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Cardiovascular Prevention
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CARDIOVASCULAR DISEASE
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cular diseas a group of disorders of the heart and blood vessels,
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Clear relationship between LDL-C and risk of CV events

LDL is the main driver for atherosclerosis: 4 compelling lines of evidence
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Time-Exposure to Low LDL-C
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2019 ESC/EAS Dyslipidemia Guidelines

@ESC ESC/EAS GUIDELINES
European Heart Journal (2019) 00, 1-78 e5tey,
European Society doi:10.1093/eurheartj/ehz455 N Y
of Cardiology : H

2019 ESC/EAS Guidelines for the management
of dyslipidaemias: lipid modification to reduce
cardiovascular risk

The Task Force for the management of dyslipidaemias of the
European Society of Cardiology (ESC) and European
Atherosclerosis Society (EAS)

Authors/Task Force Members: Francois Mach* (Chairperson) (Switzerland),
Colin Baigent* (Chairperson) (United Kingdom), Alberico L. Catapano*
(Chairperson) (ltaly), Konstantinos C. Koskinas (Switzerland), Manuela Casula’
(Italy), Lina Badimon (Spain), M. John Chapman' (France), Guy G. De Backer
(Belgium), Victoria Delgado (Netherlands), Brian A. Ference (United Kingdom),
lan M. Graham (Ireland), Alison Halliday (United Kingdom), Ulf Landmesser
(Germany), Borislava Mihaylova (United Kingdom), Terje R. Pedersen (Norway),
Gabriele Riccardi' (Italy), Dimitrios ). Richter (Greece), Marc S. Sabatine (United
States of America), Marja-Riitta Taskinen' (Finland), Lale Tokgozoglu' (Turkey),
Olov Wiklund' (Sweden)

@ESC EAS

European Society
of Cardiology

Treatment goals for LDL-C across categories of EAS @1\ @ESC

European Society

total cardiovascular disease risk of E o
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. *DMw/otarget organ damage, with DM

K duration210years or otheradditional risk factor
& >50% = *ASCVD (clinical/imaging)

reduction / *SCORE 210%
f baseli S — *FH with ASCVD orwith another major risk factor
el 1.4 mmol/L Very-High *Severe CKD (eGFR <30ml/min)
(55 mydL) N *DIMI& target organ damage: 23 major risk factors; or

S

/
S

Jearly onset of TIDMof long duration (>20years)

S

A
Llow Moderate High  very-High CVRisk

2019 ESC/EAS Guidelines for the management of dyslipidaemias: lipid modification to reduce
cardiovascular risk (European Heart Journal 2019 -doi: 10.1093/eurheartj/ehz455)

©ESC

www.escardio.org/guidelines

Eur Heart J 2020;41:111



Intensity of pharmacological LDL-C lowering

Intensity of lipid lowering treatment

Treatment Average LDL-C reduction
Moderate intensity statin = 30%

High intensity statin = 50%

High intensity statin plus =~ 65%

ezetimibe

PCSK9 inhibitor = 60%

PCSK9 inhibitor plus high intensity statin = /5%

PCSK9 inhibitor plus high intensity statin =~ 85%

plus ezetimibe

Eur Heart J 2020;41:111-188



DA VINCI study demonstrates current gaps in reaching
2016 and 2019 ESC/EAS LDL-C goals

Overall, 54% attained In patients with

%‘irg‘” rlsik-based established ASCVD,
L 51863/ Only 33% 2019 goal attainment was
ow risk: 63%; : -
moderate risk: 75%; e SVEE approximately
high risk: 63%; 2019 goal half that of 2016
very high risk: 39% (18% vs 39%, respectively)

Potential reasons for failure to achieve ESC/EAS guideline recommended LDL-C values
Lack of HCP familiarity with guidelines Patient reluctance to be treated with

High cost of medications such as PCSK9 high-intensity LLT
mAb inhibitors Concern about statin-related AEs

The authors concluded that “even with optimized statins, greater utilization of non-statin LLT is likely

needed to reduce these gaps for patients at highest risk”

Eur J Prev Cardiol August 2020



LDL-C: should we go lower after ACS ?

Low-density lipoprotein cholesterol reduction
and statin intensity in myocardial infarction
patients and major adverse outcomes: a
Swedish nationwide cohort study

Jessica Schubert ® '#, Bertil Lindahl ® 12, Hikan Melhus ® !, Henrik Renlund ©® 2,

Margrét Leosdottir © 34 Ali Yari © °, Peter Ueda © 4, Stefan James © 1.2
Stephanie R. Reading ® 7 Paul J. Dluzniewski’, Andrew W. Hamer’,
Tomas Jernberg ® %, and Emil Hagstr(’im"2

Adjusted hazard ratio and incidence rates for major adverse cardiovascular

events by change in LDL-C 6-10 weeks after myocardial infarction
LDL-C reduction 0.36  1.47 1.8

Adjusted hazard ratio
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Eur Heart J 2021;42:243



What are the unmet needs in LDL-C lowering?

40,607 patients post myocardial infarction

Lowest risk of MACE
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Eur Heart J 2021;42:243



LDL-C: should we go lower after ACS ?

O MACE All-cause mortality Myocardial infarction
g 30+
3 20+
2 30+
£
201 %
f_?‘g 20~
E 10 4
3 10
& 101 54
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g
n' 0- L] T T L] 0- T T T T 0 i L] L] L] L]
0 3 6 9 0 3 6 9 0 3 6 9
No. at risk MACE LDL-C change Years
—— 10262 5718 2671 689 —— < .36 mmol/L reduction
— 10152 5684 2777 759 = 0.36 - 1.17 mmol/L reduction
— 10131 5384 2475 611 === 1.17 mmol/ - 1.85 mmol/L reduction
— 10062 4794 1900 466 — > 1.85 mmol/L reduction

Figure | Kaplan-Meier curves of the cumulative incidence rates by quartile low-density lipoprotein cholesterol (LDL-C) change from index event
to the cardiac rehabilitation visit. Outcomes are assessed after the cardiac rehabilitation visit. Numbers at risk shown for MACE. MACE, major ad-
verse cardiovascular event is the composite outcome of cardiovascular mortality, myocardialinfarction, and ischaemic stroke.

