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Meeting Nazionale ITACARE-P 2025

Combination of lipid -lowering therapies during index hospitalization for
acute coronary syndromes
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Recurrent Events are Greatest in the First Year Post-MI Nearly 1 in 5 of Patients Will Have a Recurrent CV Event During
. , First Year Post M|
Cumulative Incidence Rates of CV Events (CV Death, MI, Stroke) in
Patients Post MI From the International REACH Reglstry Observational, Retrospective, Cohort Study From Swedish National Registries of All Patients With a Prior M
20
Patients: :
: ) All Patients
N =16,770 154 Patients: aten
Patients with - . N‘=9‘7,254‘ s %
established CAD, < nosprtahzed:vnn 3 q
cerebrovascular H MN7%  34% M 5% 4
disease, PAD, S Medn age: 3§
o T . cao
aeotionbate.~ § 1 8.3% 4% { ryeasinM - 8% 5
risk factors ° Tgo gglrasu%ns?ggle E 3 Cumulative rate
— 5 o 3.6% pos{MI population ;g 20 18.39 of MI, stroke, or
Mean age: 67 years % 4.7% o0 — 20 0 gr\s’t(::aat:‘ during
— g Mean durationof & @ 0
Follow-up: Initially, ~ © follow-up: 2.54 years E 0
2 years + centers instablepostMl 5%
haZyea 18t Year nd Year 31d Year 4 Year el 0 0 0 s
Year of follow-up Time (days since MI)




@ ESC European Heart Journal (2021) 42, 243-252 CLINICAL RESEARCH

European Society 4oi:10.1093/eurheartj/ehaa1011 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

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  1.17 1.85 LDL-C reduction
(mmol/L) i ' \ [ (mmol/L)
, : i =—HRforMACE | _ |
14 ; 5 ; 95% Cl X 30+ —<0.36
' ' : 8 [==0.36 - 1.17
° 5 ~—1.17 - 1.85
® g |—> 1.85 _
§ £ 201 Conclusions
2 g Larger early LBC reduction and more
5 g ol intensive statin therapy after M|l were
T . .
2 associated with a reduced hazard of
. s all CV outcomes and adause mortality.
Porcentles 257 6% 75° L : : : This supports clinical trial data
£ 6000/ _ Years . . .
£ 450 st S - - suggesting that earlier lowering of L-DI__
. B “ieim  mee s en after an Ml confers the greatest benefit.
LDL-C reduction from index event (mmol/L) — 10062 4794 1900 466

'HR for 1.85 vs 0.36 mmol/L LDL-C reduction: 0.77 (95% CI 0.70 - 0.84)|
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FASTTRACK - CLINICAL RESEARCH

Ischaemic heart disease

Intensive early and sustained lowering of
non-high-density lipoprotein cholesterol
after myocardial infarction and prognosis:

the SWEDEHEART registry

Timing of reaching and duration of staying at non-HDL-C target

w 46 518 patients with Ml and 7407 MACE (all-cause mortality, Ml, or stroke)

Median non-HDL-C (mmol/L) Timing
[
[
Never —
Early o | :
Late e — |
Early and sustained e | :
[
1.0 :
[ I |
0.60 0.80 1.00
0.0 |

T
Ml 2 months

e Never e Early e Late

e Early and sustained

MACE, adjusted HR (95% Cl), p for trend <0.001

Conclusions

The lowest achieved levels both at 2
months and at 1 year of n@HDLC
were associated with better outcome
The lowest risk was observed when
target was achieved within 2 months
of Ml and sustained thereafter.
These findings challenge the
current stepwise approach for
cholesterol lowering after Ml, which
inevitably results in delaying goal
attainment and possible harm.
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Dyslipidaemias

Transiently achieved very low low-
lipoprotein cholesterol levels by s
and alirocumab after acute coron:
are associated with cardiovascula
reduction: the ODYSSEY OUTCC

Al e 24
Take Home Message
A short period of very low LDL-C levels {(<0.39 mmol/L) may result in prolonged cardiovascular risk reduction.

