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Lipid Lowering combination therapy

STATINS

Ezetimibe
(first-line combination
with statins)

Bempedoic acid r
\

PCSK9 mAbs
(alirocumab, evolocumab)

Fenofibrate/Icosapent ethyl
(hypertriglyceridemia)

Inclisiran

Recommended association (first/second line) with consolidated evidence (LDL-C lowering
and cardiovascular risk reduction) [the thicker the line, the stronger the evidence]

Possible association (mechanistic plausibility or preliminary evidence limited to LDL-C
reduction)

No mechanistic plausibility of additional LDL-C lowering and cardiovascular risk reduction

« C-LDL, low-density lipoprotein cholesterol. PCSK9I, proprotein convertase subfilisin/kexin type 9 inhibitor. mAbs, monoclonal anfibodies.
 Raschi ef al, Pharmacol Ther. 2023 Oct:250:10850/. doi: 10.1016/].pharmthera.2023.10850/.

 Beyond statins: New pharmacological targets to decrease LDL-cholesterol and cardiovascular events — ScienceDirect




Unmet Needs in Hypercholesterolemia and Dyslipidemia Management
Most High- and Very High-Risk Patients Do Not Achieve LDL-C Goal

0%

ASCVD FH ASCVD High and very Statin- Statiin- FH LLT- High & ACS
patients patients patients high CV risk treated treated patients treated very high patients
patients patients patients patients CV risk
patients

> 100% N=91,479 N=4,132 N=5,888 N=9,606 N=165,411 N=57,885 N=1,932 N=1,244 N=42,767 N=2,023
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THIN UK SAFEHEART DA VINCI SANTORINI CPRD UK DYSIS Diabetes Israel Central & Eastern Cegedim SPUM-ACS
NICE 2014 Spain Europe Europe 2016 NICE 30 countries Regional Europe Germany Switzerland
18 countries 14 countries 2011 ESC/EAS 7/ countries 2011 ESC/EAS 2016 ESC/EAS
2019 ESC/EAS | 2019 ESC/EAS 2016 ESC/EAS

ACS, acute coronary syndrome; ASCVD, atherosclerotic
cardiovascular disease; CV, cardiovascular; FH, familial
hypercholesterolaemia; LDL-C, low-density lipoprotein cholesterol,
LLT, lipid-lowering therapy

1. Steen DL, et al. BMJ Open. 2017;7:€013255. 2. de Isla LP, et al. JACC. 2016;67:1278-1285. 3. Ray KK, et al. Eur
J Prev Cardiol. 2021;28:1279-1289. 4. Ray KK, et al. ESC congress 2021; poster 80441. 5. Akyea RK, et al. Heart.
2019:0:1—7. 6. Gitt AK, et al. Atherosclerosis. 2016;255:200-209. 7. Zafrir B, et al. Eur J Prev Cardiol. 2017;24:867—
875. 8. Petrov |, et al. Adv Ther. 2019:36:608-20. 9. Marz W, et al. Atherosclerosis. 2018:268:99-107. 10. Gencer B,
et al. J Am Heart Assoc. 2017;6:e006537. 11. Mach F, et al. Eur Heart J. 2019;41(1):111-188



BRING-UP Prevention

Studio osservazionale multicentrico prospettico condotto in 189 centri italiani che hanno incluso 4790 pazienti. Il 98% aveva
CAD, il 6,1% CVD e il 6,9% PAD.4 Eta media 67 *11 anni, 20% donne.

Risultati

mBasale m®mrollow-up 6 mesi
100% -

+76.0% relativo
80% 4 +25.1% assoluto

60% - | 58.1% | 17.8%

22.0%

4000 en

24.1%

20.5%
20% -
13.0% 12.1% 12.4%
0% 1 T T 1
<55 mg/d| 09-7/0 mg/di 71-100 mg/d| 101-130 mg/di >130 mg/d|

Figura 2. Livelli di colesterolo LDL al basale e al follow-up a 6 mesi: valutazione nei 4334 pazienti con dati
sull’assetto lipidico disponibili al basale e al follow-up.

A 6 mesi, era stato ipotizzato un
aumento relativo del 50% dei
pazienti che avevano raggiunto
I'obiettivo: tale obiettivo e stato
raggiunto. Infatti, i risultati dei primi 6
mesi di follow-up dello studio BRING-
UP Prevention hanno mosirato un
aumento della percentuale di
pazienti che hanno raggiunto
I'obiettivo di colesterolo LDL, che e
passato dal 33% al 58,1% (Figura 2),
con un aumento assoluto del 25% e
un aumento relativo del 76%.

