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According to the 2019 ESC/EAS guidelines, less than half (41%)
of Belgian patients achieved their risk-based LDL-C goal - DA VINCI study
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- Data for patients from Belgium were extracted for this country-specific analysis.

0 Primary endpoint was the proportion of patients who achieved 2016 ESC/EAS risk-

°°'°‘(‘:’Z g'zs)e"se Pe“phe'a('na':‘%a)' S—_ Ce’eb’w(f:‘g;')d'sease based LDL-C goals; attainment of 2019 risk-based LDL-C goals was evaluated post
hoc.

*Patients (n = 410) were receiving stabilised LLT at LDL-C measurement and had data available to assess risk-based goal attainment.

LDL-C:low-density lipoprotein cholesterol; LLT: lipid-lowering therapy

van de Borne P. and al. Acta Cardiol. 2022 Apr 20:1-10.



The most frequently prescribed regimen at LDL-C measurement was
moderate-intensity statin monotherapy (58.5%) - DA VINCI study

100 LLT treatment patterns at LDL-C measurement
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Low-intensity Moderate-intensity High-intensity Ezetimibe PCSKSi Other LLT®
statin monotherapy statin monotherapy statin monotherapy combination® combination® (n = 30)
(n=9) (n = 240) (n = 96) (n=34) (n=1)

« Out of 184 secondary prevention patients on stabilised LLT, the majority were receiving moderate- (50.5% [93/184]) or high-intensity statin
monotherapy (36.4% [67/184]).

* Only 8.3% of patients were receiving ezetimibe combination therapy and only one patient (0.2%) received PCSK9i combination therapy

b Ezetimibe combination: patients who were treated with ezetimibe plus a statin of moderate, high or unknown intensity.
¢ PCSK9i combination: patients who were treated with PCSKO9i plus a statin of low-, moderate-, high-, or unknown intensity; PCSK9i plus ezetimibe or PCSKO9i plus a statin and ezetimibe.
d Other LLT: ezetimibe without statin or PCSK9i, PCSK9i without statin or ezetimibe, ezetimibe plus low-intensity statin, unknown intensity statin without ezetimibe or PCSKO9i or other LLTs such as fibrates, fish oil etc.

LDL-C:low-density lipoprotein cholesterol; LLT: lipid-lowering therapy; PCSK9i: proprotein convertase subtilisin/kexin type 9 inhibitor.
van de Borne P. and al. Acta Cardiol. 2022 Apr 20:1-10.



Therapeutic combinations to help your patients to achieve their goals:
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Treatment LDL-C
reduction (%)
Bempedoic acid 17-27%
- In statin-naive patients ~25%
- on top of statins ~18%
| Ezetimibe + bempedoic acid 38% |
- In statin-naive patients ~40%
- on top of statins ~35%
Low-intensity statin + bempedoic acid ~40-45%
Low-intensity statin + ezetimibe + bempedoic acid ~55-60%
Moderate-intensity statin + bempedoic acid ~50-55% Baseline LDL-C concentrations and % reduction required to reach treatment
Moderate-intensity statin + ezetimibe + bempedoic acid 64% targets (55 mg/dL)
| High-intensity statins + bempedoic add ~65% | : : S—
[ High-intensity statins + ezetimibe + bempedoic acid ~70-75% | Baseline LDL-C Redgctnon Therapeutic regimens
Ezetimibe + bempedoic acid + PCSK9 targeted therapy 80-85% mg/dL (mmol/L) required (¥)
approach 90-100 (2.3-2.6) 40% FDC (bempedoic acid + ezetimibe)
High-intensity statins + ezetimibe 4+ bempedoic acid >85% <110(2.8) 50% High-intensity statin
+ PCSK9 targeted therapy approach 110-160 (2.8-4.1) 65% FDC (High-intensity statin + ezetimibe)
110-185(2.8-4.8) 65-70% High intensity statin + bempedoic acid
LDL-C potential reduction of bempedoic acid in monotherapy and in combination with different lipid 160-220 (4.1-5.7) 75% High intensity statin + FDC (bempedoic acid
Iower[ng Qrugg based on thg available_ data (the size of the LDL-C reduction for some recommended + ezetimibe)
combinations is an assumption and still needs to be confirmed). -
220-370 (5.7-96) 85% High intensity statin + ezetimibe + PCSK9
FDC, Fixed dose combination. ta.rget.ed apProaCh .theré‘py . .
400(10.3) >85% High intensity statin + FDC (bempedoic acid
+ ezetimibe) + PCSK9 targeted approach
therapy

