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LDL-cholesterol is a causal factor for atherosclerotic cardiovascular disease

@ ESC European Heart Journal (2022) 43, 3198-3208 STATE OF THE ART REVIEW
European Society hteps://doi.org/10.1093/eurheartj/ehab841 Dyslipidaemias
of Cardiology

The dawn of a new era of targeted lipid-
lowering therapies
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Figure 2 Multiple lines of evidence showing low-density lipoprotein cholesterol is causal for cardiovascular disease. Data that have accrued from
observational data, human genetic analyses, randomized clinical trial results, and animal experimentation in multiple species, all concordantly support
a causal contribution of low-density lipoprotein to atherosclerosis.

Lale Tokgozoglu Eurepean Heart Journal 2022
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Increased LDL-C Levels are a Proven and Direct Cause of CV

Events

A high concentration of lipoproteins, in particular LDL-C, is implicated in the
etiology of atherosclerosis and increased incidence of CV events

» Prospective studies, randomized trials,
and Mendelian randomization studies ‘
have all shown that raised LDL-C is a
cause of ASCVD!-3

» The cumulative arterial burden of LDL-C
drives the development and progression
of ASCVD?

» Patients who achieve very low LDL-C
levels have a lower risk of major CV
events than those who achieve
moderately low levels*

Risk of major CV events (adjusted hazard ratio)
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ASCVD, atherosclerotic cardiovascular disease; CHD, coronary heart disease; CVD, cardiovascular disease I'DI'-C Levels (mmOV L’ mg/ d I')

1. ESC/EAS Guidelines for the management of dyslipidaemias. Eur Heart J. 2020; 41(1): 111-188;
2. Borén J et al. Eur Heart J. 2020; 0: 1-28; 3. Ference BA et al. Eur Heart J. 2017; 38(32): 2459-2472;
4. Boekholdt et al. JACC 2014;64: 485-494. Adapted from Boekholdt et al. JACC 2014;64: 485-494



Elevated LDL-C is a major modifiable risk factor for ASCVD

Nine modifiable risk factors account for = 90% of first-Ml risk
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The identikit of the patient at very high cardiovascular risk on
whom it is crucial to act before they develop an acute event

Patients at very high risk of having their first acute cardiovascular event
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Mach F et al. Eur Heart J. 2020; 41(1): 111-88
Fleg JL, Forman DE, Berra K, et al. Secondary prevention of atherosclerotic cardiovascular disease in older adults: a scientific statement from the American Heart Association. Circulation 2013;128(22):2422-46.
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Atherosclerosis is a systemic disease

Prior stroke/TIA Intermittent claudication

Carotid stenosis ABI =0.9 or other noninvasive vascular diagnostics

on duplex ultrasound

Prior lower limb revascularization or amputation
Prior carotid
revascularization

Lower Extremity

Peripheral
Artery Disease
Cerebrovascular
Disease ! v ﬂ

* Coronary
Artery Disease

Stable angina

Prior UA or MI

Prior coronary
revascularization

*Percentages are estimates
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¢ Transient
Ischemic Attack

Heart:

¢ Cardiovascular Death
* Myocardial Infarction
¢ Heart failure

Limb:

« Acute Limb Ischemia

* Major Amputation

* Limb Revascularization
* Symptom Progression

Safety: Bleeding

E.H. Weissler et al. Atherosclerosis 315 (2020) 10-17



Atherothrombosis is an Unpredictable and Life-Threatening

Consequence of Chronic, Progressive Atherosclerosis

» 1-year outcomes in patients > Life expectancy in patients
with atherosclerotic disease! aged 60 years +
atherosclerosis?
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Variations in lipoprotein levels after myocardial
infarction and unstable angina: the LATIN trial

Claudio Fresco 1, Aldo P Maggioni, Stefano Signorini, Piera A Merlini, Paolo Mocarellj,
Gianna Fabbri, Donata Lucci, Marco Tubaro, Marinella Gattone, Carlo Schweiger;
LATIN Investigators

Results: We enrolled 1864 patients (1275 with Ml and 589 with UA). Serum levels of total and LDL-
cholesterol decreased significantly after admission, both in Ml and UA patients. After 3 months,
serum levels of total cholesterol returned to baseline, while those of LDL-cholesterol were still
significantly lower. Between admission and the following morning, total and LDL-cholesterol
decreased significantly by 7 and 10% respectively for Ml and by 5 and 6% for UA. Lipid
measurements not performed at admission accounted for a significant decrease in the number of
patients identifiable as hyperlipidemic and suitable for lipid-lowering treatment (18% of Ml patients
and 11% of UA patients).



Lipid levels after acute coronary syndromes

Bertram Pitt ', Joseph Loscalzo, Joseph Ycas, Joel S Raichlen

Affiliations + expand
PMID: 18402897 DOI: 10.1016/j.jacc.2007.11.075

Results: Of 507 patients available for analysis, 212 were admitted for STEMI, 176 for non-STEMI,
and 119 for UA. The LDL-C levels decreased in the 24 h after admission (from 136.2 to 133.5 mg/dl),
followed by an increase over the subsequent 2 days (to 141.8 mg/dl). These changes did not seem
to be clinically meaningful. Similar changes were observed for total cholesterol and smaller
changes for high-density lipoprotein cholesterol; fasting triglyceride levels did not change.

Conclusions: Mean lipid levels vary relatively little in the 4 days after an ACS and can be used to
guide selection of lipid-lowering medication.
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@ Efficacy and safety of more intensive lowering of LDL
cholesterol: a meta-analysis of data from 170000 participants