Eur Heart J 2021;42:243



Statin intensity on admission, at discharge, cardiac rehabilitation,
and one year after index event among 40,607 pts post-Ml

One year after

Admission Discharge Cardiac rehabilitation visit ;
1301 300 index event
@«
27 ) No statin i3
Low intensity 262
% No statin E e @
) i Medium intensity g
-

= Low intensity - - -
. High intensity ngh-lnt_ensuy
g- Medium intensity statln

1336
[ High intensity

Only = 50% of patients receive high-intensity therapy at discharge and after 1 year

Eur Heart J 2021;42:243



Proportion of respondents (%)

Why is statins not prescribe?

80+
704
60-
50
40-
30
20-

10

Survey by the ESC/EAS among 1,271 physicians

65.4

27.8
19.2

5.4

. . —

Intolerance / perceived side effects |

Non-adherence
Patients not convinced about clinical benefit

Other

Reason for not prescribing a
statin in patients with ASCVD

Eur J Preventive Cardiology 2021;22:59
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@ ESC Burapesn Hert Jowrnal (2018) 0, 1-18 REVIEWY

European Sockely dei 101093/ cerhenni/ahy182
of Cardiology

Clinical update

Adverse effects of statin therapy: perception vs.
the evidence — focus on glucose homeostasis,
cognitive, renal and hepatic function,
haemorrhagic stroke and cataract

Frangois I"Ial:h"“r K
Alberico L. Catapa
G. Kees chingh’.
Lawrence A. Leitel
Frederick J. Raal'®
Erik S. Stroes®, Pa
Baris Gencer' Jan

European Atheros 1 No evidence thg

affect co

Muscle symptoms
Double -blind RCTs: 0.1-0.2%:
Non-blinded observational
studies: 7-29%

Effects on liver
Clinically relevant effects are
very rare (—1 per 100,000)

Dysglycaemia,
new-onset diabetes
RCTs: —0.1 per year; individuals with
metabolic syndrome or prediabetes

. are at greater risk

Eur Heart J 2018;39:2526



Perception vs evidence — The nosebo effect

Adverse events associated with unblinded, but not with
blinded, statin therapy in the Anglo-Scandinavian Cardiac
Outcomes Trial—Lipid-Lowering Arm (ASCOT-LLA):

a randomised double-blind placebo-controlled trial and
its non-randomised non-blind extension phase

Ajay Gupta, David Thompson, Andrew Whitehouse, Tim Collier, Bjorn Dahlof, Neil Poulter, Rory Collins, Peter Sever, on behalf of the

ASCOT Investigators

@ ®

CrossMark

Blinded randomised phase MNon-blinded non-randomised phase
(ASCOT-LLA)
Placebo Atorvastatin Atorvastatin Atorvastatin user
(n=5079) (n=5101) non-user (N=34950) (n=6409)
Muscle related
Patients (n) 283 298 124 161
AE rate (% per annum) 2-00% 2-03% 1-00% 1-26%
HR (95% CI) 1 1-03 (0-88-1-21) 1 1-41(1-10-1-79)
p value 0-72 0-006

Lancet 2017,389:2473



Metabolism of Cholesterol Synthesis




Metabolism of Cholesterol Synthesis

Bempedoic acid inhibits a key enzyme

Acyl-CoA

synthetase in the cholesterol biosynthesis pathway
JACILY) Citrate in the liver, while ezetimibe blocks the
absorption of dietary cholesterol and its
subsequent delivery to the liver.

ATP citrate
lyase [ACL)
Dietary Cholesterol
Acetyl-CoA
HMG-CoA
Ezetimibe binds NPC1L1
in the intestine to inhibit
Mavalonic acid X . J absorption of dietary
HMG-CoA > . cholesterol.
reductase
5 Increased LDL Clearance .
Cholesterol results in reduced plasma Excretion
o Leads to upregulation LDL-C

of LDL-R

o Decreased intracellular

cholesterol LDL-R+= LDL receptor

HMG-CoA= 3-hydroxy-3methylgluaryl-CoA

LDL-C= LDL cholesterol
ATP= Adenosine triphosphate



Bempedoic acid to reduce LDL-C

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Safety and Efficacy of Bempedoic Acid
to Reduce LDL Cholesterol

Kausik K. Ray, M.D., M.Phil., Harold E. Bays, M.D., Alberico L. Catapano, Ph.D.,
Narendra D. Lalwani, Ph.D., M.B.A., LeAnne T. Bloedon, M.S., R.D.,
Lulu R. Sterling, Ph.D., Paula L. Rebinson, M.S., and Christie M. Ballantyne, M.D.,
for the CLEAR Harmony Trial*

New Engl J Med 2019;380:1022
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CLEAR-Harmony
Efficacy endpoint

Percent Change in LDL cholesterol versus Time by Statin Intensity

10

R . -
0 —‘41‘""7""1 ’ :

]

- ————

-10

-20

Percent change in LDL cholesterol

-30

BA + high-intensity statin, n 752

Placebo + high-intensity statin, n 374

BA +low/med-intensity statin n 736

Placebo + low/medium- 368
intensity statin, n

—s— Bempedoic acid + high-intensity statin

—s— Placebo + high-intensity statin
—+—-Bempedoic acid + low/medium-ntensity statin
=« = Placebo + low/medium-intensity statin

12 16 20 24 28 32 36 40 44 48 52

Time, weeks
708 692 678
362 356 343
718 705 686
363 351 342

The LDL-C lowering effect of
Bempedoic Acid is maintained
regardless of statin intensity.

Bempedoic acid is more effective at
lowering LDL-C when combined
with low/med intensity statins.

New Engl J Med 2019;380:1022



CLEAR-Harmony
Safety Endpoints (1)

Overview of Treatment-Emergent Adverse Events’

Adverse events

Any adverse event 584 (78.7) 1167 (78.5) 1.00 (0.95, 1.04)
Serious adverse event 104 (14.0) 216 (14.5) 1.04 (0.83, 1.29)
Leading to discontinuation of study drug 53 (7.1) 162 (10.9) 1.53 (1.13, 2.05)
Death (all cause) 2(0.3) 13 (0.9) 3.24 (0.73, 14.34)
Adjudicated MACE 42 (5.7) 68 (4.6) 0.81 (0.56, 1.17)
Cardiovascular death 1(0.1) 6 (0.4) 2.99 (0.36, 24.82)
Nonfatal myocardial infarction 13 (1.8) 19 (1.3) 0.73 (0.36, 1.47)
Nonfatal stroke 2 (0.3) 5(0.3) 1.25 (0.24, 6.41)
Coronary revascularization 24 (3.2) 38 (2.6) 0.79 (0.48, 1.31)
Hospitalization for unstable angina 11 (1.5) 14 (0.9) 0.64 (0.29, 1.39)