Banach M and al. Prog Cardiovasc Dis. 2023 Mar 7:S0033-0620(23)00026-9.
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Medication Possession Ratio (MPR) = ratio moyen
dispensation/prescription = correspond au nombre de jours durant
I'annee ou le patient a consomme les traitements prescrits.

UNE FAIBLE OBSERVANCE DANS TOUTES LES PATHOLOGIES

Nombre de patients observants sur 100 patients dans la pathologie

Hyper, tgnsmn Ostéoporose Diabete Insuﬁjsance Asthme Hypercholestérolémie
Artérielle de type 2 cardiaque |

§ig 4l

'ms ea t Cercle de réflexion
INTELLIGENCE APPLIED.

de I'industriz pharmaceutique

Sources : MPRsc = 80% - calcul sur données des bases

LifeLink et EPPM d’IMS Health




Effectiveness of adherence to lipid lowering therapy on LDL
cholesterol in patients with very high cardiovascular risk:
A real-world evidence study in primary care (n=18423)

99.9% of patients had previous major CV events:
At 3 months: 61% Proportion of Days Covered > 80%
At 6 months: 55% Proportion of Days Covered > 80%

High adherence:
2,3 times higher probability to reach therapeutic LDL-C at 3 months
2,7 times higher probability to reach therapeutic LDL-C at 6 months

Poor adherence was slightly more prevalent if treated with less effective statins,
and at both low and maximal dosage regimens.

V .Guglielmi. Atherosclerosis 263 (2017) 36e41 IMS Health Longitudinal Patient Database . ICD9CM codes. Italy.



Table 4. Statin, ezetimibe and PCSK9i adherence in the overall patient populations and in relevant high/very high risk subgroups.

Study Country Statin adherence Ezetimibe adherence PCSK9i adherence
Garcia-Gil et al. 2016 Spain MPR >70%: 51.81% - -
Casula et al. 2016"7 Italy MPR >80%: 45.6% MPR >80%: 48% -
Danese et al. 2017% UK MPR >80% MPR >80% -
Prior vasc: 71.3%; prior DM: Prior vasc: 69.4%; prior DM:

67.9%; prior vasc + DM: 69.3%; prior vasc + DM:

71.8%; other HR: 68.5%; 65%; other HR: 64.6%; 2nd

2nd CVE: 71.7% CVE: 70.3%
Guglielmi et al. 2017% Italy Overall PDC >80%: 61% at PDC >80% at 3 months: E

3 months; 55.1% 63.90% simvastatin/

at 6 months ezetimibe; 67.74%

ezetimibe monotherapy
Saborowski et al. 2018*' Germany - 87% self-reported (27/31
respondents)

Munkhaugen et al. 2020°® Norway 50% highly adherent on high =

intensity statin treatment

(7/7 days in

previous week)
Piccinni et al. 2020%° Italy = = PDC >75% adherence

() (0) 80.1% overall

Barrios et al. 2020°' Spain +/- 45:70%’ +/- 48-70A’ Adequate: 92.3%

Abbreviations. CVE, Cardiovascular event; DM, Diabetes mellitus; HR, High risk; MPR, Medication possession rate; PDC, Proportion of days covered;
Vascular disease.

V. Barrios et al., Lipid management across Europe in the real-world setting: a rapid evidence review. Current Medical Research and Opinion, DOI: 10.1080/03007995.2021.1973396.



Causes, conséquences et solutions relatives a la non-observance thérapeutique.

CAUSES EN RELATION AVEC
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ACTIONS CIBLANT

Systeme =
systeme
de soins.

Systeme =
systeme
de soins.