in 26 randomised trials

Cholesterol Treatment Trialists’ (CTT) Collaboration*

Events (% per annum) Unweighted RR (CI) RR (CI) per 2 mmol/L reduction in LDL-C
Statin/more Control/less
T T
More vs less statin (five trials: 0-51 mmol/L LDL difference) ! '
Non-fatal MI 1175 (1:3%) 1380 (1-5%) —.— 0-85 (0.76-0.94) 4.7 071(0.58-0.87)
CHD death 645 (0-7%) 694 (0.7%) ——— 0-93 (0-81-1.07) SN . s R 085 (0-63-1.15)
Any major coronary event 1725 (1-9%) 1973 (2:2%) @ 0-87 (0-81-0.93) } 0.74(0-65-0-85)
; p<0-0001 <ﬂ> p<0-0001
CABG 637 (07%) 731(09%) —— 0-86 (0.75-0-99) —_— 072 (0-55-0-95)
PTCA 1166 (1-3%) 1508 (1.8%) - 076 (0-69-0-84) - 0-60 (0-50-0-71)
Unspecified 447 (0.5%) 502 (0-6%) —a— 0-87 (0.74-1.03) R 078 (0-58-1.04)
Any coronary revascularisation 2250 (2-6%) 2741(32%) ® 0-81(0-76-0-85) 0-66 (0-60-0-73)
3 p<0.0001 @ p<0.0001
Ischaemic stroke 440 (05%) 526 (0-6%) + 0-84 (0-71-0-99) e 0-69 (0-50-0-95)
Haemorrhagic stroke 69 (01%) 57 (0-1%) — =y 121(076-191) i » 139(0-57-3-39)
Unknown stroke 63 (0-1%) 80 (01%) ; 079 (0-51-1-21) i e 0-63(0-24-1-66)
Any stroke 572 (0-6%) 663 (0:7%) .q> 0-86 (0-77-0-96) ; 074(0-59-0-92)
| p=0-009 <]> p=0-007
Five trials: any major vascular event 3837 (4-5%) 4416 (5:3%) ® 0-85 (0-82-0-89) 0.72(0-66-0.78)
! p<0-0001 p<0-0001
Statin vs control (21 trials: 1-07 mmol/L LDL difference) ,
Non-fatal MI 2310 (0-9%) 3213 (1-2%) . i 071(0-66-0.76) 074(0-69-0.78)
CHD death 1242 (0-5%) 1587 (0-6%) o 078 (0.71-0-86) 0-80 (0:73-0-86)
Any major coronary event 3380(1:3%) 4539 (1.7%) @E 0-73(0:70-0-77) 0.76(0.73-079)
: p<0-0001 p<0.0001
CABG 816 (0-3%) 1126 (0-4%) - 071 (0-63-0-80) 076 (0-69-0-83)
PTCA 601 (0-2%) 775 (03%) R — 076 (0-66-0.87) 078 (0-69-0.89)
Unspecified 1686 (0-6%) 2165 (0-8%) «.» 077 (071-083) 076 (070-083)
Any coronary revascularisation 3103 (1-2%) 4066 (1-6%) q>' 075 (072-079) 076 (0-73-0-80)
] p<0-0001 p<0.0001
Ischaemic stroke 987 (0-4%) 1225(0-5%) —.— 0-80 (072-0-89) 0-80(073-0-88)
Haemorrhagic stroke 188 (0-1%) 163 (0-1%) I — = p 115(0:87-151) o | g 110(0-86-142)
Unknown stroke 555 (0-2%) 629 (02%) —%—I—— 0-88 (0.76-1.02) -t 0-88 (0.76-1:02)
Any stroke 1730 (0.7%) 2017 (0-8%) ' q> 0-85 (0-80-0-91) 0-85(0-80-0.90)
i p<0-0001 i p<0.0001
21 trials: any majorvascular event 7136 (2.8%) 8934 (3-6%) ® 0.78 (0.76-0-81) q} 0.79(0-77-0-81)
p<0-0001 p<0-0001
All26 trials: any majorvascularevent 10973 (32%) 13350 (4-0%) ® 0-78 (0-76-0-80)
p<0-0001
—M- ov%or T T T 1 T T T 1
<D 95% Cl E!-S1 075 1 125 ;-5 (}-51 075 1 125 ;,5
Statin/more better  Control/less better Statin/more better  Control/less better

Figure 2: Effects on each type of major vascular event
Inthe left panel, unweighted rate ratios (RRs) are plotted for each comparison of first event rates between randomly allocated treatment groups. In the right panel, RRs are weighted per 1-0 mmol/L
LDL cholesterol (LDL-C) difference at 1 year. RRs are shown with horizontal lines denoting 99% Cls or with open diamonds denoting 95% Cls. Ml=myocardial infarction. CHD=coronary heart disease.
CABG=coronary artery bypass graft. PTCA=percutaneous transluminal coronary angioplasty.




@ Efficacy and safety of more intensive lowering of LDL
cholesterol: a meta-analysis of data from 170000 participants

in 26 randomised trials

Cholesterol Treatment Trialists’ (CTT) Collaboration*

Events (% per annum) RR (CI) per 1 mmol/L reduction in LDL-C Trend
test
Statin/more  Controlfless
More vs less statin i
<2 mmoljL 704(46%) 795(52%) — 4 071(0-52-0-98)
=2to<2.5mmol/L 1189 (42%) 1317 (4-8%) —.—-— 077 (0-64-0-94)
=2:5to <3-0 mmol/L 1065 (4-5%) 1203 (5:0%) — 0-81(067-097) y:-2.04
=3to<35mmolL 517 (45%) 633(58%)— .1 0-61(0:46-0-81) (p-0.2)
=35 mmol/L 303(57%) 398 (7-8%) i 064 (0-47-0-86)
Total 3837 (45%) 4416 (53%) <]> 072 (0-66-0.78)
Statin vs control
=2 mmol/L 206 (2:0%) 217 (3-2%) : 0-87 (0-60-1-28)
=2to<25mmol/L 339 (24%) 412 (2-9%) —-*I— 077 (0-62-0-97)
=2.5t0<3-0 mmol/L 801 (2.5%) 1022 (3-2%) —— 076 (0-67-0.86) ¥’=0-80
=3to<3-5mmol/L 1490 (2:0%) 1821(3-6%) 0.77 (071-0-84) (p=0-4)
=35 mmoljL 4205(29%) 5338 (3-7%) 0-80 (077-0-84)
Total 7136 (2-8%) 8934 (3-6%) 0.79 (0-77-0-81)
All trials combined
=2 mmol/L 010 (41%) 1012 (4-6%) AN SR 0.78 (0-61-0-99)
22to<25mmol/L 1528 (3.6%) 1729 (4-2%) — 077 (0-67-0-89)
225 to <3-0 mmol/L 1866 (33%) 2225 (4-0%) _-_ 077 (070-0-85) X’71-08
=3to<35mmol/l 2007 (32%) 2454 (4.0%) . 0.76 (070-0-82) (p=03)
=3.5 mmol/L 4508 (3-0%) 5736 (3-9%) 0-80 (0.76-0-83)
Total 10973 (3-2%) 13350 (4-0%) 5 0-78 (0-76-0-80)
—l- 99%or ‘ I |
q> 95% Cl 0-45 075 1 13
+—— E—

Statin/more better Control/less better

Events (% per annum) RR (CI) per 1 mmol/L reduction in LDL-C

Statin/more Control/less
Vascular causes of death
CHD 188705 28106% 0-80 (074-0-87)
Other cardiac 1446 (0-4%) 1603 (0-4%) -+ 089 (0-81-0.98)
All cardiac 3333(0-9%) 3884 (11%) q> 0-84(0-80-0-88)
Ischaemic stroke 153 (0-0%) 139 (0-0%) = 1.04 (0-77-1-41)
Haemorrhagic stroke 102 (0-0%) 89(0-0%) » 112 (0:77-1-62)
Unknown stroke 228 (0-1%) 273(01%) ————— 0-85 (0-66-1.08)
Stroke 483(01%)  501(0-1%) <[> 0-96 (0-84-1.09)
Other vascular 404 (0-1%) 409 (0-1%) —a— 0.98 (0-81-118)
Any vascular 4220(1-2%) 4794 (1-3%) (j> 0-86 (0-82-0.90)
Non-vascular causes of death
Cancer 1781(0-5%) 1798 (0-5%) —.— 0.99 (0-91-1-09)
Respiratory 224(01%) 237 (01%) —W—p—— 0-88 (0-70-1-11)
Trauma 127 (0-0%) 127 (0-0%) = 0.98 (070-1.38)
Other non-vascular 811(0.2%) 832 (0.2%) —— 0.96 (0-83-1.10)
Any non-vascular 2943 (0-8%) 2994 (0-8%) <E 0-97 (0-92-1-03)
Unknown 479 (0-1%) 539(01%) —@— 0-87 (0.73-1-02)
Any death 7642(21%) 8327 (23%) O 0.90(0.87-0.93)

. §9% or [ I I 1

05 075 1 125 15
<[> 95%l < .

