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CONSECUCIO DELS OBJECTIUS DE C-LDL ESC/EAS 2016/2019 EN
PREVENCIO SECUNDARIA — ESTUDI DA VINCI -

N= 2888 secondary prevention patients
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n=818 n=818

Pacients en prevencio secundaria:
Estatines d’alta intensitat en monoterapia: 38%
Estatines de moderada intensitat en combinaciéo amb ezetimiba: 9%

Ray KK et al. Eur J Prev Cardiol 2021;28:1279-1289.



GRAU DE DISMI,NUCIO DEL C-LDL EN ELS PACIENTS AMB |AM |
REPERCUSIO EN LA EVOLUCIO CLINICA (SWEDEHEART)

40.607 pacients; mediana de seguiment: 3.78 anys
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LA MAJORIA DE PACIENTS D’ALT RISC CV NO ARRIBEN ALS OBJECTIUS DEL C-LDL

SON NECESARIS TRACTAMENTS COMBINATS AMB MES INTENSITAT HIPOLIPEMIANT
PER ASSOLIR ELS OBJECTIUS | DISMINUIR EL RISC CV RESIDUAL

ESTUDIS EN CURS SOBRE LA DISMINUCIO ADICIONAL DEL C-LDL

SANTORINI: key insights into poor LDL-C goal
achievement

LDL-C goals of <1.8 mmolL LDL-C goals of <1.4 mmolL
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« Findings from the SANTORINI study reinforce the DA VINCI study's findings

* Fewer patients achieve LDL-C goals when applying the ESC/EAS 2019 vs 2016 guidelines

* Real-world data suggest It is very challenging to achieve lower goals without combination therapy
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DESARROLLO DEL ACIDO BEMPEDOICO

------------------

~ Preclinical research ' ~ Clinical research | NDA review

| Animal studies
998 DU D0Y D10 U U )10 D18 D14 D20
Esperion ETC-1002
foundation discovered
Industry time ETC-1002 NDA submitted NDA approved
. IND filed and filed by FDA
B roAtime

Agarwala A et al. Drug Des Devel Ther. 2021, 15: 1955-1963



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8121276/

Mecanisme d'accid, metabolisme, activitat
biologica i eliminacio de I'acid bempedoic
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Article

KHK, PNPLA3 and PPAR as Novel Targets for the Anti-Steatotic
Action of Bempedoic Acid

Ana Magdalena Velazquez !'*, Roger Bentanachs 17, Aleix Sala-Vila %, Iolanda Lazaro 2
Jose Rodriguez-Moratoé 3410, Rosa Maria Sanchez -5, Juan Carlos Laguna 1-5/6

and Marta Alegret 1,5,6,%

r

, Nuria Roglans 1,5,6,%

'acid bempedoic podria tenir un efecte favorable sobre la esteatosi hepatica

mitjancant:

- Disminucié de la ketohexokinasa hepatica i de la lipogénesi de novo

- Augment de la PLPdP3 (patatin-like phospholipase domain-containing protein 3) qUE€ intervé en
la excrecio dels triglicérids hepatics a la circulacidé sanguinea

- Agonisme sobre els PPARa amb augment de la beta-oxidacid dels acids
grasos

'acid bempedoic podria contribuir al tractament de la esteatosi hepatica i evitar
la progressio de la NAFLD

Veldzquez AM et al. Biomedicines 2022, 10, 1517. https://doi.org/10.3390/biomedicines10071517



Effect of bempedoic acid on LDL-C after 12 weeks of treatment

ASCVD and/or HeFH on Statins
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Ballantyne CM et al. Cardiovasc Drugs Ther 2021,;35:853—-864



Estudi de simulacié amb acid bempedoic: objetius de C-LDL i cost del
tractament en pacients d’alt | molt alt risc CV

Patients > 18 years with

consultation 07/2020—06/2021 Patients with lipid-lowering therapy

n = 2,063,671 Il
Patients with hypercholesterolemia Patients with LDL-C result
n = 344,819 m= 105577