A.J. Scheen et al. Non-observance thérapeutique : causes, conséquences, solutions Rev Med Liége 2010; 65 : 5-6 : 239-245



Prospective follow
up of 542
hospitalized
patients with
angiographically
documented CHD:
medication at
discharge and
after 3and 12
months.

Reduction
in LLT in
% from

discharge

to
12-month

follow-up.
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S. Stephan Wallmuth et al. Adherence To Lipid-Lowering Therapy In Patients With Coronary Heart Disease (CHD) From The State Of Saxony-Anhalt, Germany.

Vascular Health and Risk Management 2019:15 477-483



Cumulative survival

1,07

0,87

0,67

0,47

U2

0,07

p=0.001

—— + Statin therapy
unchanged
(adherent group)

— | + Statin therapy

—stopped (non-
adherent group)

Univariate Kaplan—Meler
analysis + log rank test:
mortality increased after statin
therapy was stopped (p=0.001).

S. WaBmuth et al.
Adherence To Lipid-
Lowering Therapy In

Patients With Coronary
Heart Disease From The
State Of Saxony-Anhalt,

10

20

30 40 50 60 GermanY Vascular Health
and Risk Management

Weeks 2019:15 477-483



Multivariate Cox regression : negative adherence to
lipid-lowering therapy = HR of 1.78 for combined endpoint
(stroke + myocardial infarction + cardiac death)

Table 5 Multivariate Cox Regression Analysis

HR Lower | Upper | p-
Cli Cl Value

Negative adherence to lipid-

lowering therapy

Coronary artery bypass 1.430 | 0.872 2.344 0.156

surgery

Atrial fibrillation 1.062 | 0.552 |.460 0.664

Peripheral artery disease 1.208 | 0.738 2221 0.380 g%:?{f%ii{%?;
Hyperlipidemia 0.690 | 0.435 1.094 0.115 W

Germany Vascular Health

Abbreviation: HR, hazard ratio. LLT: lipid-lowering therapy and Risk Management

2019:15 477-483



Impact of Postdischarge Statin Withdrawal on Long-Term
Outcomes in Patients With Acute Myocardial Infarction

3,807 patients in the Korean multicenter registry who survived for 1 year after AMI. All prescribed statin at discharge and
divided into 2 groups on the basis of statin withdrawal history = at least one incidence of statin discontinuation
at an outpatient department or during rehospitalization

— = 30 9
X — Statin withdrawal (+) = — Statin withdrawal (+)
> --- Statin withdrawal (-) 9; --- Statin withdrawal (-)
g - =120 -
= Log rank p < 0.001 é Log rank p < 0.001
©
> -
£ s |-
8l | —T o | _  ——
O 1 E ] | -m‘------:--— -
1 2 3 4 1 2 3 =
Years after AMI Years after AMI
No. at risk Analysis by propensity score matching did not affect the results.
Withdrawal (+) 603 538 429 279 603 546 445 299
Withdrawal (-) 3204 2948 2268 1559 3204 2989 2385 1642

MC Kim et al. Am J Cardiol 2015;115:1-7.



CALCUL DES COUTS DE LA COMPLICATION

LIEE A LA MAUVAISE OBSERVANCE
(PAR PATHOLOGIE)

Population traitée’

X

Proportion de patients
non-observant?

X

Différentiel de risque de présenter la

complication considérée dans I'année

entre patients observants et patients
non-observants'

X

Colt individuel de la complication
considérée?

Colt total

(2) : source : résultats chiffrés de la premiére partie de I'étude
(3): source : bases IMS, Tarifs assurance maladie, IRDES

(1) : source : revue de la littérature

imshealth

Cercle de réflexion
de l'industriz pharmaceutique



Recours aux soins d’'urgence (hospitalisation) : PMSI - MCO (Programme de médicalisation des systémes

Recours aux stratégies médicales supplémentaires : EPPM et SPR (Suivi du porté au remboursement)
d'information)

Recours aux soins médicaux : EPPM (Etude permanente de la prescription médicale)

LES COUTS DES COMPLICATIONS PAR PATHOLOGIE (EN MILLIONS D’EUROS)

