion of an inactive secretory precursor into active product(s) is catalyzed 

by a special group of proteases denoted as the proprotein convertases (PCs). 

From 1990 to 1999, 8 mammalian PCs were discovered and shown to be 

responsible for the tissue-specific processing of various secretory Precursors. 

The ninth and last member of the family, known as PC subtilisin kexin 9 (PCSK9), 

was reported in early 2003. 

neural apoptosis regulated convertase. 



Cohen NEJM 2006 

Black Subjects,  

Presence or Absence of a PCSK9142X or PCSK9679X Allele.  

White Subjects, Presence or Absence of a PCSK946L Allele.  



JACC 2010 

Copenhagen City Heart Study CCHS (prospective) 

Copenhagen General Population Study CGPS (crosssectional) 

Copenhagen Ischemic Heart Disease Study CIHDS (case-control) 



          PCSK9 

 

1)Via intracellulare 

          nascent PCSK9 can bind to the 

          LDLR and direct it from the trans-

Golgi to lysosomes for degradation 

 

2)Via extracellulare 

           secreted PCSK9 binds at the cell 

surface to the first epidermal growth 

factor-like repeat (EGF-A) of LDLR 



Low intracellular cholesterol levels in response to statin treatment 

activate the sterol regulatory element-binding protein-2 (SREBP-2), 

resulting in coexpression of LDLR and PCSK9. 

cholesterol homeostasis 



JACC 2013 



Attenzioni teoriche di sicurezza:        fegato, metab insulina, ts adiposo 
 

LDLR and CD81, 2 HCV entry receptors are dose dependently downregulated by PCSK9, 

resulting in the reduction of the cellular infectivity of HCV in mice. Because PCSK9 seems to 

target a number of LDLR family members for degradation, some of which act as entry 

receptors for infectious viruses, it is recommended that those individuals harboring a 

viral infection be carefully monitored for viral titers or excluded from anti–PCSK9-

based therapy. 
 

Critical importance of PCSK9 in liver regeneration, patients undergoing liver resection 

should not take anti-PCSK9 medication. 
 

Lack of PCSK9 increases the surface expression of the VLDLR that facilitates triglycerides 

hydrolysis and FFA uptake in the visceral adipocytes (visceral fat accumulates -  but no liver 

steatosis and no IR reported in 1 woman completely lacking PCSK9);  anti-PCSK9 therapy 

in patients must be monitored for the possible occurrence of insulin resistance 

and glucose intolerance 

 

 



Anti PCSK9 therapeutic approaches 

antiPCSK9 siRNAs 

Small chemical 

inhibitors 

antiPCSK9 mAb 

Adnectins 

Norata 2014 
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