76,900 very-high CVR
Patients at high or very-high 28,677 high CVR

cardlovascular risk Simulation cohort

n = 2494 744 HIPERCOLESTEROLEMIA, TRACTAMENT
HIPOLIPEMIANT i VALOR DE C-LDL

A representative cohort of German outpatients (age, gender, prescription patterns, and chronic diseases) at high or very-high CVR. Data of
patients from > 3,300 ambulatory German GPs and specialists. Longitudinal analyses of real-world diagnostic and therapeutic behaviour

Katzmann JL et al. PLoS ONE 2022;17(10): e0276898. https://doi.org/10.1371/journal. pone.0276898



BASELINE CHARACTERISTICS

Total cohort Very-high cardiovascular risk High cardiovascular risk
General
N 105,577 76,900 28,677
Female (%) 429 38.7 54.0
Age (mean [SD] in years) 70.7 (11.0) 718 (10.8) 67.8(11.2)
Body mass index (mean [SD] in kg/m*) 29.2(54) 29.1(5.3) 29.6(5.5)
Atherosclerotic cardiovascular disease®
Coronary artery disease (%) 49.7 68.3
Cerebrovascular disease (%) 134 154
Peripheral artery disease (%) 243 334 0
Cardiovascular risk factors
Hypertension (%) 84.7 844 853
Diabetes (%) 54.0 57.1 45.7
Current smoking (%) 48.1 46.4 549
Lipids
LDL cholesterol (mean [SD] in mg/dL) 92.1(31.5) 88.3 (30.0) 102.3 (32.8)
LDL cholesterol at target (%)" i 11.2 10.0 14.2
Lipid-lowering medication
Statin monotherapy (%) 883 86.3 934
Low intensity (%) 42 38 5.4
Moderate intensity (%) 6l.6 57.8 71.7
High intensity (%) 225 24.8 16.3
Ezetimibe monotherapy (%) 1.5 1.6 1.4
Statin + ezetimibe (%) 949 11.7 5.1
Other lipid-lowering therapies (%) 0.3 0.4 0.1

Katzmann JL et al. PLoS ONE 2022;17(10): e0276898. https://doi.org/10.1371/journal. pone.0276898



ALGORITME DE TRACTAMENT - ESTUDI DE SIMULACIO

Simulation cohort
n=105,577

Therapy with BA or
PCSK9i
(n=330; 0.3%)

e .
LDL-C target LDL-C target not

achieved achieved —

(n=11,807; 11.2%) (n=93,440; 88.5%)

~—7\ __~

Not receiving
ezetimibe
(n=83,931; 89.8%)

Receiving ezetimibe
(n=9,509; 10.2%)

+ ezetimibe

LDL-C target LDL-C target not

achieved achieved —

(n=23,159; 24.8%) (n=70,281; 75.2%)

Katzmann JL et al. PLoS ONE 2022;17(10): e0276898. https://doi.org/10.1371/journal. pone.0276898



ALGORITME DE TRACTAMENT - ESTUDI DE SIMULACIO

Simulation cohort

n=105,577

Therapy with BA or
PCSKi
(n=330; 0.3%)

LDL-C target LDL-C target not
achieved achieved
(n=11,807; 11.2%) (n=93,440; 88.5%)

Receiving ezetimibe
(n=9,509; 10.2%)

LDL-C target LDL-C target not
achieved achieved
(n=23,159; 24.8%) (n=70,281; 75.2%)

—l + PCSKO9i G

LDL-C target ‘ LDL-C target not LDL-C target LDL-C target not

achieved achieved achieved* achieved”
(n=30,385; 43.2%) (n=39,895; 56.8%) (n=67,769; 96.4%) (n=2,512; 3.6%)

~— | N~

Stop Stop

BA

Scenario (1) is shown in green, scenario (2) in orange. Percentages refer to the prior step of the algorithm. Slightly different patient numbers between consecutive steps of the simulation algorithm are the result
of summarizing the counts of respective patients across the 10,000 simulations by the median. Notes: € Numbers of patients achieving the LDL-C goal are provided for scenario (2). The numbers slightly differed
for scenario (1) with n = 67,853 (96.5%) of patients achieving the LDL-C target and n = 2,428 (3.5%) not.

