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Relazione lineare tra calo dei livelli plasmatici di LDL-C e riduzione
dell’incidenza di eventi cardiovascolari maggiori
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Le uItlme Linee Guida ESC/EAS raccomandano una riduzione di LDL-C 250% e un obiettivo di
LDL-C <70 e <55 mg/dL nei pazienti arischio alto e molto alto rispettivamente

3.0 mmol/L
Obiettivo di (116 mg/dL)
trattamento per
1.8 mmol/L
250%
riduzione
rispetto al |
basale
1.4 mmol/L

* SCORE<1%

* SCORE 21% e <5%

+ Pazienti diabetici giovani (<35 anni se T1DM; <50 anni se
T2DM ) con diabete da <10 anni senza altri fattori di rischio

* SCORE 25% e <10%
« Singoli fattori di rischio particolarmente elevati, come TC >8 mmol/L (310 mg/dL) o LDL-C

>4.9 mmol/L (190 mg/dL) o BP 2180/110 mmHg

* FH in assenza di altri fattori di rischio maggiori
* CKD moderata (eGFR 30-59 mL/min)
* DM senza danno d’organo, di durata =10 anni o con altri fattori di rischio addizionali

* ASCVD (clinica/imaging)
Y + SCORE 210%

y / * FH con ASCVD o con altro fattore di rischio maggiore
Molto alto » CKD severa (eGFR <30 mL/min)

N * DM con danno d’organo: =3 fattori di rischio maggiori; o
N insorgenza precoce di TLDM con lunga durata (>20 anni)

Basso Moderato

Molto alto

Rischio CV

LG 2019: per pazienti con ASCVD con un secondo evento vascolare in 2 anni
puo essere considerato un obiettivo di LDL-C <40 mg/dL
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Approcu farmacolog|C| per la riduzione del colesterolo LDL
Citrate
ATP-citrato-liasi I— Bempedoic Acid

Liver

_'_*_,'.————-—‘1
Acetyl-CoA

—— 1 | HMG-CcoA

Reductase

Lysosome

\ 4

Cholesterol

PCSK9 ab

NPC1L1

Atheroma

I: intermediate-density lipoprotein . .
C: chylomicron LRP: LDL relation protein receptor
CR: chylomicron remnant LPL: lipoprotein lipase

HMG-CoA: 3-hydroxy-3-methylglutary! NPC1L1: Niemann-Pick C1-like 1
coenzyme A PCSK9 ab: Proprotein convertase

L: low-density lipoprotein subtilisin/kexin type 9 antibody
LDLR: LDL receptor V: very low-density lipoprotein

|
{53,



METABOLISMO DELL’ACIDO BEMPEDOICO

Bempedoic Acid (ETC-1002)

Assorbito nell’intestino tenue

I’Acido Bempedoico viene trasformato a livello l

epatico da una Acil-CoA sintetasi nella forma
attiva Ac. Bempedoico-CoA

Very Long-
Chain Acyl-CoA Synthetase-1
(ACSVL1)

NH2
N R
OH OH,c o 0 v N

O o kj

OH
Bempedoic Acid-CoA 5 o
. . . . . 0-:&-0‘
L’Acido Bempedoico ed i suoi metaboliti %

gliguronidi non risultano substrati né
inibitori/ induttori dei citocromi




Nucleus Effetti dell’Acido Bempedoico sul metabolismo lipidico

» SREBP:1
Inibendo I’enzima ACLY l’acido bempedoico previene

sia la sintesi di colesterolo che di acidi grassi liberi

Glucose

l glpeotysls

Plruvate BEMPEDOIC ACID

| AMG-CoA reductase
» Aceto-Acetyl-CoA — p-hydroxy-p-methylgiutaryl-CoA——> MEVALONATE -~ CHOLESTEROL
; Acetyl-CoA |
exalacetate
CoA
}
1 — Malonyl-CoA MG TRV N\ 1 S — >
_— ' alonyl-Co Lalonyl-ACP FREEFATTYACIDS

| acetyl-CoA carboxylase
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« Attivato principalmente a '

livello epatico, I’acido ey e A ~_‘ o ITcreased LDL |Iatartic|e
e S e . " g clearance resultsiin
bempedoico inibisce A A > - reduced plasma LDL

y . . . . i ,-}."L. L R % e .