< »
Statin/more better Control/less better

Figure 4: Effects on major vascular events per 1-0 mmol/L reduction in LDL cholesterol, by baseline LDL
cholesterol concentration on the less intensive or control regimen

Rate ratios (RRs) are plotted for each comparison of first event rates between treatment groups, and are weighted
per 1-0 mmol/L LDL cholesterol (LDL-C) difference at 1year. Analyses were done with trial-specific and subgroup-
specific LDL weights for each baseline LDL cholesterol category. Missing data are not plotted. RRs are shown with
horizontal lines denoting 99% Cls or with open diamonds showing 95% Cls.

Figure 5: Effects on cause-specific mortality per 1-0 mmol/L reduction in LDL cholesterol

Rate ratios (RRs) are plotted for each comparison of first event rates between treatment groups and are weighted per
1.0 mmol/L LDL cholesterol (LDL-C) difference at 1 year. RRs are shown with horizontal lines denoting 99% Cls orwith
open diamonds showing 95% Cls. CHD-coronary heart disease.
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Patients using statin treatment within 24 h after
admission for ST-elevation acute coronary syndromes
had lower mortality than non-users: a report from the
first Euro Heart Survey on acute coronary syndromes

Timo Lenderink’, Eric BoersmaZ, Anselm K. Gitt®, Uwe Zeymer?, Lars Wallentin®,
Frans Van de Werf®, David Hasdai®, Shlomo Behar’, and Maarten L. Simoons2*

No statins < 24h .
Methods and results Data from a large cohort of 10484 consecutive patients with an ACS were
analysed. Of this cohort, 1426 first-time statin receivers and survivors of the first 24 h were compared
with 6771 first-day survivors not receiving statin therapy. A propensity score for the likelihood of
receiving statin therapy within 24 h was developed and used with other established risk factors in a
multivariable analysis. There was a significantly reduced all-cause 7-day mortality in patients receiving
early statin therapy [0.4 vs. 2.6%, unadjusted hazard ratio (HR) 0.16, 95% confidence interval (Cl)
0.08-0.37, adjusted HR 0.34, 95% Cl 0.15-0.79]. Statistical significance was observed in patients
presenting with STE-ACS (adjusted HR 0.17, 95% Cl 0.04-0.70) and not in NSTE-ACS patients.
However, no statistical evidence of heterogeneity in treatment effect was observed between these

Statins <24 h

Figure 2 The Kaplan-Meier curves for mortality in all patients surviving the
first 24 h and stratified according to statin treatment within 24 h after hospi-

talization or not.

10

20 30
Days

groups.
Conclusion These data suggest that very early statin therapy is associated with reduced mortality in
patients presenting with STE-ACS; however, these findings have to be confirmed by prospective,
randomized controlled trials before firm treatment recommendations can be given.
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@ E S C ~ European Heart Journal (2021) 42, 243-252 CLINICAL RESEARCH
European Society doi:10.1093/eurheartj/ehaal011 Ischaemic heart disease
of Cardiology

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 @ "2, Hakan Melhus © ', Henrik Renlund ® 2,
Margrét Leosdottir © 34 Ali Yari © °, Peter Ueda © é, Stefan James © e
Stephanie R. Reading © 7. Paul ). Dluzniewski’, Andrew W. Hamer’,

Tomas Jernberg @ *, and Emil Hagstrém'?

"Department of Medical Sciences, Uppsala University, Uppsala, Sweden; 2Uppsala Clinical Research Center, Uppsala, Sweden; *Department of Cardiology, Skine University
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Figure 4 Change in low-density lipoprotein cholesterol (LDL-C) and incidence rates. Data are shown for no reduction or an increase in low-dens-
ity lipoprotein cholesterol (red), >0 but <50% reduction (blue), and >50% reduction (green) between index event and cardiac rehabilitation visit.
Waterfall plot for change in low-density lipoprotein cholesterol (A) and concordant incidence rates per 1000 person-years with confidence intervals
(B). MACE, major adverse cardiovascular event is the composite outcome of cardiovascular mortality, myocardial infarction, and ischaemic stroke.
Major vascular event is the composite outcome of cardiovascular mortality, myocardial infarction, ischaemic stroke, and coronary revascularization

(coronary artery bypass grafting or percutaneous coronary artery intervention).
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Livelli di PCK9 e SCA

PCSK9 LEVELS PREDICT MACE FOLLOWING ACS
PCSK9 PEAK LEVELS RISE UP TO 48 HOURS IN ACS
PCSK9-REACT
Prospective, Single-Center, Observational Study in Austria

180 (1800) 9 50
I 180 (1600) ——— PLCSKS level after AMI a Patients: = — Lower teriile Upper tertile
) mRNA level after AMI (normalized by GAPDH) 3 =333 = 40
= 140 (1400) 7 2 hospitalized for ACS H
2 120 (1200) 6 § —Msd_ - E 30 Log rank 8.73
- . .
£ 100 (1000) 5 @ n age: S 20 P=0.003

-] . [

g 80 (BOO) 4 E Follow-up: 1 year w 10
5 60 (600) E— MACE = CV death 2 —— 3.4%
o = " o [——=F
¥ 40 (400) 2 a MI, UA, stent T T T T T
3 r thrombaosis, repeat 0 100 200 300 400
£ 20 (200) 1 revascularization and No. at risk Follow-up (Days)

0 0 BHIETE Sl Lower tertie 50 57 57 52 0

Baseline 1h 3h 6h 9h 12h 24 h 48h 96 h Upper tertile 58 56 53 49 0
Upper tertile = higher PCSKS concentration

Lower tertile = lower PCSK9 concentration

Elaborato da Gencer Elaborato da Navarese



L’upregulation di PCSK9 a seguito di SCA determina uno stimolo dannoso sull’omeostasi

lipidica ed inflammatoria

VULNERABLE PLAQUE WITH INCREASED NECROTIC CORE INACS

| Statin Therapy I ¢ ¢ I ACS |

PCSK9 upregulation

|
v v

Reduced Reduced LDL receptor
apolipoprotein E NsKBIpathway expression in NF-kB pathway

NF-kB pathway

activation activation activation
receptor-2 macrophages
ENDOTHELIAL l l l
PATHOLOGICAL CELL PROTEOLYSIS
PROCESS ACTIVATION APOPTOSIS THROMBOSIS

Fibrous cap
Monocyte
recrultment

VCAM1, ICAM1
and selectins »

Endothelial cell

MMP= matrix metalloproteinase;
NF-kB= nuclear factor-k.