Katzmann JL et al. PLoS ONE 2022;17(10): e0276898. https://doi.org/10.1371/journal. pone.0276898



ALGORITME DE SIMULACIO A PARTIR DE LES DADES DE ’ESTUDI SANTORINI

Estudi observacional . Pacients de RCV alt o molt alt. Tractats segons practica clinica habitual (14 paisos. Mar¢-2020 a Febrer 2021)

Pacients de I'estudi Santorini
(RCV alt i molt alt) (n=6.177)

l

Fora d’objectius i no tractats
amb iPCSK9 (n=4439)

Table 1. Distributions for patient-|
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Ray KK et al. ESC Congress 2022
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ALGORITME DE SIMULACIO A PARTIR DE LES DADES DE ’ESTUDI SANTORINI

Figure 3. Results of the LLT intensification simulation
(total cohort, N=6,177)

Mean LDL-C

{mg/dL) 80.33 59,18 60,94
Patients (n)
at goal 1,428 2,455 3.677
1003 —
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=
E 403 —
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Baseline Scenario 1, Scenario 2,
simulation simulation
of EZE of ETE + BA

< % pacients d’alt i molt alt RCV havien assolit els objectius de c-LDL a la cohort europea de I'estudi Santorini

La optimitzacié del tractament amb ezetimiba i acid bempedoic incrementaria els pacients que arriban als
objectius del 23 al 59%

Ray KK et al. ESC Congress 2022



PACIENT A LA ZONA GRIS DEL C-LDL EN TRACTAMENT
AMB DOSI MAXIMA TOLERADA D’ESTATINES

KLINIK UM  cCampus Grolihadem

LMU DO UNTVERRITAT MONCHEN Mediz Zinisc he Kinik und Polikling 1V

My S

Male, 67 y, Carotid Plaques, Diabetes, Hypertension

Medication: addition of dulaglutide (1.5 mg/week)
addition of bempedoic acid (180 mg/day)

Flndlngs (3 months after change in therapy):

BMI 31.2 kg/m? | %

 Blood pressure 137/81 mmHg x{%} e 30
a4 :
« HbA1lc 7.2%
« Uric acid 7.5 mg/dL
Previous values

» Total cholesterol 3.6 mmol/L (140 mg/dL) 9.5 mmol/L (201 mg/dL)
« Triglycerides 2.2 mmol/L (198 mg/dL) 4.3 mmol/L (378 mg/dL)
« LDL-C 1.5 mmol/L (58 mg/dL) 2.2 mmol/L (88 mg/dL)
« HDL-C 1.0 mmol/L (39 mg/dL) 0.8 mmol/L (32 mg/dL)
* Non-HDL-C 2.6 mmol/L (101 mg/dL) 4.7 mmol/L (169 mg/dL)

BMI, body mass indax HbATC hemaglabin 412, HDL-C, high-density lipaprotein chakatenal LDL-C low-densty lpoprotein chalesternc

ESC Congress 2022 Barcelona e @
Onsite & Online



PACIENT AMB INTOLERANCIA PARCIAL A LES ESTATINES

KLlNIKUMi Campus Groihadem |
‘ LMu DR UNIVERRITAT MONCHEN | 7&@12"}!3\’:?\& K{lﬁlk 9@?q|!|f}f§l\",

Male, 77 y, CAD (MI 12y ago, clinically stable since then)

Medications (daily doses): aspirin 100 mg, olmesartan 20 mg, bisoprolol 5 mg,
rosuvastatin 5 mg (higher doses not tolerated), ezetimibe 10 mg

-> Addition of bempedoic acid 180 mg/day (well tolerated)