Other MACE-related events

Noncoronary arterial revascularization 6 (0.8) 4 (0.3) 0.33 (0.09, 1.18)
Hospitalization for heart failure 1(0.1) 9 (0.6) 4.49 (0.57, 35.38)
Noncardiovascular death* 1(0.1) 2 (0.1) 1.00 (0.09, 10.99)

Non-treatment-emergent death$ 0 5(0.3) NC

Data are number of patients (percentage) unless otherwise specified. ‘Includes events occurring from the first dose through 30 days after the last dose of study drug. TRelative risks and
confidence intervals were calculated as a post hoc analysis. ¥Noncardiovascular deaths were due to septic shock secondary to cecal perforation and acute peritonitis for 1 patient in the
placebo group, and 1 case each of liver metastases of unknown primary origin and multi-organ failure in the bempedoic acid group.STreatment-emergent deaths occurred within 30 days of last
study drug dose; deaths deemed not treatment

Cl, confidence interval; MACE, major adverse cardiac events; NC, not calculated

New Engl J Med 2019;380:1022



CLEAR-Harmony
Safety Endpoints (2)

Overview of Treatment-Emergent Adverse Events of Special Interest”

Adverse events of special interest

Bempedoic acid (n=1487)

Muscular disorders 75 (10.1) 195 (13.1) 1.30 (1.01, 1.67)
Leading to discontinuation of study drug 14 (1.9) 31 (2.1) 1.10 (0.59, 2.06)
Myalgia 45 (6.1) 89 (6.0) 0.99 (0.70, 1.40)
Muscle spasms 20 (2.7) 62 (4.2) 1.55 (0.94, 2.54)
Pain in extremity 16 (2.2) 50 (3.4) 1.56 (0.89, 2.72)
Muscular weakness 4 (0.5) 9 (0.6) 1.12 (0.35, 3.63)

New onset or worsening diabetes 40 (5.4) 49 (3.3) 0.61 (0.41, 0.92)

Gout 2 (0.3) 18 (1.2) 4.49 (1.04, 19.30)

Change from baseline in uric acid — mg/dl —0.06 (0.87) 0.73 (1.11) NC

Blood creatinine increased 3(0.4) 12 (0.8) 2.00 (0.56, 7.05)

Glomerular filtration rate decreased 0 8 (0.5) NC

Neurocognitive disorders 7 (0.9) 11 (0.7) 0.78 (0.31, 2.01)

Data are number of patients (percentage) unless otherwise specified. ‘Includes events occurring from the first dose through 30 days after the last dose of study drug. TRelative risks and

confidence intervals were calculated as a post hoc analysis.
Cl, confidence interval; eGFR, estimated glomerular filtration rate; NC, not calculated

New Engl J Med 2019;380:1022



CLEAR-Harmony

Conclusions

(Efﬂcacy

* Levels of LDL cholesterol significantly reduced compared with placebo, from baseline to week 52.

* Efficacy stable regardless type or intensity of background lipid-lowering therapy. An increased efficacy
was observed with low/moderate intensity statins compared to high intensity statins.

J

Safety
* An acceptable safety profile, with no overall higher incidence of adverse effects than placebo.

* No increase in Myalgias compared to placebo?.

* Modest elevations in uric acid levels, presumably due to competition renal transporter competition.

New Engl J Med 2019;380:1022



Bempedoic acid for statin intolerance ?

m) U.S. National Library of Medicine

ClinicalTrials.gov

Find Studies v About Studies ~ Submit Studies Resources v About Site v

Home >  Search Results >  Study Record Detall Save this study

Evaluation of Major Cardiovascular Events in Patients With, or at High Risk for, Cardiovascular Disease Who Are Statin Intolerant
Treated With Bempedoic Acid (ETC-1002) or Placebo (CLEAR Outcomes)

ClinicalTrials.gov Identifier; NCT02993406

Study Design Goto | ~

Study Type @ : Interventional (Clinical Trial)
Estimated Enrollment @ : 12600 participants
Allocation: Randomized
Intervention Model: Parallel Assignment
Masking: Triple (Participant, Investigator, Outcomes Assessor)
Primary Purpose: Treatment
Official Title: A Randomized, Double-blind, Placebo-controlled Study to Assess the Effects of Bempedoic Acid (ETC-1002) on the
Occurrence of Major Cardiovascular Events in Patients With, or at High Risk for, Cardiovascular Disease Who Are Statin
Intolerant
Study Start Date @ :  December 2016
Estimated Primary Completion Date @ : December 2021
Estimated Study Completion Date @ : March 2022




Bempedoic Acid and Ezetimibe FDC:

Complementary Mechanisms of Cholesterol Synthesis Inhibition

Bempedoic acid and ezetimibe FDC combines the complementary mechanisms of cholesterol synthesis
inhibition via ACL in the liver, with inhibition of cholesterol absorption in the intestines

Bempedoic acid Ezetimibe

Inhibition of Inhibition of
cholesterol uptake of
synthesis dietary

" Reducing levels of ' cholesterol

circulating LDL-C

t

Increased expression
\, of hepaticLDL /
N\, receptors /

via ACL
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Bempedoic acid to reduce LDL

8.11 Future perspectives

8.11.1 New approaches to reduce low-density lipoprotein

cholesterol
An alternative approach targeting PCSK9 consists of RNA interfer-

—

ence. In a phase | and a phase Il trial, the small interfering RNA

inhibits the synthesis of

PCSK9—reduced LDL-C by up to 50% and the reduction was dose-
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(siRNA) molecule inclisiran—which
patients with a prior MI or stroke.

for <6 months
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NILEMDO® (bempedoic acid) and NUSTENDI® (bempedoic acid + ezetimibe)
Limites au remboursement

Adults with clinically manifest ASCVD (secondary prevention) or

Adults with HeFH (primary prevention): @ under maximally tolerated statin + ezetimibe (+ bempedoic acid)
@ LDL-C target not reached
@ in addition to a diet

ASCVD: LDL-C = 1.8 mmol/L Bempedoic acid not
HeFH: LDL-C 2 2.6 mmol/L reimbursed

statin + ezetimibe Bempedoic acid not
since 3 months? reimbursed

angiology, diabetology / endocrinology,
cardiology, nephrology, neurology or
by a recognized expert in the field of
hypercholesterolemia

car a: T Bempedoic acid not
2
Initiation by a specialist? e

No concomitant Bempedoic acid not
PCSKOi therapy? reimbursed

*With proof of efficacy (lowering of LDL-C values <10% vs.
start of therapy) within 6 months