Colivicchi et al. G Ital Cardiol 2025;26



BIRING-UI°
PREVENZIONE

BRING-UP Prevention

Studio osservazionale multicentrico prospettico condotto in 189 centri italiani

Uso di terapie non statiniche
dal basale al follow-up a 6 mesi

Tabella 1. Tasso di prescrizione dei farmaci non statinici: valutazione nei 4504 pazienti con dati sui trattamenti disponibili al basale e al follow-up. |

Farmaco Basale Follow-up a 6 mesi
Pre-visita Post-visita
Almeno un altro ipolipemizzante associato o meno a statina 3569 (79.2%) 3630 (80.6%) 3886 (86.3%)
Ezetimibe 3478 (77.2%) 3537 (78.5%) 3782 (84.0%)
Fibrati 33(0.7%) 28 (0.6%) 32 (0.7%)
Evolocumab 141 (3.1%) 129 (2.9%) 159 (3.5%)
Alirocumab 157 (3.5%) 155 (3.4%) 187 (4.2%)
Inclisiran 68 (1.5%) 82 (1.8%) 104 (2.3%)
Acido bempedoico 194 (4.3%) 231 (5.1%) 390 (8.7%)

Colivicchi et al. G Ital Cardiol 2025;26



Uso di acido bempedoico

Al follow-up a 6 mesi € stato osservato un aumento della percentuale di prescrizione di
acido bempedoico che potrebbe essere almeno In parte spiegato da una maggior
confidenza dei clinici nell’iniziare questo farmaco, la cui autorizzazione e relativamente
recente. E stato sottolineato che I'acido bempedoico & un farmaco a relativo basso costo e
con un profilo di tollerabilita estremamente favorevole che potrebbe essere utilizzato nei

pazienti non molto lontani dal target con i farmaci convenzionali

Colivicchi et al. G Ital Cardiol 2025;26



Reduction, how to aichieve it and association with outcomes

All-cause Myocardial
200 mortality infarction
non-HDL-C change gl
150 - B |nhcrease or no reduction
>0 = <46 % reduction
100 - B >46 7% reduction

N L e
1 1 1

Percent change in non—HDL-C (%)

Event rate by 100 person—years

0 10000 20,000 30,000 40.000 50.000

Number of patients
----- S non-HDL-C change

B |hcrease or no reduction
BN >() - <46 % reduction

B >46 % reduction

The current step-wise lipid lowering strategy might lead to delayed target
achievement and risk of harm



Mechanism of Action of Bempedoic Acid

» Activated primarily in the

the ACL enzyme in the
cholesterol synthesis
pathway, upstream of the
statin target

» Upregulation of the LDL
receptor results in an
increased uptake and
removal of LDL particles by
the liver

ACSVL1= Acyl-CoA sythetase
ACL= ATP citrate lyase

liver, bempedoic acid inhibits = T

. e

Increased LDL particle
clearance results in
" reduced plasma LDL

£z o Activation by cholesterol

ACSVL1

S . '.-

Inibition of ACL™
© educesintracellular. ALIEENCF
cholesterolsynthesis® @2 zwss

‘»
£

-

“Décreasedintracellular
© cholesterol leads to
Mevalon upregulation of LDL
Key ' receptor
HMG-CoA = 3-hydroxy-3-methylglutaryl-CoA

ATP = Adenosine triphosphate
LDL = Low density lipoprotein Hepatocyte

Adapted from Pinkosky SL, Newton RS, Day EA, et al. Liver-specific AT P-citrate lyase inhibition by bempedoic acid decreases LDL-C and attenuates atherosclerosis. Nat Commun. 2016;7:13457.

Adapted from Pinkosky S, Nature Communications 2016



Mechanism of Action: Bempedoic Acid and
Bempedoic Acid/Ezetimibe FDC

Bempedoic acid Ezetimibe
Inhibition of Inhibition of
cholesterol uptake of

synthesis dietary
via ACL cholesterol

Reducing levels of
circulating LDL-C

I

Increased expression

of hepatic LDL
receptors

ACL, adenosine triphosphate citrate lyase; FDC, fixed-dose combination; LDL-C, low-density lipoprotein cholesterol.
Ballantyne CM, et al. Eur J Prev Cardiol. 2020 Apr;27(6):593-603.
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Bempedoic acid impact on lipid control

Acido bempedoico 180 mg Acido bempedoico 180 mg Acido bempedoico 180 mg Acido bempedoicol80 mg
on top a statina ad on top a statina a bassa in combinazione a dose in triplice associazione
intensita moderata e alta intensita o nessuna statina fissa con ezetimibe 10 mg con ezetimibe 10 mg e

(X ezetimibe) (X statine) atorvastatina 20 mg

-17.8*
CLEAR Harmony® -24.5"
CLEAR Wisdom!!
CLEAR Serenity'°
CLEAR Tranquility®
-38
Studio FDC®

-60.5
Studio triplice terapia’