Findings (4 weeks after change in therapy): Previous values:
* Total cholesterol 3.8 mmol/L (146 mg/dL) 4.6 mmol/L (178 mg/dL)
* Tnglycerides 1.3 mmol/L (107 mg/dL) 1.3 mmol/L (110 mg/dL)
« LDL-C 1.8 mmol/L (70 mg/dL) 2.5 mmol/L (98 mg/dL)
* HDL-C 1.3 mmol/L (51 mg/dL) 1.3 mmol/L (49 mg/dL)
* Non-HDL-C 2.5 mmol/L (95 mg/dL) 3.3 mmol/L (129 mg/dL)

“AD, coronary artery disease: MDL-C. high-density ipcprotein cholestercl; LOL-C. low-deraity Spoprotein cholestercl; ML myocardial infarcton

ESC Congress 2022 Barcelona e @
Onsite & Online



PACIENT AMB HIPERCOLESTEROLEMIA FAMILIAR | INTOLERANCIA A ESTATINES

KLINIKUM campus Grofihadem
LM_u_ DER UNIVERRITAT MONCHEN | Meq:.f_}mscr‘/_- Kflﬁ!k Uﬂd Podiklingk IV

Female, 62 y, Familial Hypercholesterolaemia

* Addition of bempedoic acid 180 mg/day
« Well tolerated
* Reevaluation after 3 months

Findings (on ezetimibe in combination with bempedoic acid):

* Lipids

* Total cholesterol 4.6 mmol/L (176 mg/dL)

* Triglycerides 0.9 mmol/L (77 mg/dL)

« LDL-C 2.4 mmol/L (92 mg/dL) (4.5 mmol/L;172 mg/dL)
« HDL-C 1.7 mmol/L (65 mg/dL)

* Non-HDL-C 2.9 mmol/L (111 mg/dL)

* Normal kidney and liver function tests

* Normal CK

* Uric acid 4.8 mg/dL

creating kinase; MDL-C, high-dersity lipoproten cholesterol. LOL-C. iow-denstty lpoprotein cholestarcl

ESC Congress 2022 Barcelona e @
Onsite & Online



CAS CLINIC

Home 71 anys

HTA tractada amb enalapril 15 mg/dia amb controls optims
Hipercolesterolemia: c-LDL 160 mg/dL, TG normals i cHDL en limit baix

No diabetes. No historia familiar de malaltia CV. Normopes.

Dieta correcta. Activitat fisica > 3h/setmana.

TAC coronari: aterosclerosi coronaria “moderada” detectada el 2016 a rel d’una
pleuropericarditis

Eco TSA: aterosclerosi carotidia “moderada”



CAS CLINIC

Home 71 anys

HTA tractada amb enalapril 15 mg/dia. Refereix ben controlada

Hipercolesterolemia amb c-LDL 160 mg/dL, TG i cHDL dintre de la normalitat

No diabetes. Normopes. Dieta correcta. No historia familiar de malaltia CV. Dieta correcta. Activitat fisica > 3h/setmana.
TAC coronari: aterosclerosi coronaria “moderada” detectada el 2016 a rel d’'una pleuropericarditis

Eco TSA: aterosclerosi carotidia “moderada”

Tractaments i evolucio

- Simvastatina 40 mg/dia: intolerancia digestiva

- Atorvastatina 80 mg disminucié del c-LDL del 50% (80 mg/dL). Posterior debilitat muscular i
dificultad per mantenir 'activitat fisica prévia (motanyisme, squash) que va remetre al
interrompre l'atorvastatina.

- Rosuvastatina-ezetimiba, incloint tractaments intermitents: intolerancia muscular

- Fluvastatina prolib 80 mg/d-ezetimiba 10 mg/dia: bona tolerancia inicial i el seglient perfil
lipidic: C-LDL 101 mg/dL; c-HDL 37,4 mg/dL (no TG). CK normal.

Posteriorment intolerancia muscular

- Denegacio del tractament amb iPCSK9.

Fa 6 setmanes va comencar acid bempedoic 180 mg/dia que ha tolerat bé. Pendent analitica
de control.