Mean (95% CI)
LDOL-C {mmoliL)

Patients with ACS

On steady-state treatment with high-intensity or o0

maximum-tolerated dose of atorvastatin or rosuvastatin,
with at least cne lipid criterion met:
LDL-C =1.8 mmalL
Mon-HDL-C 226 mmal/L
Apolipoprotein B 280 mg'd

Randomization 1-12 months after AC5
n=18924

J

oy

Allracumab SC O2W (n=9462)

Placebo SC QWY (n=9.462)

{very low LDL-C)

l as .

LOrL-C

Mean (95% CI)

{mgfdL)

_H105

0 1 1 3 4

Years since randomization

=== Placeba {overall cohort) m— Placebe (PSM to wery bow LOL
= == Alirocumab {overall cohort) e Alrocumab (very low LOL-C)

Curmulative incidence
of MACE (%)

|

MR 085 {35% O 0.78, 0.93) -

0001 -

Lm=T -

x

HR 02 (95% C1 051, 0.997)

PeO047
[ T T T T
a . . 3 4
matehed (PSM) Mumber at risk Years since randomazation
rrul-r b--cllm- : Phceba [overal] 9461 2,805 B,201 3471 629
ar baseline
characteristi Alirccumab (overal) 9461 3,846 E345 1574 £53
c cteris
arvd study ivacieation Placebka (PSM} 1480 1,359 1,144 494 a9
adherence {n=1,460) e 70 702 €67 07 78



HUYGENS Study Design

161 patients with (1)) NSTEMI, (1) angiographic CAD, (i) LDL-C 260 mg/dL on high-
intensity, 280 mg/dL on low/moderate-intensity or 2130 mg/dL on no statin at screening,
(iv) subsequently treated with maximally tolerated statin and (v) target segmenton OCT

containing at least one image with a FCT 5120 um and one image with lipid arc >90°

Screening

>
E :
Coronary v >
Angiogram L —

- T
Baseline 'E 8
OCT/IVUS S )
=
SC injection g ‘.Uz
of 3mL g Evolocumab 420 mg SC monthly )
placebo © 2
> c
= w

o

Screening Treatment
T O R e e W
2 1 Week B

Nicholls Cardiovasc Diag Ther 2021 Week



HUYGENS Primary Endpoint:

Minimum Fibrous Cap Thickness
5

Relationship Between LDL-C and

£ 4 Changes In Fibrous Gap Thickness
= Achieved LDL-C Change n LDL-C
b= 3 % 1
L
0 2 R
c L 54
5 4 e :
I [ WO 0
e worf §

2 - - -
10 20 30 40 50 60 70 80 9 100 110 200 180 160 -140 120 100 80 60 40 20 0

Placebo Evolocumab Achieved LOLC (mg/d Change in LOLC (mgi)



Patients with AMI (N-STEMI/STEMI) undergoing coronary angiography & successful PCI of the infarct

wnab

vessel & 2 non-infarct related arteries with angiographic evidence of atherosclerosis (20-50% DS) PA M AN

No statin, LDL >125 mg/dL
(>3.2 mmol/L)

On Statin, LDL >70 mg/dL

(>1.8 mmol/L)

Enroliment of 300 Patients

POC

Baseline

L%

@E@®

IVUS, NIRS, OCT

Alirocumab s.c. 150 mg / 2 weeks
+ Rosuvastatin 20 mg

Placebo s.c. / 2 weeks
+ Rosuvastatin 20 mg

52 weeks

R L

IVUS, NIRS, OCT

Baseline blood sampling

Initiated <24 hrs after PCI

Blood sampling 4 weeks
3 visits, 4 phone calls
Blood sampling 52 weeks

Am Heart J 2021;238:33-44.