I’enzima ATP citrato liasi EE L By cholesterol p
(ACL) nella via di sintesi O Acsvii | 3

del colesterolo, a monte | | ' INibition of ACI.. ™%

rispetto al target delle - A S © reducesintracellular.
statine X cholesterol synthe‘sls

La conseguente up-

regulation dei recettori

per le LDL determina %
un’aumentata captazione . — W ““Décreased intracellular *
di LDL da parte delle ‘ Vg ) P e cholesterol leads to

upregulation of LDL

cellule epatiche con b receptor
rel at Iiva ri d uzione d el HMG-CoA = 3-hydroxy-3-methylglutaryl-CoA

livelli plasmatiCi di C-LDL ﬁg)iZﬁg\incci)::\l?t;rilﬁbhoo;%r:;f ! Hepatocyte

Adapted from Pinkosky SL, Newton RS, Day EA, et al. Liver-specific ATP-citrate lyase inhibition by bempedoic acid decreases LDL-C and attenuates atherosclerosis. Nat Commun. 2016;7:13457.
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L’Amdo Bemoedmco non e attlvato neI muscolo scheletrico

Liver Skeletal muscle

Bempedoic
_acid
- (Inactive)

Statin

Adattata da Pinkosky S et al. Nat Commun.
2016;7:13457. doi: 10.1038/ncomms1345
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15 studi
biodisponibilita, PK/PD in differenti popolazioni, FDI, DDI

10 studi
1160 pazienti, la maggior parte trattati per 12 settimane

5 studi randomizzati controllati vs placebo

1 studio di estensione in aperto
Efficacia e sicurezza in oltre 5000 pazienti

1 studio di outcome completato (ACC/ NEJM, 2023)
=14,000 pazienti intolleranti alle statine e a rischio CV alto o
molto alto
Trial event driven - almenol1620 MACE a 4 componenti
Follow up mediano 40 mesi

Programmi di Sviluppo Clinico dell’Acido Bempedoico
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CLEAR WISDOM 12-week LDL-C
Statine + BA 52-week safety B pazientiin

trattamento con
statine ad
intensita
alta/moderata

Ritorno al futuro

12-week LDL-C
52-week safety

Il CLEAR Harmony OLE: estensione in aperto (N=1462) 1.5-year saf

' 12-week LDL-C

CLEAR SERENITY _ |
BA - No Statine ASCVD e/o HefH C-LDL >100mg/dl (N=345) ' 24-week safety || Pazienti

CLEAR HARMONY

CLEAR HARMONY ole
Statine + BA

intolleranti alle

ASCVD e/o HeFH C-LDL > statine

CLEAR TRANQUILITY 100mg/dl | | 12-week LDL-C

BA - No Statine, Si EZE

>130mg/dl S
precostituita

ASCVD e/o HeFH C-LDL | |
FDC [AB + EZE] ! ; . 12-week LDL-C | Associazione
in aggiunta a Statine (N= 382) | . 12-week safety

STUDI CLINICI DI FASE 3 CON ACIDO BEMPEDOICO



Pazienti arischio alto e molto alto in trattamento con statine ad intensita
alta/moderata:effetto dell’Acido Bempedoico sui livelli di LDL-C

CLEAR Wisdom CLEAR Harmony

93% Moderate/High-Dose Statin* 85% Moderate/High-Dose Statin?
Bempedoic Acid Placebo ) ]
. q - 180 mg OD Belrgp())gdmcoﬁt\)ud Placebo
mg

Sw _ £
LG 29 o- —
28 | 0 59 he
¥ ~17.4% N ~18.1%
2 = L ) o8 i
2 2 g Placebo-corrected 2.0 ~ Placebo-corrected
c = at Week 12 < e
S 3 at Week 12
S 8 -18 P <0.001 o 9 P <0.001
7 =515 - :

2( - = -

Baseline LDL-C 119.4 +37.8 1224 +383 Baseline LDL-C 103.6£29.1 1023 +300
(mean * SD, mg/dL)

(mean * SD, mg/dL)

1. Ray KK, et al. N Engl J Med. 2019;380:1022-32; 2. Anne C. Goldberg et al., JAMA, 2019;322(18):1780-1788. doi:10.1001/jama.2019.16585 .