G Ital Cardiol 2021:22(4 Suppl. 1):4S | doi 10.1714/3582.35669



Bempedoic Acid and Cardiovascular Outcomes:
CLEAR Outcomes Study

Bempedoic Acid Placebo

Characteristic (N=6992) (N=6978)
Age

Mean — yr 65.5+9.0 65.5+8.9
Female sex — no. (%) 3361 (48.1) 3379 (48.4)
Body-mass indext 29.945.2 30.0+5.2
LDL cholesterol

Mean value — mg/dl 139.0+34.9 139.0+35.2

Primary prevention 2100 (30.0) 2106 (30.2

Secondary prevention
Coronary artery disease
Peripheral arterial disease
Cerebrovascular atherosclerotic disease
Glycemic status — no. (%)
DiabetesS
Inadequately controlled diabetesf
Statin use — no. (%)
Ezetimibe use — no. (%)

4892 (70.0)
3574 (51.1)
794 (11.4)
1027 (14.7)

3144 (45.
1356 (19.

1601 (22.
803 (11.

0)

4)
9)
)

5

)
4872 (69.8)
3536 (50.7)
830 (11.9)
1040 (14.9)

3229 (46.3)
1369 (19.6)
1573 (22.5)
809 (11.6)

Nissen S E et al N Engl J Med 2023; DOI: 10.1056/NEJMo0a2215024



Cumulative Incidence

Bempedoic Acid Significantly Reduced CV Events in
CLEAR Outcomes

Four-Component MACE (Primary End Point) -13% Three-Component MACE -15%

20 .
Hazard ratio, 0.87 (95% CI, 0.79-0.96) Hazard ratio, 0.85 (95% Cl, 0.76—-0.96)