ASCVD: atherosclerotic cardiovascular disease; HeFH: heterozygote familial Hypercholesterolemia



Approaches to reduce LDL-C levels

Small molecule

Intracellularly and
extracellularly located

Acetyl-CoA

HMG-CoA
Statins —) *

|
|

Statins

Intracellular cholesterol
depletion increases LDLR
synthesis via transcription

Cholesterol

Antibodies
@Y Extracellularly
A“*g E{ located
. v = A LDL %:F""
& & & IDIR /
” ]| Anti-PCS5K9 monoclonal
4 e antibodies
=5 Transiently block PCSK9
o “':ﬂ binding to LDLR extracellularly
= 2o

LDLR
synthesis === PCSK9 Lysosomgl
r;:ﬂ synthesis ation
= 9 o2 -30

PC5K9 mRNA
RUAYAY oAV eV eVl a VAT oW

MNucleus

PCSK9

PCSK®9 synthesis inhibitors
Long-term inhibition of PCS5K9

INSNSNININININS synthesis and all intracellular
Lo ‘;iér:]fA/ Y. and extracellular PCSK9 functions

Gene silencing
Intracellularly
(and extracellularly) located

Nature Rev Cardiol 2018;15:261



Gene-Protein Synthesis
Non-coding RNAs

Only ~2% of the human genome
encodes proteins while a

significant portion codes for
non-coding RNAs (ncRNAs)?

Small interfering RNAs
(siRNAs) are short double-
stranded ncRNAs that function
in gene silencing®3

ncRNAs are involved in gene
regulation, RNA maturation
and protein synthesis?

SiRNAs prevent protein
synthesis by degrading
unique target mRNA through
a natural mechanism called
RNA interference??

Wascul Pharmacol. 2019;114:64 2Mol Ther Nucleic Acids. 2015;4:e252 3Annu Rev Biophys. 2013;42:217



RNA Therapeutics
Synthetic small RNA

Transcription »

mRNA

In 2006, Andrew Fire and Craig Mello were
awarded the Nobel Prize for Physiology or
Medicine for their discovery of RNAI, initiating an
era of RNA therapeutics (highly specific drugs)?

RNAIi therapeutics harness the natural biologic
pathway of RNAI to regulate expression of specific
genes?

Advances in RNA therapeutics focus on gene
silencing using synthetic short ncRNA, including
SiRNA, to regulate and/or silence target genes?3

Synthetic siRNA targets a unique mRNA nucleotide
sequence and can theoretically target any gene of
interest?

The Nobel Prize in Physiology or Medicine 2006. NobelPrize.org. https://www.nobelprize.org/prizes/medicine/2006/summary

2Mol Ther Nucleic Acids. 2015;4:e252
3Cell Metab. 2018;27:714



RNA interference enables a cell to specifically shut down protein production

Transcription Translation
siRNA
Shutdown of protein production by
RNA interference
Protein

DNA mRNA
RNA interference is a natural cellular mechanism

that regulates the expression of a protein by
targeting and silencing the translation
corresponding mRNA?*2

Mol Ther Nucleic Acids. 2015;4:e252 2Annu Rev Biophys. 2013;42:217



What is inclisiran ?
Small interfering RNA

Inclisiran >

* Synthetic small interfering RNA (siRNA)
conjugated with triantennary GalNAc

carbohydratel2
* Utilizes the natural RNA interference mechanism 21-23mer double 3’
to degrade PCSK9 mRNA and prevent its strand siRNA

translation to protein?

Chemical Modifications>* ) Guide strand

* 2'-fluoro and 2'-O-methyl modifications to FEESEIIER HIENE

increase compound stability
* Backbone phosphodiester linkages modified
with phosphorothioates to protect from 3’

. . .
degradation by liver exonucleases TR A

* Triantennary GalNAc conjugation for targeted GalNAc conjugate

hepatic delivery

1Circ Res. 2017;120:1063 2N Engl J Med. 2017;376:41
3Data on file. Inclisiran. Investigator’s Brochure. Novartis Pharmaceuticals Corp; 2018 N Engl J Med. 2017;376:4




Mechanism of action
GalNAc conjugation enables rapid uptake of inclisiran into hepatocytes via asialoglycoprotein receptor (ASGPR)

v 7

'&GPR est recyclé

Le pARNi pénétre
le complexe RISC qui sépare

l Ies 2 brins
| Brin sens
. Brin
antisens
) ’.

_ 4 GalNAc se lie
a ’ASGPR

Endosome

%o, 4'6/;,:@
Le pARNi libéré dans le cytoplasme O eoc'.r@ s Le Bifi sl
GalNAC se dirige vers le complexe RISC 4;{90 dlrige le complexe RISC
est dégradé vers 'ARNm

Pas de synthése
de PCSKg

LARNm PCSKg
est clivé par le complexe RISC

Rev Med Suisse 26 mai 2021;740:1039



Inclisiran treatment
Dose & administration

Injection’? )

1.5 mL solution per syringe
* 300 mg inclisiran sodium*
*  Water as the diluent
* Sodium hydroxide and phosphoricacid (pH 7)
* Stored at room temperature

Dose regimenl? )

Treatment
initiation

Long-term treatment
Every 6 months
6 T

au 3 au 6 .
H montth months H months ?

- - |
Initial 2nd 3rd X..Dose

dose Dose Dose

Administration’2 )

