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“ASCVDs are LDL-C related!”



L’ipercolesterolemia è un fattore “causale” di malattia CV

Ference BA, et al. Eur Heart J. 2017
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Acido Bempedoico: 
Inibizione upstream nella cascata biologica della sintesi di colesterolo

Pinkosky S et al. Nat Commun. 2016;7:13457. doi: 10.1038/ncomms1345

Ac. Bempedoico



Acido Bempedoico e Statina: 
“Blocco sequenziale ed azione sinergica”

Increased expression of 
hepatic LDL receptors

NPC1L1

ACL

Acido Bempedoico ed Ezetimibe:
Better together

Maciej Banach, Peter E. Penson, Atherosclerosis, https://doi.org/10.1016/j.atherosclerosis.2021.01.009



Acido Bempedoico: Solido programma di sviluppo





Effect of BA on Time to first and total incidence of 4-component MACE

• All RRR (%) and HRs in publicly available sources have been rounded. HRs and 95% CIs are estimated based on Anderson-Gill model, using 
Cox regression with robust sandwich estimates of standard errors. 4-component MACE, CV death, nonfatal myocardial infarction, nonfatal 
stroke, or coronary revascularisation; BA, bempedoic acid; CI, confidence interval; CV, cardiovascular; HR, hazard ratio; MACE, major 
adverse cardiovascular event; RRR, relative risk reduction

Total Events: 
HR 0.80 (95% CI 0.72–0.89)

First Event:
HR 0.87 (95% CI 0.79–0.96)

Placebo: Total Events

BA: Total Events

BA: First Event

Placebo: First Event



Effect of BA on First and Total CV Events

• All RRR (%) and HRs in publicly available sources have been rounded. HR and 95% CIs are estimated based on Anderson-Gill model, using Cox regression with 
robust sandwich estimates of standard errors. BA, bempedoic acid; CI, confidence interval; CV, cardiovascular; HR, hazard ratio; MI, myocardial infarction; RRR, 
relative risk reduction

First Event, HR (95% CI) Total Events, HR (95% CI)



Risk Differences per 1000 Patients Treated with BA

• BA, bempedoic acid; CV, cardiovascular; MI, myocardial infarction



The LDL-C lowering after 6 months was similar in patients with diabetes, pre-diabetes, and 
normoglycaemia, with 24%, 25%, and 26% reduction, respectively4

Patients with diabetes derived similar reductions in 4-component MACE with BA compared to placebo 
(HR 0.83, 95% CI 0.72, 0.95) as patients with pre-diabetes (HR 0.94, 95% CI 0.81, 1.09) and patients with 
normoglycaemia (HR 0.84, 95% CI 0.63, 1.10) (p-for-interaction non-significant)4

Since the baseline risk is higher in patients with diabetes, the absolute risk reduction with BA was 
higher in patients with diabetes (ARR: 2.4%) compared to patients with pre-diabetes (ARR: 0.6%) and 
normoglycaemia (ARR: 1.9%)4

The CLEAR Outcomes trial included 45.6% of patients with diabetes, 41.5% with pre-diabetes, and 
12.9% with normoglycaemia. In contrast, PCSK9-inhibitor and EZE outcome trials had a lower 
proportion of patients with diabetes (27–29%)1-3

There was no increase in the incidence of new-onset diabetes in patients treated with BA compared to 
placebo after a median follow-up of 40.6 months. The side effects of BA was similar in patients with 
diabetes, pre-diabetes and normoglycaemia4

• All RRR % and HRs in publicly available sources have been rounded. 4-component MACE, CV death, nonfatal myocardial infarction, nonfatal stroke, or coronary 
revascularisation; 3-component MACE, CV death, nonfatal myocardial infarction, or nonfatal stroke. ARR, absolute risk reduction; BA, bempedoic acid; CI, confidence 
interval; CV, cardiovascular; EZE, ezetimibe; HR, hazard ratio; LDL-C, low-density lipoprotein cholesterol; MACE, major cardiovascular event outcome; PCSK9, proprotein
convertase subtilisin/kexin type 9.

• 1. Nissen SE, et al. N Engl J Med. 2023;388(15):1353-1364; 2. Schwartz GG, et al. N Engl J Med 2018; 379:2097-2107; 3. Cannon CP, et al. N Engl J Med 2015; 372:2387-
2397; 4. Ray KK. Presented on 26 August as a late-breaker oral presentation at ESC 2023, Amsterdam, Netherlands.



Ray, KK et al., presented at ESC Congress 2022

Studio SANTORINI – dati al baseline
Nonostante le Linee Guida ESC/EAS siano il riferimento più frequente per la classificazione del 
rischio, i livelli di LDL-C restano più elevati degli obiettivi raccomandati.