Study design: phase 3 multicentre OLE study

CLEAR Harmony CLEAR Harmony Open-Label Extension

Bempedoic acid 970 patients
(n=1488)

Bempedoic acid
(n=1462)

Placebo

492 patients

(n=742) 4-week follow-up J
when patients were off
the study drug
| ] | | ||
-52 0 12 52 78 82

Week

CLEAR Harmony
Parent study

11

XN E RN TN

LDL-C, mg/dL

O L SRR RRRRANRTRTRATY INRRNEYNTNNTNY

80 T
= P bo—BA
- B:r%?)e?:loic acid trs;fmc:nt
70 | | L | | | | | | | L | | |
-52 -40 -28 -16 2 52 78 82
Patients, n Week
BA 970 963 961 967 968 948 909 865879
492 491 488 490 490 477 464 433437

Placebo



Pazienti con ASCVD o ad alto rischio CV intolleranti alle statine o con statina
a basso dosaggio: effetto dell’Acido Bempedoico sui livelli di LDL-C

CLEAR Tranquility CLEAR Serenity

100% on EZE; 31% on statins? 8% on statins?
Bempedoic Acid Placebo Bempedoic Acid Placebo

_ 10 - 180mg OD s 180 mg OD

g | g 0 ]

() X O N o X _5 | 0
[}

28 5 —28.5% 2L —-21.4%

Ge-10 - ~ Placebo-corrected So L Placebo-corrected

S 215 at Week 12 £ 215 at Week 12

g P <0.001 % 20 | P < 0.001

L 0 '20 h Q0

> =325

0 -25 - - n -

= 30 - 30

Baseline LDL-C 129.8 + 30.9 123.0 £ 27.2 (Brszz'l:”: éghﬁg/du 1585 +40.4 155.6 + 38.8

(mean = SD, mg/dL)

1. Ballantyne CM, et al. Atherosclerosis. 2018;277:195-203; 2. Laufs U, et al. J Am Heart Assoc. 2019;8:e011662



‘Pooled analysis dei 4 studi CLEAR di fase 3 (N= 3623): pts in trattamento con la
massima dose di statine / pts intolleranti a statine

N
w
1

o
S
1

LS mean (SE) percent change from
baseline to week 12
=

)
13
L

n=3623, % change from baseline in LDL-C at week 12

_______

n=1922

P <0.001

~17.8%*
(=19.5, -16.0)

ASCVD/HeFH on statins

m Bempedo

c acid mPlacebo

n=399

n=189

~24.5%*
(~27.8,-21.1)
P <0.001

Statin intolerant

Riduzione media assoluta dei livelli di
LDL-C con acido bempedoico:

19.8 mg/dL nei pazienti con ASCVD
e/o HeFH in trattamento con statine
alla massima dose tollerata;

36.5 mg/dL nei pazienti intolleranti
alle statine.

Riduzione attesa del rischio di eventi
CV a 5 anni con l'utilizzo di acido
bempedoico: 11% e 21%
rispettivamente nelle due popolazioni
studiate.

Banach M. et al., JAMA Cardiology, published online July 1, 2020. doi:10.1001/jamacardio.2020.2314



Bempedoic Acid + Ezetimibe FDC

Poiché acido bempedoico ed ezetimibe riducono i livelli di LDL-colesterolo grazie a due diversi meccanismi,
esiste un forte razionale per lo sviluppo di una combinazione a dose fissa (FDC) di questi due principi.