15 Placebo

~~~" Bempedoic acid

No. at Risk >
Placebo 6978
Bempedoic 6992

6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60

Months since Randomization

Four-component composite of major adverse cardiovascular events (MACE), defined as death Three-component MACE, defined as death from cardiovascular causes, non fatal
from cardiovascular causes, non fatal myocardial infarction, nonfatal stroke, or coronary myocardial infarction, or non fatal stroke (the first key secondary end point).
revasculanzation.

Nissen S E et al N Engl J Med 2023; DOI: 10.1056/NEJMo0a2215024



CLEAR Outcomes Provided Evidence for CV Risk Reduction

= OLSER
50% ASCOT-LLA N—
‘ B Statin study
WOSCOPS
_ 40% B PCSKO9i study
- . | CARDS -
O W " Ezetimibe study
5L 30% AFCAP/TexCAPS . .
O o | HPS Bempedoic Acid
© O <= Post CABG
S = 20% HPS =gl vipip— CARE SPIRE-2 >Tudy
> l J FOURIER
S o " PROSPER
8 E 100/0 GISSI Prevenzione | ‘OMmes ALERT
- +ALLHAT
0% IMPROVE-IT SPIRE-1
| o
10% 0.5 1.0 1.5 2.0
- 0

Reduction in LDL-C (mmol/L)

CV, cardiovascular; LDL-C, low-density lipoprotein cholesterol; MACE, major adverse

cardiovascular event; PCSK9I, proprotein convertase subtilisin/kexin type 9 inhibitor; SE,
standard error 1. Waters and Hsue. Circ Res. 2017;120(10):1537-1539;2. Nissen SE, et al. N Engl J Med. 2023; 388:1353—-1364.



New Recommendations
Bempedoic Acid now in 2025 Focused Update of the 2019 ESC/EAS Guidelines

. Clas Leve
Recommendations < |

Recommendations for pharmacological low-density lipoprotein cholesterol lowering

Non-stafin therapies with proven cardiovascular benefit*, taken alone or In
combination, are recommended for patients who are unable to fake statin |
therapy to lower LDL-C levels and reduce the risk of CV events. The choice ‘
should be based on the magnitude of additional LDL-C lowering needed.

Bempedolc acid Isrecommended In patients who are unable 1o take statin |
therapy to achieve the LDL-C godl.

The addition of bempedoic acid to the maximally folerated dose of statin
with or without ezetimibe should be considered in patients at high or very la C

high risk In order fo achieve the LDL-C godl.

CV, cardiovascular; LDL-C, low-density lipoprotein cholesterol; PCSK9, proprotein convertase subtilisin/kexin type 9.
This table complements the table of recommendations for pharmacological low-density lipoprotein cholesterol lowering in the 2019 ESC/EAS Guidelines and does not replace it.

*Ezetimibe, PCSK9 monoclonal antibodies, bempedoic acid. Modified from Mach F, et al. Eur Heart J. 2025;00:1-20.



New Recommendations

Recommendations Class Level

Recommendations for lipid-lowering therapy in patients with acute coronary syndromes

Intensification of lipid-lowering therapy during the index ACS hospitalization is
recommended for patients who were on any lipid-lowering therapy before admission in |
order to further lower LDL-C levels.

Initiating combination therapy with high-intensity statin plus ezetimibe during index
hospitalization for ACS should be considered in patients who were treatment-naive and lla
are not expected to achieve the LDL-C goal with statin therapy alone.

LDL-C, low-density lipoprotein cholesterol; ACS, Acute Cardiovascular Syndrome
ESC, European Society of Cardiology; CV, Cardiovascular

2025 Focused Update of the 2019 ESC/EAS Guidelines for the management of dyslipidaemias
(European Heart Journal; doi: 10.1093/eurheartj/ehaf190)



2025 Focused Update of the 2019 ESC/EAS Guidelines
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EZE, Ezetimibe; BA, Bempedoic Acid; PCSK9? mAB, Proprotein Convertase Subtilisin/Kexin type 9 Monoclonal Anti
Body; LDL-C, low-density lipoprotein cholesterol
ESC, European Society of Cardiology; EAS, European Society of Lipidology

Average reduction in LDL-C levels with different pharmacological therapies
with proven CV benefits

As a general concept, this Task Force
recommends to add non-statin therapies
with proven cardiovascular benefit such
as ezetimibe, a PCSK9 mAb, or
bempedoic acid, taken alone or In
combination, to lower LDL-C if the LDL-C
goals are not achieved with the maximum
tolerated dose of a statin

The choice should be based on the
magnitude of additional LDL-C lowering
needed, patient preference, treatment
availability, and cost.

As outlined in the 2019 ESC/EAS
Guidelines, LDL-C levels should be
measured 4 to 6 weeks after initiation or
Intensification of lipid-lowering therapy.