Subcutaneous
injection in the
abdomen by
healthcare
professionals

1Curr Pharm Des. 2018;24:3622; 2N Engl J Med. 2017;376:4



Inclisiran clinical studies
ORION development program

Etude Phase Patients (N) | Population étudiée Durée de suivi | Critére de jugement Référence
clinique ClinicalTrials.gov
ORION-1 I 500 ASCVD ou ASCVD RE 180 jours Baisse du LDL-C NCT02597127*
ORION-2 I 4 HFHo 180 jours Baisse du LDL-C NCT02963311
ORION-3 I 490 ASCVD e ASCVD RE 48 mols Baisse du LDL-C NCT03060577
ORION-4 b 15000 ASCVD e+ASCVD RE 60 mois MACE NCT03705234
ORION-5 Il 45 HFHo 24 mols Baisse du LDL-C NCTO03851705
ORION-6 I 24 Insuffisance hépatique 180 jours Pharmacocinétique NCT04765657
ORION-7 | 3 Insuffisance rénale 60 jours Pharmacocinétique NCT03159416%°
ORION-& Il 3700 ASCVD eF ASCVD RE & HFHe/HFHo 36 mois Baisse du LDL-C NCT03814187
ORION-9 Il 482 HFHe 18 mois Baisse du LDL-C NCT03814187
ORION-10 Il 1561 ASCVD 18 mols Baisse du LDL-C NCT03399370"
ORION-11 Il 1617 ASCVD er ASCVD RE 18 mols Baisse du LDL-C NCT03400800"
ORION-12 I 48 Population saine 180 jours QT et ECG -
ORION-13 Il 12 HFHo chez I'adolescent (de 122 < 18 ans) 24 mais Baisse du LDL-C NCT04659863
ORION-14 | 40 Etude de recherche de dose - Baisse du LDL-C NCT04774003
ORION-15 I 308 Etude de recherche de dose, ASCVD 270 jours Baisse du LDL-C NCT04666298
ORION-16 If 150 HFHe chez l'adolescent (de 122 < 18ans) 24 mois Baisse du LDL-C NCT04652726

Rev Med Suisse 26 mai 2021;740:1039



Lowering PCSK9 with siPCSK9

A Placebo Group at Day 180 B Two-Dose 300-mg Inclisiran Group C Two-Dose 300-mg Inclisiran Group
The NEW ENGLAND JOURNAL of MEDICINE 3t Day 180 =t Day 240
80 30— 80—
60| 604 60
‘ ORIGINAL ARTICLE ‘ i 4?‘” PO B
= 2 = 20 S 0]
i "l | § ;.
i | ” 1l !
Inclisiran in Patients at High Cardiovascular 2 g z
. R R L R S| E 4o4e-- T 40
Risk with Elevated LDL Cholesterol N N N :
o o Mean 58.9 mg/s

8 o] & o Meanstimed A K I .. |}
Kausik K. Ray, M.D., Ulf Landmesser, M.D., Lawrence A. Leiter, M.D., £ -0 E 0 g 0
David Kallend, M.D., Robert Dufour, M.D., Mahir Karakas, M.D., Tim Hall, M.D., ‘g 7107 g 00 B 17
Roland P.T. Troquay, M.D., Traci Turner, M.D., Frank L.J. Visseren, M.D., 5 _120 & _120] § -120]
Peter Wijngaard, Ph.D., R. Scott Wright, M.D., and John J.P. Kastelein, M.D., Ph.D. © 0] “ 140 v a0
160 160 160

Efficacy: Two dose starting regimen I‘
Robust, sustained LDL-C reductions — optimal start regime
300 mg X2 9 months time adjusted
55.5% 52.6% mean 50% reduction
10 ~
L I ] 1 A S ~=-Placebo
0 ~—1 1  — I 1
-10 1 =100 mg

P-value for all comparisons to placebo <0.0001

_20 4
===200 mg
_30 4 l

40 ===300 mg

Mean percent change (+95% CI)

0 30 60 90 120 150 180 210 240 270

Days from first Injection

New Engl J Med 2017;376:1430



ORION-11: Efficacy

Durable, potent and consistent effect over 18 months

Percent change in LDL-C over time — observed values in ITT patients

i i i i

:g 0 . o — e P =@

% -20 Time-averaged A 50% A 54%

g - O —— O —(—e
- 0 3 6 9 12 15 18

Months from start of treatment

P-value for placebo — inclisiran comparison at each time point <0.00001

1. All 95% confidence intervals are less than £2% and therefore are not visible outside data points

New Engl J Med 2020;382:1507



ORION-11: Efficacy

Durable, potent and consistent effect over 18 months

A Change in LDL Cholesterol Level B Absolute LDL Cholesterol Level
20_| Placebo B 175_| Placebo
Oty O T TN S 1504
% Q .gi — 125_
SE  -20 =3
G = 1004
@ _404 . U E Inclisi
£ @ Inclisiran - nclisiran
< - 754
[T ov
s 607 =3
= cJ 50+
o @
—80- g 25+
_1'00 I T T T T 0 T T T T T
0 100 200 300 400 500 0 100 200 300 400 500
Days Days
No. of Patients No. of Patients
Placebo 240 237 238 235 233 233 229232 Placebo 240 237 238 235 233 233 2291732
Inclisiran 242 240 239 240 237 237 231232 Inclisiran 242 240 239 240 237 237 231232

New Engl J Med 2020;382:1507



ORION Phase Il pooled analysis: Efficacy

Robust {LDL-C across pre-specified sub-populations

Subgroup Inclisiran  Placebo LS Mean Percent Difference in LDL-C
N N

Overall

Overall 1833 1827 [ ] -54.1
Sex

Male 1226 1244 @ -53.8

Female 607 583 @~ -54.8
Age <65 yr or 265 yr

<65 yr 853 884 @ -54.3

265 yr 980 943 @ -53.7
Age <75 yr or 275 yr

<75yr 1593 1575 L J -54.0

275 yr 240 252 @ -55.0
Body mass index

<29.7 942 888 @ -51.6

>29.7 891 937 @ -56.8
Race

White 1670 1708 @ -54.2

Black 130 102 —@— -53.6

Other 33 17 @ -49.8
Baseline statin treatment

On statin 1686 1675 @ -54.5

Not on statin 147 152 ~—@— -48.8
Intensity of statin treatment

High intensity statin 1356 1345 L J -54.6

Not on high intensity statin 477 482 @ -52.7
Lipid management treatment (LMT)

Any statin 1686 1675 @ -54.5

Other LMT but no statin 75 62 — @ -53.9

No LMT 72 90 —@— -45.6
Metabolic disease

Diabetes 687 631 @ -56.1

Metabolic syndrome 499 526 -@- -56.2

Neither 647 670 @ -50.6

-100.0 -75.0 -50.0 -25.0 0.0 25.0
Inclisiran better Placebo better

New Engl J Med 2020;382:1507



ORION-11: Safety and tolerability

Adverse event profile similar to placebo

Safety population! — AEs in >5% patients N = 807 N = 810

Patients with at least one TEAE 655 (82%) 671 (83%)
Diabetes mellitus adverse events 94 (12%) 88 (11%)
Nasopharyngitis 90 (11%) 91 (11%)
Hypertension 54 (7%) 53 (7%)
Upper respiratory tract infection 49 (6%) 52 (6%)
Arthralgia 32 (4%) 47 (6%)
Osteoarthritis 40 (5%) 32 (4%)