Increased expression of
@ ° hepatic LDL receptors

Bempedoic acid

Acido Bempedoico

Inibizione della sintesi
epatica di colesterolo
via ACL

Ezetimibe

Inibizione —
dell’assorbimento
intestinale di colesterolo

Adapted from Pinkosky et al. Nature Communications. 2016 Nov 28; DOI: 10.1038/ncomms13457;
Garcia-Calvo et al. Proc Natl Acad Sci USA. 2005; 102:8132-8137; Ference et al. European Heart Journal. 2017 0, 1-14.




FDC STUDY (BA + EZE) : CARATTERISTICHE DEI PAZIENTI AL BASALE

Ac. B. 180mg + EZE

Ac. Bemp. 180mg EZE 10mg Placebo

Caratteristica 10mg FDC N =88 n =86 n =41

n =86

Eta, media = SD, anni 62.2+9.5 65.0£9.8 65.1+8.4 65.4 £ 10.8
Donne, % (n) 51.2 (44) 54.5 (48) 50.0 (43) 41.5 (17)
ASCVD, % (n) 61.6 (53) 62.5 (55) 62.8 (54) 63.4 (26)
Multipli fattori di rischio CV, % (n) 38.4 (33) 37.5 (33) 37.2 (32) 36.6 (15)
Storia di diabete, % (n) 40.7 (35) 51.1 (45) 50.0 (43) 41.5 (17)
Storia di ipertensione, % (n) 86.0 (74) 87.5 (77) 82.6 (71) 85.4 (35)
LDL-C, media + SD, mg/dL 153.8 + 40.5 145.1 + 38.5 148.8 +41.8 152.8 + 46.8
(Statine al basale, % (n)
Elevata intensita 36.0 (31) 33.0 (29) 32.6 (28) 39.0 (16)
Moderata Intensita 25.6 (22) 36.4 (32) 30.2 (26) 26.8 (11)
L No statina 38.4 (33) 30.7 (27) 37.2 (32) 34.1 (14)

ASCVC = atherosclerotic cardiovascular disease;; BA, bempedoic acid; EZE, ezetimibe; FDC, fixed-dose
combination; LDL-C = low-density lipoprotein cholesterol;; SD = standard deviation.

Ballantyne CM et al. Eur J Prev Cardiol. 2020;27(6):593-603.




Studio FDC: Acido Bempedoico + Ezetimibe (180mg/10mg)

Riduzione LDL-C 38% (vs placebo)

LDL-C percent change from

-

baseline to week 12

N
8]
I

B
o U,
I I

Ezetimibe
(n=86)

Bempedoic
acid (n=88)

BA + EZE FDC
(n=86)

-38.0 (-46.5, -29.6)
P <0.001

13.1
(-19.7, -6.5)
P <0.001

-19.0
(-26.1, -11.9)
P < 0.001

(II 33.7% dei pz FDC ha A

\ J

Post hoc population
BA, bempedoic acid; EZE, ezetimibe; FDC, fixed-dose combination.

Al termine dello studio:
67,5% pz FDC raggiungeva
LDL-C < 100mg/dl

31,5% pz FDC raggiungeva
LDL-C < 70mg%d]

ottenuto unariduzione di
LDL-C 2 50% rispetto al
basale

Ballantyne CM et al. Eur J Prev Cardiol. 2020;27(6):593-603.



Studio FDC: Acido Bempedoico + Ezetimibe (180mg/10mg):
Livelli plasmatici di hsCRP

-

-

hsCRP percent change from

baseline to week 12

30

20

10

-10

-20

-30

-40

Placebo Ezetimibe Bempedoic BA + EZE FDC
(n=39) (n=79) acid (n=81) (n=80)
|
21.6 p<0.001

-31.9

-35.1

p=0.002

~

/L’acido bempedoico riducB
hsCRP nei pazienti con
ipercolesterolemia,
indipendentemente dalla
presenza o dall’intensita di
una terapia con statine e/o

J

Post hoc population
BA, bempedoic acid; EZE, ezetimibe; FDC, fixed-dose combination; hsCRP, high-sensitivity C-Reactive Protein; NS, non-significant.