Change in LDL-C, mean (SD) PA @OMAN

154.8 (31) mg/dL 200
4.00 (0.8) mmol/L

150.9 (36) mg/dL g
3.9(0.9) mmol/L = 150

CENTRAL ILLUSTRATION: Triple regression in patients with acute Ml treated with alirocumab or
placebo in addition to high-intensity statin therapy.

52-week follow-up

300 patients with acute Ml randomized
. 4{MaxLCBlamm p=0.04
265 patients analyzed

©,

| — 5 ...

* Week 52 vs. Bas

Primar)
Change

Aroc umab

Multimodality Triple regressors
asse.ssment of two = Non-triple regressors
non-infarctrelated
| arteries Frinie R " 4 Death, M|,
1 | g PAV ERptC NEhEs ischemia-driven

130 135 x | revascularization
Alirocumab Placebo M maxicei,., Alirocumab* L"’“"“"" ORadj' 0.41

plaque at (95%C10.17-0.97)
f /" . minFCT e baseline*
v

*independent predictorsof triple regression at follow-up ‘with age, sex, diabetes, prior MI

Alirocumab Placebo Alirocumab Placebo



PCSK9 Peak Levels Rise up to 48 Hours in ACS

180 (1800)7
160 (1600)-

—— PCSK9 level after AMI
MRNA level after AMI (normalized by GAPDH)

A

9
8

L)

140 (1400)-
120 (1200)-

PCSKS9 Levels Predict MACE Following ACS

100 (1000)-
80 (800) -
60 (600) -

L
20 (200) -

PCSK9 levels after AMI (ng/L)

0

Baseline  1h 3h

PCSK9-REACT

Prospective, Single-Center, Observational Study in Austria

Patients:
N =333
hospitalized for ACS

Median age: 57 years

Follow-up: 1 year

MACE = CV death,
MI, UA, stent
thrombosis, repeat
revascularization, and
ischemic stroke

No. at risk
Lower tertile
Upper tertile

MACE at 1 year (%)

50
— Lower tertile Upper tertile
40 4
30 4
Log rank 8.73
20 P =0.003
10 -
——— 3.4%
0 —_—
] | I I ]
0 100 200 300 400
Follow-up (days)
59 57 57 52 0
59 56 53 49 0

Upper tertile = higher PCSK9 concentration
Lower tertile = lower PCSK9 concentration




EVACS: LDL-C Levels Declined as Early as Day 1 After Administration of
Evolocumab and Were Significantly Reduced Compared with Placebo by Day 3
140 .LP =085 p=0.12 B Placebo ™ Evolocumab - 36
1204 N P=0.02 P<0.01 - 34
~100 \J J P<001 [ 26 ~
3 80- L 51 8
I i e S l -
Qe+ | T~ 16 O
. 40 ) [T b 10 §
20 '
N | | | | EVOPACS: Primary Endpoint Showed Significant Reductlon |n
0 1 3 4-7
Pacebo Day LDL-C at 8 Weeks
mgidl 80.6 £ 41 860+ 40 781233 75.0£32
mmoll 2311 22210 2009 18+08
Evolocumab
ot e s wi e Mean Values
Evolocumab, added to statin therapy, significantly reduced LDL-C levels ti 16 )
follow-up in comparison with the placebo group (statin alone) (35.9 + 24 S 4 - 3-61 mmol/
N Ty R o ey The reduction in ~ | @39mg/aL), ——Placebo —Evolocumab
LDL-C levels was 50‘
evident at 4 weeks E 3 31-‘5 mmzliL
and maintained at S (132 mg/aL)
8 weeks 2 21 - —4
- 2.00 mmol/L 2.06 mmol/L
There were no é (77 mg/dL) (80 mg/dL)
differences R ‘
observed for any 3 0‘3719 mm:EL
GILLE exDloratow 0 Baseline Week 4 (W:::I'(!B :
endpomts No. of patients
Placebo 148 144 149
Evolocumab 146 136 141
Absolute difference, LS means (mmol/L) 1.34 1.43
Percentage difference 38.4% 40.7%
P value < 0.001 < 0.001
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Acute LDL-C reduction post ACS: strike early
and strike strong: from evidence to clinical
practice. A clinical consensus statement of the
Association for Acute CardioVascular Care
(ACVCQ), in collaboration with the European
Association of Preventive Cardiology (EAPC)
and the European Society of Cardiology
Working Group on Cardiovascular