1. Safety population includes all patients who received at least 1 dose of study medication
2. Other TEAEs reported with lower frequencies than 5% in any group had no clinically meaningful differences

New Engl J Med 2020;382:1507



ORION-11: Safety and tolerability

Injection site AEs localized, mostly mild and transient

Safety population? N = 807 N = 810 -

Protocol-defined skin event 4 (0.50%) 38 (4.69%) 4.19%

(Reaction, erythema, rash, pruritus, hypersensitivity)

Mild 3 (0.37%) 23 (2.84%) 2.46%
Moderate 1 (0.13%) 15 (1.85%) 1.73%
Severe 0 (0.0%) 0 (0.0%)
Persistent 0 (0.0%) 0 (0.0%)

1. Safety population includes all patients who received at least 1 dose of study medication

New Engl J Med 2020;382:1507



ORION-11: Safety and tolerability

No evidence of liver, kidney, muscle or platelet toxicity

Safety population?2 N = 804 N =811

Liver function ALT >3x ULN 4 (0.5%) 4 (0.5%)
AST >3x ULN 4 (0.5%) 2 (0.2%)
ALP >2x ULN 2 (0.2%) 1 (0.1%)
Bilirubin >2x ULN3 8 (1.0%) 6 (0.7%)
Kidney function Creatinine >2 mg/dL 11 (1.4%) 5 (0.6%)
Muscle CK >5x ULN 9 (1.1%) 10 (1.2%)
Hematology Platelet count <75x10°/L 1 (0.1%) 0 (0.0%)

1. Safety population includes all patients who received at least 1 dose of study medication
2. Patients may be counted in more than one category
3. No cases met Hy’s Law

New Engl J Med 2020;382:1507



Opportunities and challenges for the future

Efficacy of different approaches to lipid lowering

1 Tiwies ORION-4 Design

ORION-4

Patients with stable atherosclerosis @
(prior MI, prior stroke or PAD) -

1
I_Llptd-lowering therapy optimized by primary provider I

1
‘ RANDOMIZE 1:1 |

INCLISIRAN DOUBLE BLIND
300mg SC PLACEBO

(Randomization, M3, then q6M)

| | |

Median duration of follow-up

4-5 years

Primary Endpeoint: CHD death, MI, stroke or urgent coronary revasc




Inclisiran clinical studies
ORION development program

2 premieres injections suisses début mai 2021

Etude Phase Patients (N) | Population étudiée Durée de suivi | Critére de jugement | Référence
clinique ClinicalTrials.gov
ORION-1 I 500 ASCVD ou ASCVD RE 180 jours Baisse du LDL-C NCT02597127*0
ORION-2 I 4 HFHo 180 jours Baisse du LDL-C NCT02963311
ORION-3 I 490 ASCVD of ASCVD RE 48 mols Baisse du LDL-C NCT03060577
ORION-4 Ilib 15000 ASCVD e+ASCVD RE 60 mols MACE NCT03705234
ORION-5 n 45 HFHo 24 mols Baisse du LDL-C NCT03851705
ORION-6 I 24 Insuffisance hépatique 180 jours Pharmacocinétique NCT04765657
ORION-7 I 31 Insuffisance rénale 60 jours Pharmacocinétique NCT03159416*°
ORION-8 n 3700 ASCVD of ASCVD RE of HFHe/HFHo 36 mols Baisse du LDL-C NCT03814187
ORION-9 n 482 HFHe 18 mols Baisse du LDL-C NCTO3814187
ORION-10 i 1561 ASCVD 18 mois Baisse du LDL-C NCT02399370"7
ORION-11 n 1617 ASCVD of ASCVD RE 18 mols Baisse du LDL-C NCTO03400800'
ORION-12 | 48 Population saine 180 jours QT et ECG -
ORION-13 i 12 HFHo chez Fadolescent (de 122 < 18 ans) 24 mols Baisse du LOL-C NCT04659863
ORION-14 I 40 Etude de recherche de dose - Baisse du LDL-C NCT04774003
ORION-15 I 308 Etude de recherche de dose, ASCVD 270 jours Baisse du LDL-C NCT04666298
ORION-16 I 150 HFHe chez ladolescent (de 122 < 18ans) 24 mois Baisse du LDL-C NCT04652726




Inclisiran / Leqvio®
Indications cliniques / SwissMedic

LEQVIO
Composition
Principes actifs

Inclisiran (sous forme d’inclisiran sodique).

Indications/Possibilités d’emploi
Hypercholesterolemie et dyslipidemie mixte

Leqgvio est indiqueé chez 'adulte préesentant une hypercholestérolemie [incluant hypercholestérolemie

familiale hétérozygote] ou une dyslipidémie mixte, en complément d’'un régime alimentaire:

e en association avec une dose de statine maximale tolérée avec ou sans autres traitements
hypolipémiants chez les patients ayant besoin d’'une diminution suppléeémentaire du cholestérol des
lipoprotéines de basse densité (LDL-c) ou

e seul ou en association avec d’'autres traitements hypolipemiants chez les patients intolerants aux
statines ou présentant une contre-indication aux satines.

L’effet de Leqvio sur la morbiditée et la mortalité cardiovasculaires n'a pas encore ete determine a ce

jour.



Inclisiran / Leqvio®
Indications cliniques

Posologie/Mode d’emploi
Posologie usuelle
Hypercholestérolémie et dyslipidémie mixte

La dose recommandée de Leqvio est de 284 mg sous forme d'une injection sous-cutanée unique en

deébut de traitement, puis aprés 3 mois et ensuite tous les 6 mois.

En relais d’un traitement par anticorps monoclonal inhibiteur de PCSK9

Leqvio peut étre administré immédiatement aprés le dernier traitement par un anticorps monoclonal
inhibiteur de PCSK9. Afin de maintenir la diminution du LDL-c, il est recommandé d’administrer Leqvio

dans les 2 semaines suivant le dernier traitement par un anticorps monoclonal inhibiteur de PCSKO9.



Inclisiran / Leqvio®
Indications cliniques

Patients présentant des troubles de la fonction hépatique

Aucun ajustement posologique n'est nécessaire chez les patients présentant une insuffisance

hépatique légére a modérée.