Dépenses de biens et services médicaux pour une année

Hypercholestérolémie
(infarctus du myocarde)

1382

Diabéte du Type 2
(maladies coronariennes)

1463

) Hypertension Artérielle

f Ostéoporose (Accident Vasculaire Cérébral)
(fractures osteoporotlg l18es1) i | 4 400

Asthme
(état de mal asthmatique sévere) l/t.
207 4

Insuffisance cardiaque
(cedeme pulmonaire)

1592

imshealth’ CRIP..

xion
de I'industriz pharmaceutique



Principaux facteurs susceptibles d’influencer I’'observance
thérapeutique

* Patient * Traitement
- age - efficacite

- contraintes socio-professionnelles : : - o e
. . - tolérance (manifestations indésirables)
- connaissances et croyances (y compris entourage) , . : .
- galénique (taille du comprimé, ...)

- niveau d’anxiété et statut émotionnel (dépression) e .
- nombre de prises journaliéres

* Maladie - durée
- Intensite des symptomes
- gravité, pronostic (?) .
: dum@i;:naladmuhmmquﬁs) - cout
. S * Médecin
- nature (maladies psychiatriques)
* Systeme de soins
- 1solement relatif du médecin
- coordination entre les soignants
. . , . - y qe |
- dossiers médicaux électroniques («Dossier Médical Global) POSEZ LA QUESTION
. . PAS DE DIFFICULTE A
- financement en fonction des performances PRENDRE VOTRE

- comeédications

- relation de confiance
- motivation, force de conviction
- communication (intérét pour 1’observance)

A.J. Scheen et al. Non-observance thérapeutique : causes, conséquences, solutions Rev Med Liége 2010; 65 : 5-6 : 239-245 TRAITEMENT ?



IS THERE
A MAGIC TOOL
TO IMPROVE
COMPLIANCE ?
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YES:
YOURSELF !




Physician motivation plays a key part |

Motivated physician h

More confidence & optimism h

More empathetic & supportive h

Higher rates of control

“...a positive, optimistic, motivated perception of therapy and its management...is
associated with higher probability of control in patients”

Consoli et al. J Hypertens 2010;28:1330-9.



Recherche

‘Statine danger’
09-05-2023

wo https://www.medisite.fr > cholesterol-cholesterol-les-principaux-dangers-des-statines.5151644.4...

Cholesterol : les principaux dangers des statines - Medisite

Un des effets secondaires les plus fréequents lors de la prise de statines est une atteinte musculaire qui
peut parfois étre sévere. La toxicité des statines pour les muscles a été démontrée, et...

iF https://sante.journaldesfemmes.fr » fiches-medicaments » 2838869-statines-effets-secondaires

Statines : crampe, douleur, quels effets secondaires - Journal des Fe...

2 aolt 2022 - " Les principaux effets secondaires indésirables des statines sont des problemes
musculaires qui surviennent chez 5 a 9 % des patients ", répond le spécialiste. Il peut s'agir de crampes,
de courbatures excessives, plus rarement de baisse de force musculaire.

O https://www.doctissimo.fr > html > dossiers > cholesterol » 8281-cholesterol-rhabdomyolyse.htm

Effets secondaires des statines - Dangers des statines - Doctissimo

Plus recemment, un document de la Haute autorité de sante daté de février 2017 souligne que parmi
les effets indésirables des statines, des atteintes musculaires (myalgies et rhabdomyolyses) ont été

observées sous €zétimibe seul ou associé a une statine chez 5 a 10 % des patients.

uF https://sante.journaldesfemmes.fr > fiches-medicaments » 2850945-medicament-anti-cholestero...

Medicament anti cholestérol : statines, quand, dangereux

28 sept. 2022 - L'association d'un fibrate et d'une statine (ou de deux fibrates) est potentiellement
dangereuse, pouvant notamment provoquer une rhabdomyolyse (toxicité musculaire). De méme, dans
certains cas comme lors d'atteintes hépatiques ou de grossesse, |'association de |'ezetimibe avec une
statine est aussi contre-indiquée.