European Heart Journal: Acute Cardiovascular Care
(2022) 11, 939-949

Pharmacotherapy
A ~8— Placebo B Hospital Discharge D LDL-Chol '
-~ Evolocumab 100 ~Cholestero
™ ? o P<0.001
2 — - —l— £ Placebo
-~ 13 £ W .
y o P=0.020 :
— > 200+ @l Alirocumab
I I | ' | L
:.; l\\.ﬂ\_ “ LD LDLCSE | menhDL<100 | men DL | apelicse .,.au 3150+
- * J k")
% \ T ' ‘E” .|- 30 mg/dL
:2 k \ I ] C 5 L l T
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A ' o
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9
2
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2023 ESC Guidelines for the management
of acute coronary syndromes

\ @Esc




Achievement of target LDL-cholesterol level in patients with acute coronary SEMINA ) CARDIO —

syndrome undergoing percutaneous coronary intervention: The

JET-LDL registry

Results: A total of 1095 patients were
included: 33.7% were already on LLT.
Baseline LDL-C levels was 105 mg/dL.

At hospital discharge all patients were on LLT:
98.1% received statins (as mono or
combination therapy), ezetimibe and PCSK9i
were used in 60.1% and 8.5% of cases,
respectively.

At 7-month LDL-C levels dropped to 53 (38—
70) mg/dL (p < 0.001 vs baseline) and it was
<55 mg/dL in 53% (95% CI 49-57) of
patients; however, PCSK9i were added to 7
further cases.

At 3-months 58% of patients achieved the
target level, but PCSK9i was added to only
11 new patients.

200 - = p-value < 0.001 |
. p-value < 0.001 'y p-value < 0.001 .
‘%“ I 1 | 1
~. 150 - T
[=Ts]
E
© 100 -
Q
-
vy
2 —
S 504 105(76.5-137) {
o
—
o 53 (38-70) 50 (38-65)
0=
| 1 | |
Baseline 1-month 3-months

International Journal of Cardiology 397 (2024) 131659



PCSK9i Outcome Trials:
Main Results at a Glance

Outcomes relative fourier @O R,Y"S(,S&:[Y
reduction . . -
’Primary endpoint 15% 15%
MI 27% 14%
Stroke 21% 27% |
Unstable angina 1% 39%
CV death +5% increase (NS) 12% (NS)
All cause death +4% increase (NS) 15% (p=0.026"%)

* Nominal p value

Sabatine MS_ et al. N Engl J Med 2017:376:1713

Schwartz GG ot al. N Engl J Med 2018 [Epub ahead of print)
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SPECIAL ARTICLE

Lifestyle intervention

Consider lipid-loweri s, if lifestyle
modification lmpossaelfa

Consider target LDL-C<1.0mmol/L (<40mg/dL) if

second vascular event in 2 years on maximally
tolerated statin dose

Re-check LDL-C after 1year  Add:

then once a year Ezetimibe or
+ t lifestyle Bile az::qlmm or
modification
| Rechallenge statin
-
YES NO' X
_ Target achieved? sf
| LDL-C < 1.4mmol/L —
(«55mg/dL) (41~ 4)
AND .+ lifestyle
intervention

>50% LDL-C
reduction®

NO

LDL-C >= 1.4mmol/L
(>=55mg/dL)

l I\s l
€. ]

YES

Administer high-dose of statin
(e-g. atin 80mg/day)

or
G Titrate statin dose
or
Add ezetimibe/PCSKS-I
IF POSSIBLE - DURING THE ACUTE PHASE
(3-12h from onset)

s
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Solamente il 20.7% dei pazienti arruolati ha raggiunto il target LDL previsto.
Solo il 15% dei pazienti con ASCVD a sede cerebrale ha raggiunto il goal LDL previsto.