> Lariduzione del C-LDL diminuisce la morbilita e mortalita cardiovascolare con un beneficio clinico che e

proporzionale alla riduzione dei livelli di C-LDL

1 mmol/L (39 mg/dl) di riduzione del
colesterolo LDL si associa alla
riduzione del rischio cardiovascolare

del 21%

IMPROVEIT

Reduction in Rate of Major Vascular Brents (%)

S

a5 1o 15 7o
Reduction in LOL Cholesterol [mmioljliter)

N Engl J Med 2015;372:2387-2397

v' Riduzione del 22% degli eventi vascolari maggiori

v' Riduzione del 23% degli eventi coronarici maggiori?



@ ESC European Heart journal (2017) 38, 2459-2472 CURRENT OPINION

European Society g4i10.1093/eurheartj/ehx144
of Cardiclogy

Low-density lipoproteins cause atherosclerotic
cardiovascular disease. 1. Evidence from
genetic, epidemiologic, and clinical studies.
A consensus statement from the European
Atherosclerosis Society Consensus Panel

50% +

Mendelian randomization studies
median follow-up: 52 years
(N = 194,427)

70%

prospective cohort studies
median follow-up: 12 years
(N = 403,501

Proportional Reduction in Risk of CHD

o e 3 randomized controlled trials
median follow-up: 5 years
(N=196,552)
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Efficacy of Evolocumab on Cardiovascular Outcomes in Patients With Recent Myocardial

Infarction
Analysis From FOURIER

Primary EP: CVD, MI, stroke, Hospitalizaton for
unstable angina or coronary revascularization

E Primary end point
Placebo vs. Evolocumab

20~
Adjusted HR, 1.45; 95% CI, 20% - HR 0.81 (0.70-0.93)
1.29-1.64; P<.001 i 17.2%
_ 154 e RRR -19 %
e Recent M S 1590 -
g 2 HR 0.81
E 104 o (95% CI 0.70-0.93) 13.5%
= Remote MI § 10%
M m
21 S
s 5%
0 . . . . . . >
0 180 360 540 720 900 1080 ® 0 P =0.004
Analysis time, d 0% ! ! ! ! ! !
No. at risk 0 180360540720900108!
RecentMI 2890 2748 2628 2462 1716 999 309
RemoteMI 8301 8034 7770 7204 4695 2298 468

| pazienti con un MI recente, mostrano il maggior beneficio da una terapia
ipolipemizzante aggressiva



The Trial: Topline Results

Alirocumab in Patients After Acute Coronary
Syndrome

LDL-C: On-Treatment Analysis
Primary Efficacy Endpoint: MACE

Mean LDL-C (mg/dL)

Placebo 1014
_ 96,4 ’ 151 ,
1% — o——o——+——+—% s3] ontaa RR* 1.6%
L ischemic stroke, or
90 A 55 7 A 54 1 mg/dL 12 - unstable angina requiring
dL hospitalization
75 mg/dL mg/
-54.7% . Placebo
60 - -62.7% -61.0% X 91 .
. e ———— 8 Alirocumab RRR 25%
45 - o - 533 <
S 61 HR 0.85
30 | 23 i (95% Cl 0.78, 0.93)
7.6 Alirocumab P=0.0003
15 - 37
0 T T T T T T T T T T T 1 0 T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48 0 1 2 3 4
i Years Since Randomization
Months Since Randomization EZT:’:; * RISkeciez 8805 8201 3471 629
Alirocumab 9462 8846 8345 3574 653

18 924 pazienti con recente sindrome coronarica acuta
C-LDL =70 mg/dl o non HDL C >100 mg/dl o apo B >80 Schwartz GG, et al. Am Heart J 2014;168:682-689.e1.
mg/dl in trattamento con statine ad alte dosi




Evolocumab for Early Reduction of
LDL Cholesterol Levels in Patients With
Acute Coronary Syndromes (EVOPACS)

Konstantines C. Koskinas, MD, M5 Stephan Windecker, MD,” Giovanni Pedrazzini, MD,” Christian Mueller, MD,*

Stéphane Cook, MD,? Christian M. Matter, MD,* Olivier Muller, MD," Jonas Hiiner, MD,* Baris Gencer, MD,*

Carmela Crljenica, MD,” Poorya Amini, PuD," Olga Deckarm, MD,* Juan F. Iglesias, MD,® Lorenz Riber, MD, PeD,*

Dik Heg, PuD,"” Frangois Mach, MD#

In-hospital
(72 hours) Dlwn SC (W + atorvastatin. 40 ma. OD (n.=.153)

ACS (NSTEMI/UA,
STEMI) Randomized 1:1/
1 country, 7 sites .
Evolocumab SC 420 mg QM + atorvastatin 40 mg QD (n = 155)
< 8 weeks >
Assessments conducted day 1, weeks 4 and 8
PRIMARY ENDPOINT SECONDARY ENDPOINT
= LDL-C change from baseline at week 8 = Safety and tolerability

INCLUSION CRITERIA

= ACS (NSTEMI/UA < 72H, STEMI < 24H) * LDL-Clevels

— 2 1.8 mmol/L (70 mg/dl) in patient previously on
stable treatment with high-intensity statin OR

— 2 2.3 mmol/L (90 mg/dl) in patients previously on
stable treatment with low- or moderate intensity
statin OR

— 2 3.2 mmol/L (125 mg/dL) in statin naive patients or
patients not on stable statin treatment



Lo studio EVOPACS ha mostrato una riduzione significativa dei livelli di C-LDL dopo 8 settimane

S
E 3]
= 3 ~
g ] T~
3 ~._2.00 mmol/L 2.06 n£mul.fl.
e 2] ' S —
S ] 37 mg/dl
2 -40.7% 0 Week 4 Week 8
2 ] -55 mg/d| £ |
E 14 [+ 1] g i
] = o
£ ] . - E< -20-
3 0.79 mmol/L 0.79 mmol/L 52
5 31 mg/d| 31 mg/d| P
01 T T T E‘ E -40 -
Baseline Week 4 Week 8 E E
3£ 60
Lariduzione del C-LDL era evidente gia a 4 settimane e ﬁg - 38%
mantenuto fino a 8 settimale =g -80-
£ p<0.001 p<0.001
100 - 17% -77%
W Placebo m Evolocumab

Lariduzione del C-LDL a 8 settimane rispetto alle baseline era
del 77% nel gruppo Evolocumab e del 35% nel gruppo placebo



EVACS: A Double-Blind, 1:1 Randomized, Placebo-controlled Trial

Eligibility Criteria:
* Type 1 Non-STEMI
* Troponin | =5 ng/mL

\ 4

Evolocumab 420 mg (SC)