LDL-C, mg/dL 93                       108                       89



Studio SANTORINI – dati al baseline
La maggior parte dei pazienti è in terapia con un solo farmaco ipolipemizzante

Ray KK, et al. Lancet Reg. Health Eur. 2023;29:100624. https://doi.org/10.1016/j.lanepe.2023.100624
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• a Median (IQR). Missing risk, n = 6. Percentages may not add up to 100% as they are rounded and there 
were unknown/missing data. Statin includes: high-intensity statins (atorvastatin 40–80 mg or 
rosuvastatin 20–40 mg), moderate-intensity statins (atorvastatin 10–20 mg, rosuvastatin 5–10 mg, 
simvastatin 20–40 mg, pravastatin 40–80 mg, lovastatin 40 mg, fluvastatin XL 80 mg, fluvastatin 40 mg 
BID, or pitavastatin 2–4 mg), and low-intensity statins (simvastatin 10 mg, pravastatin 1–20 mg, 
lovastatin 20 mg, Fluvastatin 20–40 mg, or pitavastatin 1 mg).

https://doi.org/10.1016/j.lanepe.2023.100624


Studio SANTORINI: Raggiungimento del target di LDL-C al baseline

Presented by Ray KK et al, at EAS Congress, May 23, 2023
*This includes bempedoic acid monotherapy. †This includes bempedoic acid fixed dose combination with ezetimibe
LDL-C, low-density lipoprotein cholesterol; LLT, lipid-lowering therapy; PCSK9i, proprotein convertase subtilisin/kexin type 9 inhibitor



Triplice Terapia con Statina + Ezetimibe + Ac. Bempedoico

A chi e quando?



“If patients do not achieve the 2019 
guideline-recommended LDL cholesterol 
goal of >50% reduction and levels <1.4 
mmol/L, a third lipid-lowering therapy, 
such as bempedoic acid or PCSK9 
targeted therapies should be added.”





ASCVD patients1,2

Complete statin intoleranceFamilial hypercholesterolaemia

Check baseline LDL-C level

ASCVD (e.g., ACS, stroke, PAD)

FD
C

 (H
IS

 +
 E

ZE
)

HI
S 

+ 
FD

C 
(B

A 
+ 

EZ
E)

H
IS

 +
 B

A

HI
S 

+ 
EZ

E 
+ 

PC
SK

9i

HI
S 

+ 
FD

C 
(B

A 
+ 

EZ
E)

+ 
PC

SK
9i

FD
C 

(B
A 

+ 
EZ

E)

PC
SK

9i

EZ
E 

+ 
PC

SK
9i

FD
C 

(B
A 

+ 
EZ

E)
+ 

PC
SK

9i

H
IS

FD
C 

(H
IS

 +
 E

ZE
)*

H
IS

 +
 B

A

HI
S 

+ 
FD

C 
(B

A 
+ 

EZ
E)

HI
S 

+ 
EZ

E 
+ 

PC
SK

9i

50%

65%

65–70%

75%
85%

65%
65–70%

75%

85%

>85%

40%

50–60%
70%

80–85%

1. Banach M, et al. Arch Med Sci. 2022;18:1429–1434;
2. Banach M, et al. Prog Cardiovasc Dis. 2023:S0033–0620(23)00026–9



ILEP-Recommended Pathways on the Application of Bempedoic Acid 
in Different Groups of Patients

ASCVD/HeFH patients with 
baseline LDL-C 110–160 mg/dL* 

(2.8–4.1 mmol/L)

Start with upfront combination 
therapy of high intensity statin 

and EZE†

Still >55 mg/dL (1.4 mmol/L)

Start with BA

Still >55 mg/dL (1.4 mmol/L)

Start with PCSK9 targeted 
therapy approach if available

ASCVD/HeFH patients with 
baseline LDL-C >160 mg/dL 

(2.8–4.1 mmol/L)

Start with upfront combination 
therapy of high intensity statin 

and FDC of BA and EZE

Still >55 mg/dL(1.4 mmol/L)

Start with PCSK9 targeted 
therapy approach if available

−65%

−22%

−75%

Very high-risk patients with 
partial statin intolerance

Start with upfront combination 
therapy of maximally tolerated 

statin and EZE†

Still >55 mg/dL (1.4 mmol/L)

Start with BA

Still >55 mg/dL (1.4 mmol/L)

Start with PCSK9 targeted 
therapy approach if available

Very high-risk patients with 
complete statin intolerance

Start with upfront combination 
therapy of BA and EZE

Still >55 mg/dL (1.4 mmol/L)

Start with PCSK9 targeted 
therapy approach if available

−45%

−22%

−40%

Banach M, et al. Prog Cardiovasc Dis. 2023:S0033–0620(23)00026–9



Di Fusco S.A et al, G Ital Cardiol 2023;24(6):490-498

L’acido bempedoico, da solo o in combinazione 
fissa con l’ezetimibe, per il rapporto 
costo/efficacia più favorevole rispetto agli 
agenti anti-PCSK9, rappresenta un’opzione 
terapeutica particolarmente utile nei pazienti 
che non riescono a raggiungere il target 
terapeutico con il trattamento statinico
alla massima dose tollerata.



Di Fusco S.A et al, G Ital Cardiol 2023;24(6):490-498

Algoritmo per il potenziale impiego dell’acido bempedoico nel 
contesto delle attuali indicazioni regolatorie dell’Agenzia Italiana del 
Farmaco (AIFA)20 relative alla prescrivibilità e rimborsabilità degli 
inibitori della proproteina della convertasi subtilisina/kexina di tipo 9 
(PCSK9-i) e dell’acido bempedoico.





CONFRONTO COSTO ANNUO TERAPIE IPOLIPEMIZZANTI



Take home message

LOWER
ERLIER

LONGER
Cimmino G.

Acido Bempedoico in LLT: terapia efficace e sostenibile