All Coronary Cerebral Peripheral/other Polyvascular
patients ASCVD ASCVD ASCVD ASCVD
(N=6954) (N=4857) (N=400) (N=150) (N=1547)
Achieving LDL-C goals, n (%) 1438 (20.7) 980 (20.2) 60 (15.0) 28 (18.7) 370 (23.9)

Nonostante fossero a rischio molto alto, per il 21,4% dei pazienti & stata documentata
una totale assenza di terapia ipolipidemizzante.

Catapano et . ESC 2022




Medical News & Perspectives
It Takes an Average of 17 Years for Evidence to Change Practice—
the Burgeoning Field of Implementation Science Seeks to Speed Things Up

Rita Rubin, MA

Jama com JAMA  Publshed onfine Aprll 5. 2023

© 2023 American Medical Association. All rights reserved.



Therapeutic inertia

refers to the failure to initiate or intensify therapy when
treatment goals are not met.

This phenomenon significantly impacts lipid management,
leaving patients at higher risk for cardiovascular events.
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@ ESC European Heart Journal (2024) 45, 4184-4196 FASTTRACK - CLINICAL RESEARCH

L European Society https://doi.org/10.1093/eurheartj/ehae558 Aemi : o
55” il ps://doi.org eurheartj/ehae Epidemiology, prevention, and health care policies

International Journal of Cardiology 433 (2025) 133290

Contents lists available at ScienceDirect

CARDIOLOGY

International Journal of Cardiology

journal homepage: www.elsevier.com/locate/ijcard

33%

LDL-cholesterol levels and lipid lowering therapy in secondary prevention.
Baseline data from the BRING-UP prospective registry

V Inerzia medico-relata

V Difficolta logistico -gestionali (burocrazia, spesa economica, piani terapeutici)
V Resistenza del paziente alla modifica terapeutica

V NON -ADERENZA
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Article

Therapeutic Inertia in Dyslipidemia Management for Secondary
Cardiovascular Prevention: Results from the Italian
ITACARE-P Network

202}, Anna Gualeni 3, Lucia Barbieri 12, Gian Francesco Mureddu 4, Elio Venturini 3",

8

Andrea Faggiano "

[ 10

, Francesco Maranta ?'"', Maria Vittoria Silverii 1°,

Laura Garau 12, Davide Garamella °, Raffaele Napoli @, Luigi Maresca 7 Gaetano Luca Panetta 8, Antonio Maggi 3
1,2 10,11 3,%

Francesco Giallauria "', Marco Ambrosetti 7"/, Matteo Ruzzolini

Stefano Carugo , Francesco Fattirolli and Pompilio Faggiano

Cardiologia, Fondazione IRCCS Ca Granda Ospedale Maggiore Policlinico, Milano
Cardiologia, Fondazione Poliambulanza, Brescia

Cardiologia Riabilitativa, Ospedale Careggi , Firenze

Cardiologia Riabilitativa, Crema

Cardiologia Riabilitativa , Cecina

Cardiologia Riabilitativa, Universita Napoli

Cardiologia, Ospedale San Giovanni, Roma

Cardiologia, Ospedale Isola Tiberina, Roma

Cardiologia Riabilitativa, San Raffaele , Milano

CRITERI DI INCLUSIONE:
Una storia pregressa di malattia cardiovascolare aterosclerotica (ASCVD)

Disponibilita di valori di colesterolo LDL nel siero al momento della valutazione clinica nel periodo

01.01.2023- 30.06.2024.