—>End of Study

Screening
v

Study Endpoints:
Primary: Change in LDL-C
at Day 30

Secondary: Change in —
other atherogenic 24 hours H_ospltal 30-day
lipoproteins Discharge follow-

up

v

Placebo (SC)

Randomization 1:1

+ 57 patients met eligibility criteria and were included in the study

« Patients were randomized (1:1 ratio) to receive a single dose of either evolocumab SC 420 mg or
matching placebo within 24 hours of presentation

« All participants received high-intensity statins unless contraindicated and were treated per
current ACS guidelines




EVACS: LDL-C Levels Declined as Early as Day 1 After Administration Of Evolocumab and

Were Significantly Reduced Compared to Placebo By Day 3

P08 P=012 P =0.02 P <0.01
'_-f ] 40 T
) X - P<0.01
> 120 -
= B Placebo ™ Evolocumab
= 100 -
Q
. 80 1 T T
Q wd T [T ®
40 1 T e ®
.......... S
20 -
O I I I I I 1
0 ] 3 4-7 30
Day
Placebo
mg/dL 89.6 + 41 86.0 + 40 76.1+33 75.0 £ 32 64.5 + 27
Evolucumab
mg/dL 915+35 70.4+ 27 49.2 + 24 31.9+23 35.9+24

Evolocumab, added to statin therapy, significantly reduced LDL-C levels throughout hospitalization and the 30-day follow-

up in comparison with the placebo group (statin alone) (35.9+24mg/dL evolocumab vs. 64.5+27 mg/dL; P < 0.01).




Percent reduction from baseline in LOL cholesteral

Effects of routine early treatment with PCSK9 inhibitors in
patients undergoing primary percutaneous coronary

intervention for ST-segment elevation myocardial infarction:
a randomised, double-blind, sham-controlled trial

(tfarget of LDL <55 mg/dl in 92.1% alirocumab vs sharm

Direct LDL levels at follow-u
56.7%: =1 G gy .

Pri I utco -2~ Alirocumab
100 p<0001)’ +22% a target Alirmﬁrgir:snsham";gntal -6~ Sham control
1 ﬁf; g}“‘“"h) 22.3% LDL reduction
m Alirocumab m Sham control W ) HES0me 95% Cl: —31.1t—13.5%
904 o p<0.001

1

13.9 25

80

66.9

1.64 mmol/L

I
70 :
! (63.42 mg/dL)
I

54.8 523

1.44 mmol/L

04 (55.68 mg/dL)

1.36 mmol/L
(52.59 mg/dL)

50

LDL cholesteral (mmal/L)

1.41 mmol/L

- 104 (54.52 mg/dL)
a4 0.98 mmol/L
(37.9 mg/dL) :

. 154 0.74 mmol/L 0.72 mmol/L

i (28.62 mg/fdL) (27.84 mg/dL)

Alirocumab 150 mg sc o | ] )
10 . sham cantrol at BL, 2, 4 wks i Alirocumab/sham control withdrawal
> 3
I]_ Basélinn Zt:iks -hlws G\lts SvlllS 10 ths 12 Lts

Timepoint (weeks)

Eurolntervention 2022;18:€888-e896



Events Rate (%)

PROSP

25+

204

154

104

Cumulative Rate of Major Adverse Cardiovascular Events*
originating from culprit and non-culprit lesions

90% pts on statins therapy All events _ 50 49

CL-related events 15 goz

11.6%

NCL-related events

Adapted from Stone

35
30
25
20
15
10

5

0

LRP: lipid-rich plague
TCFA: thin-cap fibroatheroma

ACS Rate (%)

LRP+TCFA

M Present

Not present

P<0.01

Adapted from Kubo

A recent study identified non-culprit lipidic plaques to be associated with ~17-fold increase in subsequent ACS during a

median 6-year follow-up period

>



Effects Of Alirocumab On Coronary Atherosclerosis Assessed By Serial Multimodality
Intracoronary Imaging In Patients With Acute Myocardial Infarction: A Double-blind,

Placebo-controlled, Randomized Trial (PACMAN-AMI)

Alirocumab

PACBDMAN

Key eligibility

1. Acute myocardial infarction <24h
(STEMI or NSTE-ACS)

2. LDL >3.2mmol/I (>125mg/dI)
without statin or >1.8mmol/|
(>70mg/dl) with statin

3. IVUS-NIRS and OCT of 2 non-
infarct related coronary arteries

Alirocumab s.c.

Primary endpoint at 1 year

150mg / 2 weeks

+ Rosuvastatin 20mg / day

Placebo s.c.
>

> change in:

1. IVUS-derived
/ plaque burden
y

Powered secondary endpoints at 1 year

1 dose / 2 weeks

2. OCT-derived
fibrous cap thickness

3. NIRS-derived
maxLCBly

-




Change in Percent Atheroma Volume (1VUS)

Change in Percent Atheroma Volume (%)

Difference -1.2

150.9 (36) mg/dL
3.9 (0.9) mmol/L

Change in LDL-C,

154.8 (31) mg/dL
4.00 (0.8) mmol/L

150 7

100 7

LDL-Cholesterol (mg/dL)

mean (SD

Placebo (-50.7%%*)

Aliracumab

PA @IMAN

74.4 (31) mg/dL
1.9 (0.8) mmol/L

23.6 (24) mg/dL
0.6 (0.6) mmol/L

207 (1.8 to -0.7) 2 I
-2.1
2.5 o0
Alirocumab (-84.8%%)
30+ p=0.001 * i
-3.5 07
Alirocumab Placebo ! '
* Week 52 vs. Baseline 4 Weeks 52
Powered Secondary End Point Change in Minimum FCT (OCT)
Change in maxLCBI,,,, (NIRS) maximal lipid-core burden index
0.0 100 A
m -
0.5 =0.001
T 801 | P ‘
E 2
-1.04 = _
§ g ™ 627 |
3 37.6 c 40 Difference 29.7
g‘ 1.5 | 2 (11.8 to 47.4)
E = 50 A ‘
s 204 Difference -41.2 =
& £ 401 332
5 (-70.7 to -11.8) 2
5 297 -79.4 § %1
£
| 0 20
-30 0
p=0.006
-3.5 1 0
Alirocumab Placebo Alirocumab Placebo




JAMA Cardiology

Bicciré FG, Kakizaki R, Koskinas KC, et al.

Lesion-Level Effects of LDL-C-Lowering
Therapy in Patients With Acute Myocardial
Infarction

A Post Hoc Analysis of the PACMAN-AMI Trial

ReSU|ts ALROCUMAB  PLACEBO
I | p.‘1° |
i - « Plaque burden 270% = Plaque burden <70%
ALIROCUMAB PLACEBO
61.8% of LRPs in alirocumab arm vs.
41.8% of those in placebo arm were non- - p=.03 - am

LRP at follow-up (p=.03).