Patients présentant des troubles de la fonction rénale

Aucun ajustement posologique n’est nécessaire chez les patients présentant une insuffisance rénale

Iégére, modérée ou sévére, ni chez les patients présentant une insuffisance rénale terminale.

Interactions

L’inclisiran n’est pas un substrat des transporteurs de médicaments usuels et, bien qu’aucune étude
in vitro n’ait été réalisée, il ne devrait pas étre un substrat du cytochrome P450. L’inclisiran n’est pas
un inhibiteur ni un inducteur des enzymes cytochrome P450 (incluant CYP1A2, CYP2B6, CYP2CS8,
CYP2C9, CYP2C19, CYP2D6 ou CYP3A4/5) ni des transporteurs de meédicaments usuels (incluant
OAT1, OAT3, OCT1, OCT2, OCT3, OATP1B1, OATP1B3 ou la P-gp). Legvio ne devrait donc pas
entrainer d’interactions cliniquement significatives avec d’autres médicaments.

Sur la base des données disponibles limitées, aucune interaction cliniquement significative avec

I'atorvastatine, la rosuvastatine ou d’autres statines n'est attendue.



The modern concept of lipid-lowering strategies to reduce
cardiovascular diseases

ARN':: du prix Nobel
au traitement, la cardiologie
au-devant de la scene

PPPPPP Une baisse du cholestérol LDL
de longue duree: enfin le silence

MAELLE ACHARD?, ALIKI BUHAYER®, KEVIN DOBRETZ?, Pr GEORG EHRET?, Pr FRANCOIS MACH®

Rev Med Suisse 26 mai 2021;740:1039



Novel lipid lowering drugs: PCSK9 and beyond
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Characteristics of lipoproteins

Proatherogenic Prothrombotic
KIV10
KIVg 2
¥ Plasminogen
™ Oxidized PL Kiva e
KIV7 activation
KIVE
A Foam cell i KIV5 v TEPI
formation © Kiv4
KIvV3
~ SMC ¥ Clot -
proliferation permeability
A Platelet
Kiv2
A Monocyte response
chemoattractant
KIV1
N The number of
KIV2 defines the
size of Lp(a).

0.95 —
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S
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Lipoprotein(a) and CV risk

ORIGINAL ARTICLE ‘

Genetic Variants Associated with Lp(a) 5% de la population générale !!!
Lipoprotein Level and Coronary Disease
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Lipoprotein(a) and CV risk

CURRENT OPINION
doi:10.1093/eurheartj/ehq386

@ European Heart Journal (2010) 31, 28442853

Lipoprotein(a) as a cardiovascular risk factor:
current status

Borge G. Nordestgaard '*, M. John Chapman2, Kausik Ray3, Jan Borén4,

Felicita Andreotti®, Gerald F. Watts®é, Henry Ginsberg’, Pierre Amarenco?8,
Alberico Catapano?, Olivier S. Descamps ', Edward Fisher !, Petri T. Kovanen 2,
Jan Albert Kuivenhoven '3, Philippe Lesnik?2, Luis Masana'4, Zeljko Reiner15,
Marja-Riitta Taskinen ¢, Lale Tokgézoglu!?, and Anne Tybjzrg-Hansen '8, for the
European Atherosclerosis Society Consensus Panelf
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Recommendations for lipid analysis

Recommendations for lipid analyses for cardiovascular disease risk estimation

Recommendations Class®

TCis to be used for the estimation of total CV risk by means of the SCORE system.

HDL-C analysis is recommended to further refine risk estimation using the online SCORE system.

LDL-C analysis is recommended as the primary lipid analysis method for screening, diagnosis, and management.

TG analysis is recommended as part of the routine lipid analysis process.

Non-HDL-C evaluation is recommended for risk assessment, particularly in people with high TG levels, DM, obesity, or
very low LDL-C levels.

ApoB analysis is recommended for risk assessment, particularly in people with high TG levels, DM, obesity, metabolic syn-
drome, or very low LDL-C levels. It can be used as an alternative to LDL-C, if available, as the primary measurement for
screening, diagnosis, and management, and may be preferred over non-HDL-C in people with high TG levels, DM, obesity,

or very low LDL-C levels.

Lp(a) measurement should be considered at least once in each adult person’s lifetime to identify those with very high
inherited Lp(a) levels >180 mg/dL (>430 nmol/L) who may have a lifetime risk of ASCVD equivalent to the risk associated

with heterozygous familial hypercholesterolaemia.

Lp(a) should be considered in selected patients with a family history of premature CVD, and for reclassification in people

who are borderline between moderate and high-risk.

www.escardio.org/guidelines
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2019 ESC/EAS Guidelines for the management of dyslipidaemias: lipid modification to reduce
cardiovascular risk (European Heart Journal 2019 -doi: 10.1093/eurheartj/ehz455)



Lowering Lipoprotein(a)

Antisense therapy targeting apolipoprotein(a): a randomised,

with apo(a)-antisense

double-blind, placebo-controlled phase 1 study

Sotirios Tsimikas, Nicholas J Viney, Steven G Hughes, Walter Singleton, Mark J Graham, Brenda F Baker, Jennifer L Burkey, Qingqing Yang,
Santica M Marcovina, Richard S Geary, Rosanne M Crooke, Joseph L Witztum

Antisense oligonucleotides targeting apolipoprotein(a)
in people with raised lipoprotein(a): two randomised,
double-blind, placebo-controlled, dose-ranging trials

Nicholas J Viney, Julian C van Capelleveen, Richard S Geary, Shuting Xia, Joseph A Tami, Rosie Z Yu, Santica M Marcovina, Steven G Hughes,
Mark J Graham, Rosanne M Crooke, Stanley T Crooke, Joseph L Witztum, Erik S Stroes, Sotirios Tsimikas
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Lowering Lipoprotein(a) with apo(a)-antisense

The NEW ENGLAND JOURNAL of MEDICINE

[ Placebo [ APO(a)-Ly,

“ ORIGINAL ARTICLE ”
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Lowering Lp(a) with apo(a)-antisense — RCT

m U.S. National Library of Medicine

ClinicalTrials.gov

Find Studies ~ About Studies Submit Studies Resources ~ About Site ~

Home >  Search Results >  Study Record Detail Save this study

Assessing the Impact of Lipoprotein (a) Lowering With TQJ230 on Major Cardiovascular Events in Patients With CVD (Lp(a)HORIZON)
ClinicalTrials.gov Identifier: NCT04023552

Study Description Goto =~

Brief Summary:
This is a pivotal phase 3 study designed to support an indication for the reduction of cardiovascular risk in patients with established CVD and elevated Lp(a)

Condition or disease €@ Intervention/treatment @ Phase ©

Cardiovascular Disease and Lipoprotein(a) Drug: TQJ230 Phase 3
Drug: Placebo



PCSK9 mAb (evolocumab)- Lp(a) and CV outcomes ?