La valutazione del colesterolo LDL avvenuta almeno 4 settimane dopo sia il primo evento ASCVD che

I'inizio della terapia ipolipemizzante

Journal Clinical Medicine, 2025



Ci atteniamo alle linee guida ESC
A OBBIETTIVI DELLO STUDIO: 201977

——

1. Valutare il numero di pazienti con LDL a target in prevenzione secondaria in un setting di real world
2. Valutare il numero di pa2|ent| non atarget LDL a Cui e stata effettuata una modifica terapeutlca
3. 5EQUUEUI wOzIl I Il PEEEDPEWEI OO0I wOQ«* Ei 1l wOIl UExIT UUDPEI

EEPEOOwWPOwWxUOBOEOI OEmMEI OO0z B
terapeutica?

ESEMPIO: Un paziente con LDL = 67mg/dl, ossia una distanza % dal target (55mg/dl)
pari al 17%in terapia con rosuvatatina 10mg

. | Scelta A) Raddoppio dosaggio rosuvastatinaA attesa una riduzione del circa 6%A
ragionevolmente NON efficace

Scelta B) Aggiungo Ezetimibe A attesa riduzione del circa 20%A ragionevolmente
EFFICACE
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Demographic and Clinical Characteristics

Number of Patients 1909
Age = SD 68 +11.4
- more than /o years (%o) - o1 /7 (2/7.7)
Female Gender (%) 402 (21.1)
Clinical Event (%) 1909 (100)
- CcCs - 392 (20.5)
- Post-ACS - 1451 (76.0)
- Stroke/TIA - 99 (5.2)
- PAD - 268 (14.0)
- Combination (at least 2 - 285 (14.9
Multiple Events < 2 years (%) 170 (8.9)
Multivessel Coronary Artery Disease (%) 1018 (55.2)
Time Since first Event (months = SD) 77 =87
Event < 1 year (%) 485 (26.6)
Hypertension (%) 1414 (74.1)
Diabetes (%) 506 (26.6)
Dyslipidaemia (%) 1604 (84.0)
Chronic Renal Disease (%) 329(17.2)
Obesity (%),( data available in N = 968) 184 (19.0)
Smoking Status (%)
- Never - 920 (48.2)
- Former - 732 (38.3)
- Active - 257 (13.5)
Symptoms (%), N= 1604 239 (14.9)
- Angina - 54 (3.4)
- Dyspnea - 190 (12.0)
- Claudicatio - 31 (2.0)
Atrial Fibrillation (%) 237(12.4)

Cardiac Rehabilitation (%), N= 1209

589 (48.7%)




Lipid Data
| Number of Patients 1909
: Total Cholesterol (mg/dl) + SD, N= 1487 137.6 = 41
LDL-c (mg/dl) = SD 66.5 + 33.6
| HDL-c (mg/dl) = SD, N= 1417 47.9+12.8
Non HDL-c (mg/dl) = SD, N= 1412 89.5+38.7
Triglycerides (mg/dl) = SD, N= 1439 118.6 £ 57.3

Patients with LDL-c target < 55 mg/dl (%): 1739 (91.1)
5 - Achieving Target 758 (43.6)
.Patients with LDL-c target < 40 mg/dl (%): 170 (8.9)

- Achieving Target 31(18.2)

Lipid-Lowering Data

No Therapy (%)

59 (3.1)

. Statin Only (%) 510 (26.7)
Ezetimibe Only (00) 24 (1.3)
PCSK9-i Only (%) 26 (1.3)
Bempedoic Acid Only (%) 0(0)

Inclisiran Only (%) 2(0.1)
Statin + Ezetimibe (%): 1046 (54.8)
- Single Pill - 826 (79.0)

rBempedoic ACid T EZetimibe (00) 8 (0.4)

- Single Pill -  6(75.0)
PCSK9-i + Ezetimibe (%) 39 (2.0)

L Statin + Ezetimibe + PCSK9-i (%) 93 (4.9)
=Benrrecorefrcie—P-OSHS=5t) Sl
-Fibrates (%) 20(1.0)

PUFA (%) 125 (6.5)

@ A Targetm Non a Target
41%

59%

Target < 55mg/d|

Target < 40mg/dl

@A Target @ Non a Target
18%

@ A Target @ Non a Target

43%






