
TERAPIA CON INIBITORI DEL PCSK9 DOPO SCA:  
IN QUALI PAZIENTI? 

Prof. Giulio Stefanini 

Università Humanitas 

IRCCS Istituto Clinico Humanitas 



LINEAR RELATIONSHIP BETWEEN LDL-C AND EVENT RATE 

Statin Therapy in Secondary-Prevention Studies 

LaRosa JC et al. N Engl J Med 2005; 352:1425-1435 



Evolocumab, Alirocumab 

Proprotein convertase subtilisin/kexin type 9 (PCSK9)  degradation of LDLr 

• Binds to LDL receptor  lysosome 

 

MOA: Antibodies inactivate PCSK9 

↓ LDL receptor degradation 

↑ LDL receptors on hepatocytes 

↓ LDL cholesterol in plasma 

 

PCSK9 INHIBITORS 



PCSK9 INHIBITORS AND CARDIOVASCULAR OUTCOMES 

Evolocumab Alirocumab 

Schwartz GG et al. N Engl J Med 2018;379:2097-107 Sabatine M et al. N Engl J Med 2017;376:1713-22. 

N=27,564 patients with atherosclerosis N=18,924 patients with a recent ACS 

Months Years 

Coronary death, MI, stroke, or UA requiring 

hospitalization 

Composite of CV death, MI, stroke, hospitalization for 

UA, or coronary revascularization 
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LDL-C TREATMENT GOALS ACCORDING TO CV RISK 

2019 ESC/EAS Guidelines for the management of dyslipidaemias 





GLOBAL CHOLESTEROL LEVELS OVER THE PAST 4 DECADES 

Nature 2020 



Int J Cardiol. 2020 May 26:S0167-5273(20)31949-5 

ITALIAN EXPERIENCE: START REGISTRY 

Suboptimal LDL-C Control (N=5053 Patients with ASCVD)  



Fonte: AIFA - “L’uso dei farmaci in Italia. Rapporto Nazionale Anno 2019” 

ADHERENCE TO STATINS OVER TIME 

Adherence to Statins Median Days to Discontinuation 



RESIDUAL RISK DESPITE STATIN THERAPY 



PCSK9 

INHIBITORS IN 

ACS 

LDL-C AND  

CV RISK 

CURRENT 

INDICATIONS 

CONSIDERATIONS 

ON RECENT 

EVIDENCE 





INTERVENTION STRATEGIES ACCORDING TO  
TOTAL CV RISK AND LDL-C LEVELS 

2019 ESC/EAS Guidelines for the management of dyslipidaemias 
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CAD SEVERITY ON CCTA AND BENEFITS FROM LDL-C REDUCTION  

Mortensen et al JACC Img 2020 
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. Ference BA, et al. J Am Coll Cardiol. 2018;72(10):1141-1156. 

 

  

Cumulative LDL-C 

exposure threshold 

LDL-C 

200  mg/dL 

LDL-C 

80 mg/dL 

RELEVANCE OF AN ADEQUATE LDL-C CONTROL OVER TIME 



ODYSSEY OUTCOMES: ALIROCUMAB AFTER ACS 

LDL-C Levels Primary Endpoint 

Coronary death, MI, stroke, or UA requiring 

hospitalization 



PACMAN AMI: ALIROCUMAB IN PATIENTS WITH AMI 

 
Changes in % Atheroma Volume 

Raber L et al. JAMA 2022 

N = 300 

IVUS, OCT, NIRS 



HUYGENS: EVOLOCUMAB IN PATIENTS WITH NSTEMI 

 
Effects on Plaque Phenotype and Burden 

Nicholls S et al. J Am Coll Cardiol Img 2022;15:1308–1321 

N = 164 

OCT 



EPIC STEMI: EARLY ALIROCUMAB IN STEMI IRRESPECTIVE OF LDL-C AT BL 

 
LDL-C Levels During 12 Weeks Follow-up 

Mehta S et al. EuroIntervention 2022 
 

N = 68 



EARLY INITIATION MEDICATION CHECKLIST FOR ACS PATIENTS 

 

Bhatt D et al. EuroIntervention 2022;18:e865-e867 

 



Ray KK et al. European Heart Journal 2022; 43: 830–833 

 IN WHICH PATIENTS SHOULD WE USE PSCK9-INHIBITORS?  

A STEPWISE APPROACH 

 

To be taken into consideration:  

- Burden of atherosclerosis 

- Age 
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