Circulation

ORIGINAL RESEARCH ARTICLE

Lipoprotein(a), PCSK9 Inhibition, and
Cardiovascular Risk
Insights From the FOURIER Trial

m Evolocumab HR 0.75
B Placebo {95% CI 0.64-0.88)
ARR=2.41%
HR 0.89 NNT=41
12.00 7 (95% €10.79-1.01)
ARR=1.41%
89.91

10.00 4 NNT=71

8.15
8.00

o
=
[=}

4.00

CHD death, Ml or urgent coronary revascularization (3y KM rate, %)
o
=
(=]

=
=]
=]

Lp(a) <=120nmol/L Lp{a) >120 nmol/L

P interaction=0.098

Circulation 2019;139:1483

ORIGINAL INVESTIGATIONS

Effect of Alirocumab on Lipoprotein(a)
and Cardiovascular Risk After
Acute Coronary Syndrome
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Circulation

ORIGINAL RESEARCH ARTICLE

Effect of an siRNA Therapeutic Targeting

PCSK9 on Atherogenic Lipoproteins
Prespecified Secondary End Points in ORION 1

Lipoprotein(a)*
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Table 2. Lipids and Lipoproteins at Baseline and Day 180*

Inclisiran and Lp(a)

LDL-C
Baseline 127.2 (52.31) 122.5(34.73) 119.5 (41.56) 138.1 (46.05) 124.9 (44.20) 127.9 (47.85) 137.1 (70138) 131.8 (58.51)
Day 180 127.8(48.77) B87.7(38.98) 75.2 (44.65) 82.4(36.57) 124.1 (39.57) 82.9 (40.38) 82.0(70.83) 67.6(55.81)
Lp(a)
Baseline 25.3 430 36.8 333 445 320 4.0 470
(8.5-122.0) | (11.0-127.0) | (18.8-147.0) | (10.8-151.5) | (12.0-146.0) | (11.5-134.0) | (9.8-140.3 (11.0-160.5)
Day 180 22.0 295 315 19.5 52.0 29.0 32.0 36.0
(9.0-138.0) (9.0-22.5) (14.0-125.0) | (8.0-145.0) (9.0-148.0) (7.0-103.0) (6.0-132.5) (8.0-130.0)

Circulation 2018;138:1304
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Lowering Remnant cholesterol with Apo-Clll-antisense

The NEW ENGLAND JOURNAL ¢of MEDICINE

‘Remnant’ cholesterol is next on the list
Apo-Clll antisense reduces TG and remnant cholesterol

“ ORIGINAL ARTICLE ”

Cardiovascular and Metabolic Effects
of ANGPTL3 Antisense Oligonucleotides

Mark J. Graham, M.S., Richard G. Lee, Ph.D., Teresa A. Brandt, Ph.D.,
Li-Jung Tai, M.D., Ph.D., Wuxia Fu, M.S., Raechel Peralta, M.S., Rosie Yu, Ph.D.,
Eunju Hurh, Ph.D., Erika Pa ey W. McEvoy, D.P.H., Brenda F. Baker, Ph.D.,
Nguyen C. Pham, B.S., Andres D io, M.D., Steven G. Hughes, M.B., B.S.,
Richard S. Geary, Ph.D., Joseph L. Witztum, M.D., Rosanne M. Crooke, Ph.D.,
and Sotirios Tsimikas, M.D
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Original Investigation | Cardiology
Statin Discontinuation and Cardiovascular Events Among Older People in Denmark

Abstract

IMPORTANCE Statin use is common in older persons. Given uncertainties in ongoing benefit,
changes in health status, and shifting goals of care and preferences, statin discontinuation may be
considered in some older persons, although there is currently little evidence to guide this decision.
OBJECTIVE To evaluate the association between statin discontinuation and the rate of major
adverse cardiovascular events (MACE) among people aged 75 years or older who receive long-term
statin treatment.

DESIGN, SETTING, AND PARTICIPANTS This cohort study included all persons in Denmark aged 75
years or older who were treated with statins for at least 5 consecutive years as of January 1, 2011.
Participants were followed up until December 31, 2016. Data were analyzed from July to

November, 2020.

JAMA Network Open December 2021;4:€2136802




RESULTS The study included 67 418 long-term statin users, including 27 463 in the primary
prevention analysis (median age, 79 years [IQR, 77-83 years]; 18 134 [66%] female) and 39 955 in the
secondary prevention analysis (median age, 80 years [IQR, 77-84 years]; 18 717 [47%] female). In
both primary and secondary prevention analyses, the rate of MACE was higher among persons who
discontinued statins compared with those who continued statins. In the primary prevention cohort,
the weighted rate difference was 9 per 1000 person-years (95% Cl, 5-12 per 1000 person-years) and
the adjusted sub-hazard ratio was 1.32 (95% Cl, 1.18-1.48), corresponding to 1 excess MACE per 112
persons who discontinued statins per year. In the secondary prevention cohort, the weighted rate
difference was 13 per 1000 person-years (95% Cl, 8-17 per 1000 person-years) and the adjusted
sub-hazard ratio was 1.28 (95% Cl, 1.18-1.39), corresponding to 1excess MACE per 77 persons who
discontinued statins per year.

JAMA Network Open December 2021;4:€2136802
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The modern concept of lipid-lowering strategies to reduce cardiovascular

d 1 ESC/EAS GUIDELINES
1S€ases O, . e i

2019 ESC/EAS Guidelines for the management
Conce pt chan ge I: Start ea rly of dyslipidaemias: lipid modification to reduce

. . . . . cardiovascular risk
Less "lipid-exposure” leads to prevention of lesion formation

Concept change Il: Treat (much more) aggressively
From desirable target to "LDL-C elimination in the blood"

@ESC EAS @&

European Society

Concept change lll: Use lipid-lowering combination therapy
Statin +/- ezetimibe +/- acid bempedoic (+/- PCSK9mADb) induced LDL-C lowering reduces CV risk

Concept change IV: The lower, the better & lower for longer
Statin +/- ezetimibe + siRNA induced LDL-C lowering with great efficacy, safety and full adherence
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