OD: Hipercolesterolemia poligenica. HTA. Ateromatosi subclinica generalitzada. Intolerancia
a estatines-ezetimiba.



CONTROL DEL TRACTAMENT AMB ACID BEMPEDOIC

Renal impairment All patients
» No dosage adjustment » Assess serum uric acid when
necessary clinically indicated
 Not studied in end-stage o
renal disease . Prior history of gout
» Increased vigilance for
. Hepatic impairment hyperuricemia and gout
» No dosage adjustment

Patients > 60 years of age,
taking corticosteroids or
fluoroquinolones, with renal
failure, and a history of
tendon rupture

« Warn of potential for tendon
rupture and advise patients
to rest at first sign of
tendinitis or tendon rupture

necessary

* Not studied in patients with
severe hepatic impairment
(Child-Pugh Class C)

No Concerns Monitor

Ballantyne CM et al. Cardiovasc Drugs Ther 2021,;35:853—-864



CONTROL DEL TRACTAMENT AMB ACID BEMPEDOIC

Patients > 60 years of age, taking corticosteroids or
fluoroquinolones, with renal failure, and a history of
tendon rupture

* Discontinue if tendon rupture occurs
* Consider discontinuing if joint pain, swelling, or joint
inflammation occurs in any patient

. Taking simvastatin dose > 20 mg or pravastatin > 40 mg
* Avoid concomitant use with bempedoic acid
+ Consider lowering dose or switching statin

. Pregnant

 Discontinue bempedoic acid unless
the benefits of therapy outweigh the
potential risk to the fetus

Breastfeeding
« Not recommended during
bempedoic acid treatment

Discontinue

Ballantyne CM et al. Cardiovasc Drugs Ther 2021,35:853-864



EFECTE DE ’ACID BEMPEDOIC SOBRE ELS VALORS DE LABORATORI

(conjunt global de pacients)

Parameter Exposure-adjusted incidence per 100 person-years (n)
ASCVD/HeFH on statins pool Statin intolerant pool
Bempedoic acid Placebo Bempedoic acid Placebo
(n =2009) (n =999) (n =415) (n =198)

ALT and/or AST>3 x ULN* 0.6 (13) 0.3 (3) 2.8 (5) 0

ALT and/or AST>5 x ULN* 024 0.2 (2) 1.1 (2) 0

Blood creatinine levels increased 0.9 (16) 0.4 (4) 1.8 (3) 0

Blood urea levels increased 0.2 (3) 0.1 (1) 0 0

Blood unc acid levels increased 1.8 (33) 0.4 4) 10.7 (18) 24 (2)

Creatine kinase >5 x ULN? 0.3(7) 0.2 (2) 0.6 (1)

ALT alanine aminotransferase, AST aspartate aminotransferase, ULN upper limit of normal

? Patients with repeated and confirmed elevations in aminotransferase or creatine kinase levels

Ballantyne CM et al. Cardiovasc Drugs Ther 2021,;35:853—-864



Real-world utilization of bempedoic acid in
an academic preventive cardiology practice

N
Age - years*
Female sex, N (%)
Race, N (%)
White
Black
Asian
Pacific islander
ASCVD, N (%)
CAD, N (%)
CVD, N (%)
PAD, N (%)
Polyvascular, N (%)
Revascularization, N (%)
ASCVD risk factors, N (%)
Hyperlipidemia
FHT
Hypertension
Diabetes
Obesity
Current tobacco use
Family history ASCVD
Statin intolerance
ASCVD and FH, N (%)

73
65.9 & 9.9
61 (83.6)

65 (89)

3 (4.1)

3 (4.1)

2 (2.7)

65 (89)

58 (79.5)
8 (11)

30 (41.1)
25 (34.2)
18 (24.7%)

73 (100)
47 (64.4)
35 (47.9)
8 (11)
26 (35.6)
2 (2.7)
65 (89)
54 (74)
40 (54.8)