Lipld-rich plaque _ Non-ipid rich plaque
Imaxt CHl,. =400 {maxt CRl,,, <400)

30.8% of TCFAs in alirocumab arm vs. FOLLOW-UP OCT

8.1% of those in placebo arm showed a ALIROCUMAS PLACEBO
fibrous/fibrocalcific plaque phenotype at
follow-up (p=.02). - p=.02 -
n [_SIN
ESC Congress 2024 ———— — L
London & Online ety broticifibrocalcific phenotype /




HUYGENS Primary

Assessing the Impact of EVOLOCUMAB Inhibition on Coronary

End p0| nt- Plaque Phenotype with Optical Coherence Tomography
Minimum Fibrous Cap Thickness Percent Change Minimum Fibrous Cap Thickness
50 100
’g 40— @ 80—
g = P=0.04 tpd
5 30= CctS 604 Pool
LL (@)
[<}] +—
2 207 S 40- Lipid
© (&) Pool
G 104 o
0 20+ Guide-wire
0=
Placebo Evolocumab 0- =1 bo Evolocumab
ace
161 patients with (i)
o . . - A NSTEMI, ii
Mean Minimum Fibrous Cap Thickness Maximum Lipid Arc angiographic CAD. (‘“3
80 0 LDL-C 260 mg/dL on
. high-intensity, 280 mg/dL
. o on low/moderate-
é 60— o intensity or =130 mg/dL
— << -20- on no statin at screenin
9,
lL_) P=0.02 'g_ (iv) subsequently treated
LL 40— 5 with maximally tolerated
% ® statin and (v) target
c 2 -40 segment on  OCT
8 204 = P=0.04 containing at least one
o (@) image with a FCT <120
pum and one image with
0- -60

Placebo Evolocumab Placebo Evolocumab lipid arc >90¢



The Degree of FCT Increase Was Related to the

Intensity of Lipid Lowering Observed

P < 0.001 P < 0.001
LDL-C! 80 Change in Min FCT vs Achieved LDL-C!
3 150 - c
< £ =40 -
g Se E
o] -
9100 - 87.2 g85"
] < 2 %204
($)
50 A 0
10 20 30 40 50 60 70 8 90 100 110
Achieved LDL-C (mg/dlL)
0 A 70 - Change in Min FCT vs Change in LDL-C!
[=
Placebo Evolocumab o € =60 -
3521 ' 4
Baseline  Follow-up ) g o =40 4 \
Baseline  Follow-up < 5 230
-: -
Placebo (n = 81) Evolocumab (n = 80) v 20

-200 -180 -160 -140 -120 -100 -80 -60 -40 -20 O
Change in LDL-C (mg/dl)

LDL-C was reduced by 80% in the evolocumab group, compared with 39% in patients on maximally tolerated statins

alone. A correlation between achieved LDL-C and change in minimum FCT was shown.!

The primary and secondary endpoints were analyzed using ANCOVA .2

This trial was not designed to assess a correlation between changes in FCT and cardiovascular events.

ANCOVA, analysis of covariance; FCT, fibrous cap thickness; LDL-C, low-density lipoprotein cholesterol.

1. Nicholls SJ, et al. [published online ahead of print March 16, 2022]. JACC Cardiovasc Imaging. doi:10.1016/j.jcmg.2022.03.002.
2. Nicholls SJ, et al. Cardiovasc Diagn Ther. 2021;11:120-129.



Lipid lowering therapies and the achievement of
LDL-C targets in patients at very high cardiovascular

risk:

#4751
VHR
patients

ONLY 3.2% of patients at very high
cardiovascular risk had target LDL-C
levels <65mg/dL and LDL-C reduction
>50%

50

40 38
%
20
10
3.2
0 -
LDL-C <70 mg/d 250% LDL-C reduction LDL-C <55 mg/d LDL-C <55 mg/dl AND

250% LDL-C reduction

\_ J

Fig. 4. Frequency of VHR patients reaching LDL-C goals recommended by 2016 and 2019 ESC/EAS guidelines.

De Luca L, Arca M, Temporelli PL, Meessen J, Riccio C, Bonomo P, Colavita AR, Gabrielli D, Gulizia MM, Colivicchi F; START Investigators. Current lipid lowering treatment and attainment of LDL
targets recommended by ESC/EAS guidelines in very high-risk patients with established atherosclerotic cardiovascular disease: Insights from the START registry. Int J Cardiol. 2020.



Results from an ACS Europath survey of 2650 SCA patients in 6
European countries: management in SCA patients remains sub-

optimal ( )

Achievement of targets at follow-up visits
2018 & 2022%*

1st Follow-up
100% of patients
2022 (n=1721), 2018 (n=1730)

53% of patients* 20% of patients*
2022 (n=914), 2018 (n=1013) 2022 (n=337), 2018 (n=433)

2" Follow-up } [ 3 Follow-up

Average number of weeks since

discharge/previous follow-up point 14 (16) weeks 20 (17) weeks 20 (19) weeks

Fonte: Laufs et al, Vascular Pharmacology 148 (2023) 107141

<70 mg/dL
<1.8 mmol/L

30%

<55 mg/dL [ 1 \ _
<1.4 mmol/L 10% 13%
8

2022 m2018

Proportion of patients
achieving targets (%)
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@ ESC European Heart journal (2024) 45, 3415-3537 ESC GUIDELINES

Europtan Sl sy 0107 Yeuhenyerort7 Recommendation Table 18 — Recommendations for
lipid-lowering drugs in patients with chronic coronary
2024 ESC Guidelines for the management syndrome (see also Evidence Table 18)

of chronic coronary syndromes

i a b
Developed by the task force for the management of chronic Recommendations Class Level

coronary syndromes of the European Society of Cardiology (ESC)

Endorsed by the European Association for Cardio-Thoracic Surgery (EACTS) Lipid-lowering treatment with an LDL-C goal of < 1.4
mmol/L (55 mg/dL) and a >50% reduction in LDL-C
vs. baseline is recommended.®*¢70¢71

A high-intensity statin up to the highest tolerated

dose to reach the LDL-C goals is recommended for

all patients with CCS.670671

lla C )

If a patient’s goal is not achieved with the maximum
tolerated dose of statin, combination with ezetimibe
is recommended.®”*

For patients who are statin intolerant and do not
achieve their goal on ezetimibe, combination with
bempedoic acid is recommended.¢®°

For patients who do not achieve their goal on a
maximum tolerated dose of statin and ezetimibe,
combination with a PCSK9 inhibitor is

recommended.®”>47¢

For patients who do not achieve their goal on a
maximum tolerated dose of statin and ezetimibe,
combination with bempedoic acid should be
considered.

For patients with a recurrent atherothrombotic
event (not necessarily of the same type as the first
event) while taking maximally tolerated statin
therapy, an LDL-C goal of <1.0 mmol/L (<40 mg/dL)

: 675676
may be considered.”"™

© ESC 2024

CCS, chronic coronary syndrome; LDL-C, low-density lipoprotein cholesterol; PCSK9,
proprotein convertase subtilisin/kexin type 9.