Qzetimibe /

Ballantyne CM et al. Eur J Prev Cardiol. 2020;27(6):593-603.
Erik S. G. Stroes, Presented at the American College of

Cardiology/World Congress of Cardiology , Chicago, March 28 2020



Acido bempedoico nel pazienti anziani

f

ASCVD/HeFH on statins pool® Statin intolerant pool®®

/" CLEAR Harmony® " CLEARWisdom’ ) [ CLEAR Tranquility* ) [ CLEAR Serenity®
52 weeks; on maximally 52 weeks; on maximally 12 weeks; on ezetimibe 10 24 weeks; on stable
tolerated statin + stable LLT tolerated statin + stable LLT mg/day + stable LLT background LLT
BA: n=1488¢ BA: n=522 BA: n=181 BA:n=234
\_ Placebo: n=742 \_ Placebo: n=257 VAN Placebo: n=88¢ J L Placebo: n=111 Y,

- J

.A

18to<65 65to <75 >175
vears of age years of age years of age
BA: n=1049 BA: n=1001 BA: n=375¢
. Placebo: n=475° ) Placebo: n=526 Placebo: n=197




LDL-C Change from Baseline at Week 12
ASCVD and/or HeFH Statins Pool

Bempedoic Acid Placebo

10

©)
T 2,6
2.0 '
a S 1,2
- X
=& n=827 n=800 n=295 ﬁ [
O
D 0 —
S o
g O n=374 n=442 n=162
oS
=
oo O
-
g
~~ @©
o -10
=5
o
= 15
% I
1
-15,7
_ -16,6
20 17,2
P<0.001 for BA vs placebo for
18 to <65 years 65 to <75 years 275 years all Categories in both poo|s
Statistical analysis was based on an ANCOVA with percent change from baseline as the dependent variable, study and treatment as fixed factors, and baseline as a covariate. ASCVD GBJ Mancini et al. NLA Scientific Sessions 2020.

= atherosclerotic cardiovascular disease; Cl = confidence interval; HeFH = heterozygous familial hypercholesterolemia; LDL-C = low-density lipoprotein cholesterol; LS = least
squares.



LDL-C Change from Baseline at Week 12
Statin Intolerant Pool

Bempedoic Acid Placebo

10 -

n=172 n=167 n=60

Baseline to Week 12, %

LS Mean (SE) Percent Change in LDL-C From

P<0.001 for BA vs placebo for

GBJ Mancini et al. NLA Scientific Sessions 2020.

Statistical analysis was based on an ANCOVA with percent change from baseline as the dependent variable, study and treatment as fixed factors, and baseline as a covariate.
ASCVD = atherosclerotic cardiovascular disease; Cl = confidence interval; HeFH = heterozygous familial hypercholesterolemia; LDL-C = low-density lipoprotein cholesterol; LS =
least squares.



The NEW ENGLAND JOURNAL of MEDICINE

March 4, 2023:.1-12

ORIGINAL ARTICLE

Bempedoic Acid and Cardiovascular
Outcomes in Statin-Intolerant Patients

S.E. Nissen, A.M. Lincoff, D. Brennan, K.K. Ray, D. Mason, ].].P. Kastelein,

P.D. Thompson, P. Libby, L. Cho, J. Plutzky, H.E. Bays, P.M. Moriarty, V. Menon,
D.E. Grobbee, M.). Louie, C.-F. Chen, N. Li, LA. Bloedon, P. Robinson, M. Horner,

W.. Sasiela, J. McCluskey, D. Davey, P. Fajardo-Campos, P. Petrovic, J. Fedacko,
W. Zmuda, Y. Lukyanov, and S.). Nicholls, for the CLEAR Qutcomes Investigators*




DEMOGRAPHIC AND BASELINE PATIENT

Cardiovascular risk category — no. (3£)

Primary prevention 2100 (30.0)
Secondary prevention 4292 (70.0)
Coronary artery disease 3574 (51.1)
Peripheral arterial disease 794 (11.4)
Cerebrovascular atherosclerotic disease 1027 (14.7)