Mach F, et al. Eur Heart J. 2025;00:1-20..



STUDIO OSSERVAZIONALE

Clear Pathway: ruolo dell'acido bempedoico
nelle strategie ipolipemizzanti. Il parere dei cardiologi

del Piemonte e della Valle d’Aosta

Federico Nardi', Giuseppe Patti?, Giorgio Quadri?, Luigi Pollarolo’, Gianluca Alunni?, Monica Andriani?,
Andrea Angelini®, Marzia Bertolazzi®, Giacomo Boccuzzi’, Michele Capriolo®, Alessandra Chinaglia®,

Michele De Benedictis'®, Ovidio De Filippo®, Pierfranco Dellavesa'!, Fabrizio Delnevo?, Sara Ferrillo’,

Massimo Giammaria'?, Antonio Lanfranchi'!, Piergiuseppe Greco Lucchina'?, Stefano Maffé?,
Marco Pavani'l, Elisa Pelloni'4, Davide Presutti’®>, Maria Elena Rovere'®, Paolo Scacciatella'’,

Gaetano Senatore?®, Erika Taravelli'®, Orazio Viola'®, Greca Zanda?’, Maurizio D’Amico?’,

Gaetano Maria De Ferrari*, Antonio Della Valle??, Mauro Feola??, Walter Grosso Marra'>,
Alessandro Lupi?®, Claudio Moretti'®, Gianfranco Pistis*>, Francesco Rametta®, Andrea Rognoni?,

Roberta Rossini'®, Marco Scaglione®, Ferdinando Varbella?®, Giuseppe Musumeci?

'S.C. Cardiologia, Ospedale Santo Spirito, Casale Monferrato (AL)
28.C.D.U. Cardiologia, Ospedale Maggiore della Carita, Novara
*S.C. Cardiologia, Ospedale Umberto I, Torino
!S.C. Cardiologia, Ospedale Molinette, Torino
°S.C. Cardiologia, Ospedale Cardinal Massaia, Asti
°S.C. Cardiologia, Ospedale S’Andrea, Vercelli
’S.C. Cardiologia, Ospedale San Giovanni Bosco, Torino
*S.C. Cardiologia, Ospedale di Cirié (TO)

’S.C. a Direzione Ospedaliera S.C.D.O., AOU San Luigi Gonzaga, Orbassano (TO)
1%8.C. Cardiologia Savigliano, Ospedale S.S. Annunziata, Savigliano (CN)
"18.C. Cardiologia, Ospedale SS. Trinita, Borgomanero (NO)

2§.C. Cardiologia, Ospedale Maria Vittoria, Torino
*8.S. Cardiologia Interventistica, Ospedale Santa Croce, Moncalieri (TO)
14§.C. Cardiologia, Ospedale Umberto Parini, Aosta
**§.C. Cardiologia, Ospedale Civile, Ivrea (TO)
®S.C. Cardiologia, Ospedale San Giacomo, Novi Ligure (AL)

'”§.C. Cardiologia, Ospedale Civile, Chivasso (TO)
'8§.C. Cardiologia, Ospedale Santa Croce e Carle, Cuneo

S.C. Cardiologia UTIC, Ospedale degli Infermi, Biella
%8.C. Cardiologia, Ospedale degli Infermi, Rivoli (TO)
218.C. Cardiologia, Ospedale Santa Croce, Moncalieri (TO)

*?§.0.C. Cardiologia, Ospedale Michele e Pietro Ferrero, Verduno (CN)
#8.C. Cardiologia-UTIC, Ospedale Regina Montis Regalis, Mondovi (CN)
#8.0.C. Cardiologia, Ospedale Castelli, Verbania
#8.C. Cardiologia, Ospedale S.S. Antonio e Biagio e Cesare Arrigo, Alessandria

G Ital Cardiol 2025:26

INTRODUZIONE

GRAPHICAL ABSTRACT

CLEAR PATHWAY:
Terapia ipocolesterolemizzante integrata

F N
B \J
»

Miglioramento
dell’aderenza

Metodologia Wm Miglioramento dei
Minidelphi - risultati clinici

Clear Pathway: ruolo dell’acido bempedoico nelle strategie ipolipemizzanti.

LDL, lipoproteine a bassa densita.
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DISTANZA DAL TARGET

La distanza dal target LDL deve essere 1l criterio primario per stabilire la
combinazione terapeutica piu indicata per 1l raggiungimento del target LDL

Stesso

Nel paziente post-SCA non 1n trattamento con terapia ipolipemizzante € con
livelli di colesterolo LDL inferior1 a 140 mg/dl, potrebbe essere opportuno
avviare precocemente con un percorso fast-track una terapia orale combinata
composta da statina alta intensita, ezetimibe e acido bempedoico

Nel paziente post-SCA non 1n trattamento con terapia ipolipemizzante € con
livelll di colesterolo LDL inferior1 a 140 mg/dl senza fattor1 di rischio
aggiuntivo (malattia multivaso, diabete mellito € PAD), potrebbe essere
opportuno avviare precocemente con un percorso fast-track una terapia orale
combinata composta da statina alta intensita, ezetimibe e acido bempedoico
[ pazient1 post-SCA con una distanza significativa dal target LDL (ad
esempio, colesterolo LDL > 140 mg/dl) sono candidati prioritari per una
terapia di combinazione con statina, ezetimibe ¢ PCSK9-I, tramite un
ercorso fast-track

[ pazienti a rischio proibitivo non a target con statine, ezetimibe ed PCSK9-I
potrebbero essere candidati ad una terapia di combinazione con statina,
ezetimibe, PCSK9-I ed acido bempedoico

4.5

3.7

4.6

4.9

4.9



DISTANZA DAL TARGET

Statement Media voto

La distanza dal target LDL deve essere 1l criterio primario per stabilire la 4.5
combinazione terapeutica piu indicata per 1l raggiungimento del target LDL

stesso

7 | Nel paziente post-SCA non 1n trattamento con terapia ipolipemizzante € con 3.7