*Class of recommendation. [
bLevel of evidence.



Consensus Statement 2023 ESC-ACVC-EAPC:

Strike early, Strike Strong

ACS admission

The 'strike early and strike

| Statin-naive patient |

| Patienton statn |

strong' approach considers J
i N
ihe use Of Immediate intiaton/continuation of high intensity lipid lowering therapy (before coronary anglography) | |Rech ge with r y statin&| | - »
of PCSK9i in the acute High intensity statin* + ezetimibe ** | & PCSK9 pedoicackt | |
phase post ACS event, |
eSpeCIO”y if thel' VeI'V high <“---- '{ Consider PCSKS inhibitors in acute phase, especially if additional high nisk : Ri of statin E
Cv risk chtors qre present \ { CAD, poly disease, FH, recurrent event) ) Re-challenge with alternative statin/dose
such as patients with
recurrent events, multivessel [ screen fo famial nyperchol |
coronary artery disease, ot oty e Fesimand Seoad 88
. Lipid improvement plan tosuvumm(zo (-40) mg
polyvascular disease, s S
fO m i | iOl :S;SD\E’;S:;;EE“’E;.“W statin treatmant
h ype rc h @) | eSTe ro | aem IO Re-evaluation after 4.6 weeks at :‘:k:m:g:':’::,::m :,z:::"d "
secondary p 1 clinic, assess **** Particulary In patients wih very high
achieved LDL-C, y, compliance. 9 (vnma:mhm-Jfﬂ%rpnu of m;
LLT escalation if targets not met ::::;.:lrﬂ';uca: :m‘n‘frﬂ&;ﬁ:"’mn“

premature AMI

Figure 2 Proposed lipid-lowering algorithm after ACS. A combination therapy consisting of a high-intensity statin and ezetimibe, preferably as a

Fonte: Krychtiuk KA et al. Eur Heart J Acute Cardiovasc Care. 2022; 11(12): 939-49.
Proprietary information - Do not photograph or otherwise copy or distribute

In case of statin
intolerance:
MTD statin re-
administration
+ ezetimibe +
PCSK9i



3.1.2 Terapia alla dimissione

REGIONE CAMPANIA|
I La prevenzione secondaria di eventi ischemici e quindi la riduzione del rischio residuo inizia gia in
fase ospedaliera ed in fase di dimissione. La dimissione rappresenta un momento clinico
fondamentale per istruire il paziente ed i caregivers sull'importanza del trattamento
farmacologico, dell’aderenza terapeutica e dei target da raggiungere.
Nello specifico:
PERCORSO DIAGNOSTICO TERAPEUTICO - Il trattamento ipolipemizzante deve mirare ad un target precoce di LDL <55 mg/dL e/o ad
ASSISTENZIALE una riduzione di LDL >/= 50% rispetto al valore di partenza (o <40 mg/dL se la SCA si verifica

entro due anni da un precedente evento cardiovascolare). Pertanto, dovra gia in fase di
pre-dimissione essere identificato il target per ogni specifico paziente e di conseguenza, a
seconda della distanza dal target stesso, in base alla riduzione attesa con le varie strategie
farmacologiche, identificare la terapia ipolipemizzante ottimale. Per la maggior parte di
pazienti dovra essere, gia al momento della dimissione, prescritta una terapia di
associazione orale (statina ad alta efficacia ed Ezetimibe), preferibilmente in associazioni

recostituite per migliorare I'aderenza nel lungo termine. Inoltre, potranno gia in fase di
Sindromi Coronariche Acute (SCA) pre—almlssmne essere lqentcan ajcunt *eno!lpl aq paﬂen!l che possono glovarsi ael ?ast-

Gennaio
2022

track per la prescrizione di inibitori di PCSK9 (prescrizione sulla base di una sola
determinazione di LDL), ovvero: pazienti gia in trattamento con statina ad alta intensita e
valore di LDL al ricovero >70 mg/dl, pazienti con nota intolleranza alla statina, pazienti con
valore basale di LDL (>/=140) tale da non poter raggiungere i target raccomandati con la
sola statina ad alta intensita o con una combinazione di statina ad alta intensita piu
ezetimibe (4).




L’ importanza di una terapia ipolipemizzante intensiva dopo SCA:
cambiare il paradigma per migliorare il raggiungimento dei target

e Paziente con SCA in terapia con Statine ed Ezetimibe ed LDL > 70 mg/dI
Aggiunge i-PCSKg alla dimissione

a terapia prescritta

e Paziente con SCA in terapia con Statine ed LDL > 70 mg/dlI
Aggiunge eventualmente Ezetimibe ed i-PCSK9 alla dimissione

Nuova
rimbaorsabilita

T e Paziente con SCA naive da Statine con LDL > 70 mg/dl e < 140 mg/dI

100 ==70
Aggiunge combinazione Statina ed Ezetimibe alla dimissione e controllo
a 1 mese per valutare i-PCSK9g

e Paziente con SCA naive da Statine con LDL > 140 mg/dl
I Aggiunge combinazione Statina, Ezetimibe e i-PCSKg alla dimissione m



Ezetimibe Statine

Inibitore dell’assorbimento Riducono la sintesi del
del colesterolo intestinale colesterolo nel fegato
. e biliare
Intestino
X
25% colesterolo 75% colesterolo
esogeno biliare
Fegato HMG-CoA reduttasi
NPC1L1
VLDL
o)
Q:f°p
NS
C-LDL aite
foari e IDL
sierico LDIR colesterolo sierico
C-LDL — .
sierico LDIR epaticod J C-LDL N
C-LDL Ssierico e
LDLR -
Degradazione del RIEHCO LDL
C-LDL
recettore .
PCSK9-LDL sienca _ )
nei lisosomi ATP citrato liasi
Inibizione del’RNA messaggero
3 del PCSK9 S
+ Acido Bempedoico
Inibitori del PCSK9 (AM e siRNA) Riduce la sintesi del

Aumentano i LDLR epatici colesterolo nel fegato

Figura 1. Principali molecole disponibili per la riduzione del colesterolo LDL.
AM, anticorpi monoclonali; ATP, adenosina trifosfato; C-LDL, colesterolo LDL; HMG-CoA, idrossimetilglutaril-coenzima A; IDL,

lipoproteine a intermedia densita; LDL, lipoproteine a bassa densita; LDLR, recettori delle lipoproteine a bassa densita; NPC1L1,
Niemann-Pick C1-Like 1; siRNA, small interfering RNA; VLDL, lipoproteine a densita molto bassa.



