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Background 

• Proprotein convertase subtilisin/kexin type 9 (PCSK9) 

Image available from: https://www.repathahcp.com/ 42 



Evolocumab Mechanism of Action 

• Fully humanized monoclonal antibody 

43 Image available from: https://www.repathahcp.com/ 



Study Design 
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LDL-C Levels 
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LDL Cholesterol Evolocumab Placebo 

≤ 70 mg/dL 87% 18% 

≤ 40 mg/dL 67% 0.5% 

≤ 25 mg/dL 42% < 0.1% 



Primary Endpoint 
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Key Secondary Efficacy Endpoint 
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Study Conclusions 

• When added to statin therapy, evolocumab lowered LDL cholesterol 
levels by 59% from baseline compared to placebo, from a median of 
92 mg/dL to 30 mg/dL 

•  risk of the primary composite endpoint by 15% and  risk of the 
key secondary endpoint by 20% 

• Magnitude of risk reduction shown to increase over time 

• No effect of additional LDL-C lowering on cardiovascular death or 
all-cause mortality 

• Injection-site reactions were significantly higher in the evolocumab 
group compared to the placebo group 
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Role of CETP in Atherosclerosis 

• Human CETP deficiency 
– ↑ in HDL-C (codominant)  
– ↓CVD 

• Reducing CETP activity →↓atherosclerosis in animal models 

Barter PJ et al. Arterioscler Thromb Vasc Biol. 2003;23:160-167. 

Contacos C et al. Atherosclerosis. 1998;141:87-98.  

Guerin M et al. Arterioscler Thromb Vasc Biol. 2008;28:  148-154. 
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R  

• Reduce inflammation 

 

•  Reduce BP with renal denervation 

 

• Reduce events with Rivaroxaban  

 

• Respect HDL ( negative study for anacetrapib) 