Recherche

‘acide bempedoique
danger’

09-05-2023

© fmedic.org > utilisations-de-lacide-bempedoique-effets-secondaires-et-avertissements

Utilisations de |'acide bempédoique, effets secondaires et ...

4 sept. 2022 - Les effets secondaires courants de l'acide bempédoique peuvent inclure : douleur au
dos, a I'épaule, aux jambes ou aux bras; spasmes musculaires; Douleur d'estomac; anémie; tests
anormaux de la fonction hépatique; respiration sifflante, toux, congestion thoracique ; ou symptémes
du rhume tels que ...

https://www.louvainmedical.be » fr > article » acide-bempedoique-nouvelle-option-therapeutique...

Acide bempédoique: nouvelle option thérapeutique pour améliorer ...

Contrairement aux statines, dont |'activité pharmacologique au niveau musculaire est a l'origine d'effets
secondaires indésirables, I'acide bempédoique ne présente donc que peu voire aucun risque
d'affections musculaires et peut donc étre co-administré avec des statines sans risquer d'engendrer ou
d'accentuer des effets defavorables au niveau ...

W https://frwikipedia.org » wiki» Acide_bempédoique

Acide bempédoique — Wikipéedia

Les plus lrequents elfels secondaires de 'acide bempédoique sonl les infections urinaires et I
hyperuricémie 5 . Notes et références [ modifier | modifier le code] 1 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

@ https://www.pourquoidocteur.fr > Articles » Question-d-actu » 28565-Cholesterol-nouveau-medic...

Cholestérol : un nouveau méedicament pourrait remplacer les statines

Mais elles peuvent avoir des effets indésirables de plusieurs types : des atteintes musculaires,
hépatites, ou méme générer un risque de diabéte. Une étude vient d'étre menée pour tester...



Table 2. Treatment-Emergent Adverse Events M. Banach et al. JAMA Cardiol. 2020;5(10):1124-35.

Patients, No. (%)

Bempedoic acid Placebo
Event (n = 2424) (n=1197) P value
“Overview of TEAEs
Any 1771 (73.1) 868 (72.5)
Serious 341 (14.1) 159 (13.3)
Associated with study drug 583 (24.1) 243 (20.3) .01
Drug discontinued due to a TEAE 273 (11.3) 93 (7.8) .001
Fatigue 54 (2.2) 42 (3.5) .03
TEAES of special interest©

Myalgia No muscle side effects 118 (4.9)
Muscle spasms No muscle side effects 89 (3.7)
Pain in extremity 75 (3.1) +1,3% 21 (1.8) .02

Muscular weakness No muscle side effects 13 (0.5)

New-onset or worsening diabetes No diabetes 96 (4.0)



ESTABLISHED IN 1812 APRIL 13, 2023 VOL. 388 NO. 15

Bempedoic Acid and Cardiovascular Outcomes
in Statin-Intolerant Patients

“statin-intolerant” patients at high risk for, cardiovascular disease
(70% secondary prevention, 45% diabetic, 11% ezetimibe, LDLc 139 mg/dl)

o .
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A Four-Component MACE (Primary End Point)
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Months since Randomization

No. at Risk

Placebo 6978 6828 6883 6536 6368 6193 5321 2649 1279 554 62
Bempedoic 6992 6859 6745 6604 6457 6298 5453 2724 1317 591 80
acid
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D Coronary Revascularization
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No. at Risk

Placebo 6978 6803 6623 6469 6289 6104 5200 2582 1247 527 57
Bempedoic 6992 6832 6689 6520 6355 6190 5346 2661 1273 573 74
acid

Cardiovascular Death

1004 109 HR1.04 (95% CI 0.88 - 1.24)
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Bempedoic acid vs.
Placebo
Hyperuricemia:
(10.9% vs. 5.6%)
Gout:

(3.1% vs. 2.1%)
Cholelithiasis:
(2.2% vs. 1.2%)

N Engl ] Med 2023;388:1353-64.

60



WHAT CAN
YOU DO
?

BE CONVINCED AND YOU WILL
CONVINCE
EDUCATE YOUR PATIENT
USE FIXED-DOSE COMBINATION

%
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