LA 00.Yeal | Originally Published 30 October 2022 | @ M) Check for updates

Abstract 10851: A Randomized Study to Compare
LDL-C-Lowering Effects of Inclisiran With Usual
Care vs Usual Care Alone in Patients With Recent
Hospitalization for an Acute Coronary Syndrome:
Rationale and Design of the VICTORION-
INCEPTION Trial

(Day -30 to Day -1)
» 18 years (n= 384)
» Recent ACS (in-patients/put patients) within 5 weeks
» LDL-C >70 mg/dL despite statin therapy (or
7 docgmcnted statin intolerance)

Randomization

n=192
Inclisiran 284 mg S.C. + usual care
excluding PCSK9 mABs

n=192
usual care

Timeline of administrations



Le maggiori societa scientifiche Italiane suggeriscono l'utilizzo da subito della triplice
associazione nei pazienti a rischio estremo con LDL-C molto lontano dal target

STATINA + RIDUZIONE >50%

. EZETIMIBE °
C-LDL <1.4 mmol/I

STOP

VALUTAZION

_ NO
E RISCHIO CV Triplice
ESTREM B
. post SCA + storia di: RIS oppure
. altri eventi vascolari
. arteriopatie periferiche . STATINA +
. vasculopatie polidistrettuali . EZETIMIBE + *Mab vs PCSKS (alirocumab
. coronaropatie multivasali . ACIDO BEMPEDOICO o evolocumab) o

. ipercolesterolemia familiare

PCSK9 siRNA ‘inclisiranl

L'aggiunta tempestiva di una terapia mirata alla riduzione della PCSK9 risulta quindi preferibile:

* nei pazienti a rischio CVS molto alto ed estremo (eventi cv multipli o secondo evento entro 2 anni) che non raggiungono i goal

terapeutici con statina/ezetimibe o che sono molto lontani dal target, per cui anche con HIS+EZE non potrebbero raggiungere il target
* nei pazienti che sono intolleranti alle statine

G Ital Cardiol 2023;24



Combination lipid-lowering therapy as first line

strategy in very high-risk patients

Cardiovascular risk
assessment

v L

'd ™ ' N

@ ESC European Heart Journal (2022) 43, 830-833 VIEWPOINT . . .
E?gezfssgyclety https://doi.org/10.1093/eurheartj/ehab718 Epidemiology and prevention Very ngh Extremely hlgh risk
CVD Risk patient®

- gy - v,

Combination lipid-lowering therapy as first-line il v
. Tk it : p N 7
strategy in very high-risk patients . Start statin +
Start statin + .

Kausik K. Ray'*, Laurens F. Reeskamp @ 2 Ulrich Laufs @ 3, Maciej Banach @ 4 ezetimibe* ezetimibe* + PCSK9
Francois Mach ® °, Lale S. Tokgozoglu ® ¢, Derek L. Connolly’, Anja J. Gerrits®, \targeted therapy#/

Erik S. G. Stroes ® 2, Luis Masana ® °, and John ). P. Kastelein ® 2 [
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Position paper ANMCO:
Gestione dell'ipercolesterolemia nei pazienti
con sindrome coronarica acuta
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[ Ricovero per SCA ]

— ! - : E [EI Iniziare ezetimibe + PCSK9i
[ njalieranzaalie sta'glne —— » | Eta<g0anni? »| (considerare acido bempedoico
gia documentata? se C-LDL basale >170 mg/dl)

Iniziare con ezetimibe + acido bempedoico

In trattamento con statine IEI Possibile incremento dose statina o m lncr.em.ento fose sta.tlna ?‘
) ; e i - o ey | SOStitUZIONE CON statina pili

prima del ricovero? sostituzione con statina piu efficace? X sl i
efficace ed inizio ezetimibe*

o

j [ Iniziare con ezetimibe + valutare inizio PCSK9i

Malattia renale cronica @ | Iniziare statina a moderata intensita alla
con eGFR <30 ml/min? MDT (il prima possibile) + ezetimibe
, - Iniziare statina ad alta intensita alla
EMERED rlcqrrente nel E » | Eta<80anni? E—> MDT (il prima possibile) + ezetimibe
| precedenti 12 mesi? | + PCSKOi

] [ Iniziare statina ad alta intensita alla

MDT (il prima possibile) + ezetimibe

[ Iniziare statina ad alta intensita alla MDT
+/- acido bempedoico

(il prima possibile) + ezetimibe

Figura 3. Awvio della terapia ipolipemizzante durante il ricovero nel paziente con sindrome coronarica acuta.
C-LDL, colesterolo LDL; eGFR, velocita di filtrazione glomerulare stimata; MDT, massima dose tollerata; PCSK9i, inibitori del PCSK9;
SCA, sindrome coronarica acuta.

*Valutare anche I'aggiunta di PCSK9i in caso di evento ricorrente.
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Dimissione dopo SCA in terapia con
statina MDT + ezetimibe

!

7 \
Controllo clinico e verifica livelli C-LDL a 4 settimane
o secondo PDTA locali

v

Effetti collaterali o reazioni avverse EI Seguire indicazioni
riconducibili al trattamento con statine? documento su intolleranza

1 alla terapia con statine

C-LDL <55 mg/dI
I J
k! ,

Paziente ad_e.ren.te alle E Possabl_le so_s‘tltuuone con E Sostitizione stating
prescrizioni? L statina piu efficace? ’

l e
Livelli C-LDL ridotti del 50% e PiosEgtilRetaratIa

[}

Migliorare aderenza e verificare C-LDL <70 e/o et >80 anni ﬂp
nuovamente il raggiungimento
del target di C-LDL ‘

Aggiungere PCSK9i

Valutare aggiunta acido
bempedoico

Figura 4. Gestione del trattamento ipolipemizzante dopo la dimissione ospedaliera per sindrome coronarica acuta
in pazienti gia in trattamento con la combinazione statina/ezetimibe.
C-LDL, colesterolo LDL; MDT, massima dose tollerata; PCSK9i, inibitori del PCSK9; PDTA, percorso diagnostico-

terapeutico assistenziale; SCA, sindrome coronarica acuta.
& Link
probioble solutiens




Razionale

La riduzione precoce del LDL-C (con statine) si & dimostrata efficace nella riduzione
della mortalitd e morbilita

Ancora troppo pochii pazienti con ACS a target

Una terapia anche con statine ad alta intensitd/efficacia o in associazione con
Ezetimibe non potfrd mai consentire a pazienti a rischio molto alto il raggiungimento dei
target terapeutici

Fattibilita

Sufficienti dati che indicano una correlazione tra riduzione rapida e mantenimento
constante di bassi livelli di LDL-c e riduzione degli eventi CV attraverso una precoce
stabilizzazione delle placca e delle lesioni non culprit

L’abbassamento della soglia della prescrivibilita a valori di LDL-¢ = 70 mg/dl in
prevenzione secondaria ed in pazienti ad alto rischio CV con IMA < 12 mesi (con una
singola determinazione dell’LDL-c) consente di ampliare e gid in fase acuta la
popolazione dei pazienti

Sicurezza

Assenza di effetti collaterali, neurocognitivi € immunitari in relazione a valori di LDL-c
permanentemente bassi
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