Lipid parameters at baseline
Total cholesterol (mg/dL)*

LDL-C (mg/dL)*
HDL-C (mg/dL)*
Non-HDL-C (mg/dL)*
Lp(a) (mg/dL)* ¢
Triglyceride (mg/dL)*

Baseline lipid-lowering therapies, N (%)

Statins
High-intensity
Moderate-intensity
Low-intensity

Ezetimibe

PCSK9i

BAS

Niacin

Fibrate

O3FA
IPE

Supplements*

Lipoprotein Apheresis

210 + 56
120 + 47

59 + 16

150 + 53

24 (9-85)
137 (89-187)

19 (26)
7 (9.6)

9 (12.3)
3 (4.1)
37 (50.7)
38 (52.1)
6 (8.2)

8 (11)

4 (5.5)
24 (32.9)
9 (12.3)
15 (20.5)
3 (4.1)

Oregon Health & Science University (OHSU)
Center for Preventive Cardiology (CPC).
Knight Cardiovascular Institute
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Journal of the American Heart Association BRIEF COMMUNICATION

Factors Associated With Enhanced
Low-Density Lipoprotein Cholesterol
Lowering With Bempedoic Acid

ANALISI MULTIVARIABLE SOBRE LA CONSECUCIO
DE ALMENYS UN 30% DE REDUCCIO DEL C-LDL
AMB L'ACID BEMPEDOIC (VARIABLES BASALS )

Female vs Male 1 |—0—| P =0.0096
History of Diabetes —e—i P =0.0021
Absence of Statin Use —e—— P < 0.0001 %
Baseline Ezetimibe Use —e— P =0.0014 g 20
Baseline hsCRP Level I.-I P =0.0003 "
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OR (95% Cl)
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At least a 30%

Reduction in LDL-C

(Comparable to a moderate or

high-intensity statin)

50.9

246

3.8

With Statin No Statin

n=1944 981 377

186

[l Bempedoic Acid

Post hoc analysis using pooled data from 4 phase 3 studies (n=2321)

Patients, %

PROPORCIO DE PACIENTS QUE ACONSEGUEIXEN
ALMENYS UN 30% O UN 50% DE REDUCCIO DEL
C-LDL AMB ACID BEMPEDOIC O PLACEBO

At least a 50%
Reduction in LDL-C

(Comparable to a high-intensity statin)

20 -

9.5

41 37

With Statin No Statin

n=1944 981 377 186

[] Placebo

Ballantyne CM et al. ] Am Heart Assoc 2022; 11:e024531. DOI: 10.1161/JAHA.121.024531



Combination lipid-lowering therapy as first-line

strategy in very high-risk patients
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Cardiovascular risk
assessment

Very High Extremely high risk
CVD Risk patient&

Start statin +
ezetimibe™ + PCSK9
| targeted therapy# |

Start statin +
ezetimibe®

v

VIEWPOINT
Epidemiology and prevention

-

Reduction <50% ) 5 * In statin-intolerant patients consider ezetimibe +\
OR Reduction >50% & bempedoic acid or PCSK9 targeted therapy

[Rleeeiamua] |(LDLCslenmoll]

& Extremely high risk = post ACS + history of

other vascular event/peripheral artery disease/
. A polyvascular disease/multivessel coronary artery
Add PCSK9 disease/familial hypercholesterolemia
1 No further action
| targeted therapy# or needed # monoclonal antibodies directed against PCSKS

| bempedoic acid | L

or PCSK9 siRNA therapy

/

Ray KK et al. European Heart Journal (2022) 43, 830-833



PRINCIPALS INDICACIONS DEL ACID BEMPEDOIC

1. Hipercolesterolemia familiar heterozigota o malaltia
cardiovascular aterotrombotica amb C-LDL for a d’objectius
després de prendre estatines a la dosi maxima tolerada
associades o no a ezetimiba

2. Hipercolesterolemia familiar heterozigota o malaltia
cardiovascular aterotrombotica i intolerancia o
contraindicacio a la dosi maxima d’estatines que no poden
rebre tractament amb un iPCSK9