Glycemic status — no. [%6)

Diabetes| 3144 (45.0)
Inadequately controlled diabetesY 1356 (19.4)
Statin use — no. (%) 1601 (22.9)

Ezetimibe use — no. (36) 203 (11.5)

Characteristic (N=6992) (N=6978)
Age
Mean —yr 65.5+9.0 65.5+£8.9
Distribution — no. (%)
<65 yr 2850 (40.9) 2907 (41.7)
=65 to <75 yr 3070 (43.9) 3027 (43.4)
=75 yr 1063 (15.2) 1044 (15.0)
Female sex — no. (36) 3361 (48.1) 3370 (48.4)
LDL cholesterol
Mean value — mg/dl 139.0:34.9 139.0235.2
Distribution — no. (%)
=130 mg/dl 3074 (44.0) 3089 (44.3)
=130 to <160 mg/dl 2213 (31.7) 2250 (32.2)
=160 mg/dl 1705 (24.4) 16392 (23.5)

2106 (30.2)
4872 (69.8)
3536 (50.7)

830 (11.9)
1040 (14.9)

31229 (46.3)
1369 (19.6)
1573 (22.5)
209 (11.6)



A LDL Cholesterol Level

-0.6%

=
S
=
T
&
8
2 Bempedoic Acid
—21.

§ ol 7% -26.1%
=

_35

-40 1 I T T T I T T T

3 6 12 18 24 30 36 42 54 60
Base- Months since Randomization

Median Percent Change

B High-Sensitivity CRP Level

2.4%

I Bempedoic acid M Placebo

_104
~154
—204
-22.2%
=25
Month 6 Month 12 End of Trial




A Four-Component MACE (Primary End Point)

B Three-Component MACE

100+ - 100 -
20 Hazard ratio, 0.87 {95% Cl, 0.79-0.98) 20 Hazard ratic, 0.85 (95% CI, 0.76—0.96)
= P=0.004 = P=0.006
£ g0 157 Placebo &£ a0 19 Placebo
P P
J L]
.E &0 10+ Bempedoic acid _E 60 10+
l:" 5 l:" 5| Bempedoic acid
a
2 404 2 407
_ﬂ. E | | | | | | | T | 1 = ﬂ | | | | | | | | | 1
=1 =
E 20 0 6 12 18 24 30 36 42 48 54 a0 E 20 0 & 12 18 24 30 36 42 43 54 60
D_ | | | | | T | | | 1 u_. | | | | | | | T | 1
0 [ 12 18 24 30 36 42 48 54 60 0 G 12 18 24 30 36 42 48 54 &0
Meonths since Randomization Months since Randomization
Mo. at Risk Mo. at Risk
Placeba 6978 6779 6579 6401 6206 5995 5105 2524 1207 513 55 Placebo 6978 6828 B6EE3 6536 6368 €193 5321 2649 1279 554 62
Bempedoic 6992 6816 6654 6472 6293 6106 5257 2601 1240 556 74 Bempedoic 6992 6859 6745 6604 6457 6298 5453 2724 1317 591 80
acid acid
C Fatal or Nonfatal Myocardial Infarction D Coronary Revascularization
100+ - 100 -
10 Hazard ratio, 0.77 (95% Cl, 0.66—0.91) 20 Hazard ratio, 0.81 (95% Cl, 0.72-0.92)
= -1 P=0.002 = P=0.001
E,. 204 8 Placebo 3 204 154
E 6 % 10— Placebo
:g B0 4] = 60—
(]
= . .
- 5 Bempedoic acid E 5 Bempedoic acid
2 404 2 407
= 0 | | | | | | | T | 1 g 0 | | | | | | | | | 1
5 =
E 20 0 6 12 18 24 30 36 42 48 54 a0 E 20 0 & 12 18 24 30 36 42 43 54 60
3 o
—_—— p————
E [ | | | | T | | | 1 E | | | | | | | T | 1
0 [ 12 18 24 30 36 42 48 54 60 0 G 12 18 24 30 36 42 48 54 &0
Months since Randomization Meonths since Randomization
Mo. at Risk Mo. at Risk
Placebo 6078 6239 6704 6578 6420 6266 5322 2684 1304 S62 64 Placebo 6978 6803 6623 6469 6289 104 5200 2582 1247 527 57