livelli di colesterolo LDL inferior1 a 140 mg/dl, potrebbe essere opportuno

avviare precocemente con un percorso fast-track una terapia orale combinata

7 rif | Nel paziente post-SCA non 1n trattamento con terapia ipolipemizzante € con
livelll di colesterolo LDL inferior1 a 140 mg/dl senza fattor1 di rischio

aggiuntivo (malattia multivaso, diabete mellito € PAD), potrebbe essere

opportuno avviare precocemente con un percorso fast-track una terapia orale
combinata composta da statina alta intensita, ezetimibe e acido bempedoico

paZicnil posSt- A COIN una daistanza signiiicadtiva dal 1arge 4 acC

esempio, colesterolo LDL > 140 mg/dl) sono candidati prioritari per una
terapia di combinazione con statina, ezetimibe ¢ PCSK9-I, tramite un

vercorso fast-track

[ pazienti a rischio proibitivo non a target con statine, ezetimibe ed PCSK9-I 4.9
potrebbero essere candidati ad una terapia di combinazione con statina,

ezetimibe, PCSK9-1 ed acido bempedoico
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STEP-RCV: Treatment algorithms for patients at high (A), very high

(B), and exireme (C) cardiovascular risk

C-LDL < 70 mg/d|
+ 4 50% dal basale

Rischio cardiovascolare

alto

Distanza da obiettivo C-LDL Distanza da obiettivo C-LDL
<50% >50%

- Modifiche dello stile di vita - Modifiche dello stile di vita

. Statina alla massima dose tollerata | - Statina alla massima dose tolleratz
+ ezetimibe* + ezetimibe*

+ acido bempedoico? + acido bempedoico?

Vlancato raggiungimento
dell’obiettivo C-LDL

Statina alla massima dose tollerata
+ ezetimibe®

+ acido bempedoico®
A + PCSK9i*®

C-LDL <55 mg/dl
+ 3 50% dal basale

Rischio cardiovascolare

molto alto

- Modifiche dello stile di vita
. Statina alla massima dose tollerata
+ ezetimibe®

+ acido bempedoico?

Vlancato raggiungimento
dell’obiettivo C-LDL

Statina alla massima dose tollerata
+ ezetimibe*

+ acido bempedoico®
+ PCSK9i?

*Preferire le formulazioni con combinazioni a dose fissa di ezetimibe con statina o acido bempedoico.
8La prescrizione deve rispettare le indicazioni di rimborsabilita dell’ente regolatorio nazionale, ’Agenzia Italiana del Farmaco.

C-LDL <40 mg/dl

Rischio cardiovascolare
+ ¥4 50% dal basale

estremo

C-LDL €160 mg/d! C-LDL >160 mg/d|

- Modifiche dello stile di vita

- Statina ad alta intensita

- Modifiche dello stile di vita
- Statina ad alta intensita
+ ezetimibe* + ezetimibe*
+ acido bempedoico®

+ PCSK9i*®

+ acido bempedoico?

Mancato raggiungimento
dell’'obiettivo C-LDL

Statina ad alta intensita

+ ezetimibe*

+ acido bempedoico$
+ PCSK9i®

Colivicchi F.et al, G Ital Cardiol 2024;25(5):1-9



ESC Working Group on Cardiovascular Pharmacotherapy
Integration of combination therapy into the dyslipidemia tfreatment algorithm

Decide initial strategy Very high CV risk
«For patients with baseline LDL-C >160
| | . ! . . . mg/dL, upfront triple combination with a
- LowCVrisk | Moderate CV risk. ~ High CVrisk Very high CV risk statin, ezetimibe and bempedoic acid may
s Treatment goal for LDR-C be considered, with the addition of PCSK9-
<3.0 mmol/L <2.6 mmol/L <1.8 mmol/L (70 mg/dL) + <1.4 mmol/L (55 mg/dL) + targeted therapy in patients who do not
| (116 mg/dL) (100 mg/dL) 250% reduction from baseline 250% reduction from baseline reach their LDL-C goal.»
Statin* - Statin _ Statin |* |EZE ‘Statin |+| EZE | [+ BAS . .
(if drug therapy | | High CV risk
b IS indicated) ’ LDL-C 903| LDL-C goal
| reached?t reached?t «The use of a moderate- to high-intensity
| statin in combination with ezetimibe is
L < recommended as the first line of therapy.
_ ? The subsequent addition of bempedoic acid
S .
2 Followsup TN Follow-up l e l may be considered for those who do not
e £ annually | annually ) W reach the LDL-C levels <70 mg/dL.»
£ or more ormore | 4+ BA + PCSK9-targeted
D S5 LDL-C goal .
frequentl frequently
= = findicated reached?t if indicated LDL-C goal EEHIGTapY:
2 0 v ? reached?T LDL-C goal
® L reached?T Triple combination
m ? | _a «A triple combination of maximally
! | i , Follow-up tolerated statin, ezetimibe and bempedoic
+ PCSK9-targeted +PCoK9-targeted| annually . | S
b : therapy or more m acid may be considered as a first-line
; 2y ' ) | DL-C goal J f"%%lilggt% if strategy in patients with very high CV risk,
‘aachad?t and it is recommended in patients with
_ & partial statin intolerance with high and very

m > Ref;rral hlgh CV risk.

*maximally tolerated statin. tmonitor LDL-C at 8 + 4 weeks (first assessment at 4—6 weeks if recent ACS). §PCSK9-targeted therapy may be considered depending on local restrictions. §triple-combination therapy may be considered in special

«~ysituations.
%; &@ ,@@% LANMG& BA, bempedoic acid; CV, cardiovascular; EZE, ezetimibe; LDL-C, low-density lipoprotein cholesterol; PCSK9, proprotein convertase subtilisin/kexin type 9.
é‘%“"mwﬁ&@ - . -
T e e Parhofer KG e al. Eur Heart J Cardiovasc Pharmacother 2025, https://doi.org/10.1093/ehjcvp/pvaf007




risk-based LDL-C goals.

Step 1: Assess cardiovascular risk (event rate) to guide LDL-C goal and LLT approach proactively based on distance from goal

——

P

High Very High Extreme
<1.8mmol/L <1.4mmol/L <1.0mmol/L

Risk Low Moderate
LDL-C goal <3mmol/L <2.6mmol/L
Step 2: Reach risk-based LDL-C goals within 4-6 weeks with fewest steps Early combination therapy as first line for all
Initiate TX|| guided by distance from goal and prior history of statin intolerance to reach LDL-C goals within 4-6 weeks
1. LDL-C <4.2: 1. LDL-C <5.2: . LLT-naive & LDL-C <3.6: . LLT-naive: - start Likely already on LLT
'—) start modt?rate- ->» start Hl-statin -» start Hl-statin combit?ation with 1. Start triple oral therapy
What LLT intensity statin 2. LDL-C 25.2: . LLT-naive & LDL-C 23.6: HE-Statin + Lex or oral therapy
regimen to || 2- LDL-C 24.2 to <6: -> start Hi-statins + EZE -> start Hl-statin + EZE . If ACS and on LLT: + injectable
implement - start Hi-statin 3. Statin-intolerant: . Statin-intolerant: > start triple orafl 2. Statin-intolerant:
3. LDL-C 26: - start BA + EZE - start BA + EZE "“’-I’apy °’F?m:’";f e -> start BA + EZE
y . " oral + one injeciapie .t
->» start Hl-statins irrespective of LDL-C . Heterozygous FH: ol + injectable
FEaE -> start Hi-statin + EZE ' i;at't""t"g:eraé;té
4. Statin-intolerant: 5% , MR BvNe
> BA + EZE . HeFH & statin-intolerant: + injectable

->» start BA + EZE
+ injectable

. Heterozygous FH:
-» start Hl-statin + EZE+
injectable

Step 3: Recheck LDL-C after 4-6 weeks:

® |f risk-based LDL-C goals achieved = continue

® |f LDL-C goals not achieved add in additional LLT based upon distance from goal and availability.
Recheck LDL-C in 4-6 weeks after adjunctive therapy added

Step 4: Risk based LDL-C goal for all achieved within 3 months = Annual review ensures adherence and persistence

In patients with very high and extreme risk start with a triple oral therapy or oral therapy plus injectable

Approach for lipid-lowering freatment to achieve

Ray et al Atherosclerosis 413 (2026) 120636



Immediate Use of Oral Triple-Combination Therapy in Patients with ACS

To examine if LDL-C would be rapidly and
safely reduced in patients with ACS, oral
triple-combination therapy with rosuvastatin
40 mg, ezetimibe 10 mg and bempedoic acid

180 mg was evaluated in 122 Indian patients
with ACS (after PCI) over 6 weeks

Oral triple-combination therapy showed a
57.7%, 61.7%, 61.9% and 60.6% reduction in
LDL-C from baseline observed at 1, 2, 4 and
6 weeks, respectively (p<0.001). The
proportion of patients achieving LDL-C <55
mg/dL at 4 weeks after treatment initiation
was >75%

LDL-C lowering with oral triple-combination
therapy was comparable to the reported
efficacy of high-intensity statins in
combination with PCSK?9i,1?2 and it was well
tolerated generally

Provided Significant and Sustained Reduction in LDL-C

Reduction in LDL-C concentration and LDL-C goal attainment
following oral triple-combination therapy?

Baseline 1 week 2 weeks 4 weeks 6 weeks

Parameter (n=122)

LDL-C (mg/dL),

mean + SD 45.6 £ 16.5

115.6 +35.5 48.9+18.2° 443+17.17 44.11+16.6

Percentage (%)

reduction in LDL-C ] 277 6l.7 61.9 60.6

Proportion (%) of
patients with LDL-C
<55 mg/dL?

(ESC goal)*

Proportion (%) of
patients with LDL-C
</0 mg/dL (ACC

B oo g e

2.4 J 2.5 /9.6 78,5 73.5

8.2 70.3 2.2 92.6 86.6

Proportion (%) of
patients with ApoB 13.1 - - 73.9% -

<63 ma/al AL e I
p<0.00t compared to baseline. TACC goal as per 2022 expert consensus for very high-risk patients.
tApo-B measurement at 4 weeks was repeated in 87 patients only

ACC, American College of Cardiology; ACS, acute coronary syndrome; ApoB, apolipoprotein B; ESC, European Society of Cardiology; HDL-C, high-
density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; PCI, percutaneous coronary intervention; PCSK9i, proprotein convertase

subtilisin/kexin type-9 inhibitor

. Koskinas KC, et al. J Am Coll Cardiol. 2019;74(20):2452-62; 2. Leucker TM, et al. Circulation. 2020;142(4):419-1; 3. Mahajan K, et al. J Clin Lipidol.