Bermpedoic 6992 6865 6767 6636 6498 6354 5516 2767 1337 603 Bl

acid

Bempedoic 6992 6832 6689 6520 6355 6190 5346 2661 1273 573 74

acid




TO THEIR RESPECTIVE CLASS OF CV RISK

OVERALL DISTRIBUTION OF PATIENTS NOT ACHIEVING LDL-C TARGET ACCORDING

100

80

60

40

20

Proportion (%) of patients not at LDL-C goal

88,8

67,3

48,8
ASCVD

patients

ASCVD FH
patients patients

CHD
patients

High CV risk

patients :
Statin-

treated
patients

N=2,585,931 N=165,411

N=4,132

Statiin-
treated
patients

N=57,885

90,0

FH
patients

LLT-
treated
patients

N=1,244

91,5

64,2
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Studio SANTORINI = dati al baseline

Pazienti che non raggiungono il proprio obiettivo di LDL-C:
79% e 71.7% in Italia e nel resto dell’Europa rispettivamente.
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Ritorno al futuro

ONGRESSO S
vazonale 9 1GG © ehesnzs, 12 1CDIct AR

Linee Guida ESC/EAS:

Riduzione di LDL-C 250% e un obiettivo di
LDL-C <70 mg/dl pz a rischio CV alto;
LDL-C <55 mg/dL pz a rischio CV molto alto

Prescrivibilita/Indicazioni alla Terapia con PCSK9i

Intensity of lipid lowering treatment

Treatment Average LDL-C reduction
Moderate ntensty statin =

High Intensty statin =0

High Intensty statin plus = 0%

ezetimibe

PCSKS nhibitor = 0

PCSKS inhibrtor plus high ntensty statin = [

PCOKS inhbrtor plus high ntensty statin = 830

plus ezetimipe

PREVENZIONE PRIMARIA < 80 ANNI

!

Se LDL = 130mg/dl dopo massima dose statine + Ezetimibe
o intolleranti a Statine

PREVENZIONE SECONDARIA < 80 ANNI

!

Se LDL =2 70mg/dl dopo massima dose Statine + Ezetimibe
o intolleranti a Statine




Algoritmo per I'impiego dell’acido bempedoico nel contesto delle attuali linee guida e
delle indicazioni per la prescrivibilita e rimborsabilita degli inibitori dei PCSKO9i

Tx con Statina massima dose Intolleranza/controindicazione
tollerata + Ezetimibe non a a Statina, Tx con Ezetimibe
target lipidico non a target lipidico
| |
Eta < 80 anni

C-LDL > 130mg/dl Acido Bempedoico
(prevenzione primaria)
O
C-LDL > 70mg/dl
(prevenzione secondaria)

o

.~ PCSKO-l |

Colivicchi F. G Ital Cardiol 2021;22(4):301-310



M. Banach, P.E. Penson, M. Farnier et al.

therapy of high intensity statin
and ezetimibe?!

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

Start with bempedoic acid

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 bempedoic acid
and ezetimibe

Still >55 mg/d! (1.4
mmol/L)

Start with PCSK9 targeted
therapy approach if available

Progress in Cardiovascular Diseases 79 (2023) 2-11

Very high-risk patients with
partial statin intolerance

‘Start with upfront combination
therapy of maximally tolerated statin
and ezetimibe!

Still >55 mg/d| (1.4 mmol/L)

Start with bempedoic acid

Start with PCSK9 targeted therapy
approach if available

Very high-risk patients
with complete statin
intolerance

Start with upfront combination
therapy of bempedoic acid and
ezetimibe

mmol/L)

Start with PCSK9 targeted
therapy approach if available

ILEP recommended pathways on the application of bempedoic acid in different groups of patients at very high cardiovascular risk
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