QG%E\JJ@ TANMEC (D867-E872) 4. Mach F, et al. Eur Heart J. 2020;41(1):111-88; 5. Jones JE, et al. J Clin Med. 2023;12(23):7432
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LDL-cholesterol goal attainment with ezetimibe and bempedoic acid in patients at high and
very-high cardiovascular risk: A simulation study in the ltalian cohort of the SANTORINI study

Simulation Results Very high-risk patients (N=1234)

o P IS IS I B O B D B D B D B B B G B S B B e [y e on s 7% F ~ 1 i ~ ¥+ A ‘5 - r ---------------------- = .
i perore simuiation | After simulation
] r— !
: j : i
I | : I
I @ I I
@ - i < 3% mg/dL ; é I < 55 mg/dL I
& ‘ < 70 ma/dL | 4 ! <7 I
& , mg = i O mg/dL :
~— | .
= < 100 mg/dL ‘ _6; 10~ i < 100 mg/dL i
g’ < 130 mg/dL \ gﬁ : < 130 mg/dL :
]
© Y >= 130 mo/dL J © : B >= 120 mg/dL !
o8- | ] 7
Q = =g l
5 -+ ezetimibe , :
‘8 N . W ey — SN y i | - + l I
™~ A )/ . 71 Vo ooa ) ,g:r.-i’:.‘
® - bempedoic acid : :
'/ -
S |
c w = b [
@ ; @ i i
© ! O
@ | @ } I
. [
. | i i
0- i I I
|| _ 0- I | T T e —— — —
« 7ol - '
26% 495 78% 90% P—— I
| . S57% 7391___&“_
5570 100 130 LDL-C [mg/dL] 5570 100 130 LDL-C [mg/dL]

1) LDL-C goal attainment can be substantially increased with triple LLT therapy (statin, ezetimibe, bempedoic acid).

2) With these oral therapies, the number of patients requiring PCSK9i1 therapy to achieve the LDL-C goals
would have been halved.

CV: cardiovascular; LDL-C: low-density lipoprotein cholesterol; LLT: lipid-lowering therapy; Arca M et al. Eur Atherosclerosis Journal 2024:3:57-66
PCSK9: Proprotein Convertase Subtilisin/Kexin type 9



LDL-C goal attainment by CV risk (N=855)°

* QOver an 8-week follow-up period following

o , Pre-treatment® . 8-week follow-up
the initiation of BA or BA+EZE treatment, with

or without background LMTs (n=627), LDL-C 100 +30.1% +47.3% +21.1% +29.4%
levels were reduced from 2.8 mmol/L N
(108.5 mg/dL) prior to BA/BA+EZE v 80 67.6
treatment initiation to 2.0 mmol/L (78.4 E)
mg/dL) at the interim 8-week timepoint g 60
- 37.2
° 40 28.6 32.1
* Overall, the proportion of patients achieving ;CE’ Rl
LDL-C goals increased by over 5-fold, from 2 20 7.1 l 7.5
7.2% (45/627) prior to BA/BA+EZE treatment & 1 | mfm I o
Initiation to 37.6% (236/627) at 8W Overall Low/moderate High Very high
(N=855) CV risk CV risk CV risk
(N=148) (N=255) (N=452)

Error bars are 95% Cls calculated using the Clopper-Pearson method. ePatients with LDL-C data at both timepoints. Targeted
LDL-C goal attainment was assessed based on the recommendations outflined in the 2019 ESC/EAS guidelines and CV risk
assessed by investigator at baseline. PMost-recent LDL-C value in £1 year before initiation of BA or BA+EZE FDC

BA, bempedoic acid; Cl, confidence interval, CV, cardiovascular; EZE, ezetimibe; FDC, fixed-dose combination; LDL-C, low-
density lipoprotein cholesterol. NCT04579367. Available at https://clinicaltrials.gov/study/NCT04579367.

Poster ID SaaG099 : presented at the European Atherosclerosis Society (EAS) Congress, 4—7 May 2025



Conclusions (1)

» Combination therapy are the first choice to reduce LDL-C if the LDL-C goals are not

achieved with the maximum tolerated dose of a statin’

» The choice should be based on the magnitude of additional LDL-C lowering

needed, patient preference, treatment availability, and cost’

 Bempedoic acid I1s an add-on therapy to reach LDL-C goal and reduces

cardiovascular risk, as demostrated in CLEAR Outcomes study?

1. MachF. et al, European Heart Journal (2025) 00, 1-20
2. Nissen SE et al N EnglJ Med 2023; DOI: 10.1056/NEJM0a2215024

3. Parhofer KG e al. Eur Heart J Cardiovasc Pharmacother 2025, https://doi.org/10.1093/ehjcvp/pvaf007




Conclusions (2)

» Atriple combination of maximally tolerated statin, ezetimibe, and bempedoic acid
may be considered as a first-line strategy in patients with very high CV risk, and it Is
recommended in patients with high and very high CV risk, for the reduction of CV
risk, because’

"|Increased LDL-C goal attainment in patients at high and very high CV risk
"Potential substantially decreased need for PCSK9 inhibitor

"\Vell tolerated safety profile

 |n patients with very high and extreme risk start with a triple oral therapy or oral
therapy plus injectable®

3. Parhofer KG e al. Eur Heart J Cardiovasc Pharmacother 2025, https://doi.org/10.1093/ehjcvp/pvaf007

4. Ray et al Atherosclerosis 413 (2026) 120636






