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L’ Infarto è una 

Malattia Cronica con un 

Esordio Acuto



183 Participating Centers

2,806 Enrolled Patients



In-Hospital Clinical Events
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Hospital Lenght of Stay

7.8 ± 5.4 days
median 6 (5- 9)

DEATH



2023

- 3 % in 6 anni

18 %

2015

21 %

IMA : MACCE a 1 anno
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Ridurre il Rischio Residuo post – IMA

Come ?

Sealing Plaque Strategy
The Lipid Approach



SC-IT-AMG145-00518_08_21

FOURIER

NEJM 2017

ODYSSEY OUTCOMES

NEJM 2018



EVOLOCUMAB Post-AMI

JAMA Cardiol. 2020;5(8):952-957

The Primary Composite End Point (PEP) was cardiovascular death, MI, stroke, 

hospitalization for unstable angina, or coronary revascularization

MI < 12 Months MI > 12 Months

N = 5.711

RRR: 19%
HR 0.81 (0.70 – 0.93) P = 0.004

ARR 3.7%
NNT 27

N = 16.609

RRR: 8%
HR 0.92 (0.84 – 1.01) P = 0.075

ARR 1.1%
NNT 95

Evolocumab

Placebo



Primary Efficacy Endpoint: MACE

RRR - 15 %

ARR - 1.6 %

MACE: CHD death, 

non-fatal MI, 

ischemic stroke, or 

unstable angina 

requiring 

hospitalization

Schwartz GG et al,N  Engl J Med. 2018 Nov 7.

ALIROCUMAB and CV Outcomes After ACS

18,924 Patients

Time from Index 

ACS to 

Randomization 

Median 2.6 months
(1.7 – 4.4)



Schwartz GG, Steg PG et al. N Engl J Med 2018

ALIROCUMAB

Greater Benefit When Starting Early After ACS

Starting Alirocumab < 2 months After ACS     

    RRR 17 %
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Reduction of
Cardiovascular

Events
with Icosapent Ethyl

Intervention
Trial

2019
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Bhatt DL et al. N Engl J Med. 2019;380(1).

CV Death, MI, Stroke, Coronary Revasc, Unstable Angina

REDUCE-IT:       25 % Endpoint Primario

RRR 24.8 %

ARR 4.8 %

NNT 21

P = 0.00000001 

IPE



JACC, Marzo 2023



Time to First Event, Primary Composite Endpoint

in Patients with Recent ACS < 12 Months

Years Since Randomization
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No. at Risk: 
Placebo 
Icosapent Ethyl

407
433

395
425

373
402

311
338

253
284

150
142

0.0

0.2

0.4

0.3

0.1

Placebo: First Event

Icosapent Ethyl: First Event HR, 0.63
(95% CI 0.48, 0.84)

P=0.002

Steg PG, Bhatt DL, Miller M, et al. ACC 2023.

ARR: 9.3% (95% CI 3.6, 15.0)

NNT: 11 (95% CI 7, 28)

RRR 37 %

ARR 9.3 %

NNT 11
P = 0.002 

830 PTS

MACE 5-POINT

IPE



REDUCE-IT: Beneficio Indipendente dai livelli di LDLc

Bhatt DL et al. N Engl J Med. 2019;380(1).

TG

LDL-c



PCSK9-i post - ACS

Modificano il

Fenotipo di Placca
Lessons from HUYGENS & PACMAN-AMI 



Assessing the Impact of PCSK9 Inhibition on 

Coronary Plaque Phenotype with Optical 

Coherence Tomography: Primary results of 

the HUYGENS Study

Stephen J Nicholls, Thomas Hucko, Steven E. Nissen, Francesco Prati, Stephan 

Windecker, Yu Kataoka, Rishi Puri, Bei Wang, Julie Butters, Giuseppe Di 

Giovanni, Stephen Jones and Peter J Psaltis.

SC-IT-AMG145-00518_08_21

HUYGENS Study

ESC 2021

PACMAN-AMI Trial

JAMA, Apr 2022



Utilizzo precoce di PCSK9-i dopo SCA e PCI 

Percent 

Atheroma 

Volume

Maximal 

Lipid-Core 

Burden Index 

Minimal 

Fibrous Cap 

Thickness



PACMAN-AMI
the Triple Regression Was Associated With a 

Reduced Risk of Cardiovascular Events

Biccirè FG, et al. J Am Coll Cardiol. 2023;82(18):1737–1747.

Coronary Plaque Triple Regression

SAVE LIFE

32 %
Death, MI 

and 

Revasc

FU 52 Weeks
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Ridurre il Rischio Residuo post – IMA

Come ?

Sealing Plaque Strategy
The Glucometabolic Approach



GLP1-RA 4 Shields Defender

HbA1c BMI

LIPIDS
LDL-C

TG

INFLAMMATION

ASCVD

CV Risk



Novo Nordisk®

Modified from A. Sharma, S. Verma / Can J Diabetes 44 (2020) 93-102

Direct Effects of GLP-1 on 

Atherosclerotic  Plaque

↓ Lipid 

Synthesis and 

Accumulation

↓ Vascular 

Inflammation

↓ Vascular Smooth 

Muscle Activation

↓ Proliferation

↑ NO

↓ ICAM-1 / VCAM-1



Naveed Sattar

Oct 2021



8 RCTs

60.080 T2DM PTS

3-P MACE 
CV Death, MI, Stroke

- 14 %

CV Death

- 13 %

All Cause 

Mortality

- 12 %

Composite 

Kidney 

Outcome

- 21 %

HF H

- 11 %

GLP1-RA

GLP1-RA 

Metanalysis: 

Outcome Results



NEJM, Nov 2023

A. Michael Lincoff

SELECT Trial



Semaglutide 2.4 mg Weekly

Placebo

• Overweight 

or obesity

• Established 

CVD*

• No prior history 

of diabetes

Event driven

Mean Follow-Up: 40 months

To demonstrate that s.c. semaglutide 2.4 mg 

Weekly lowers the incidence of MACE

versus placebo, both added to SoC, 

in people with established CVD and 

overweight or obesity

PRIMARY OBJECTIVE TRIAL DESIGN

KEY TRIAL NUMBERS

10-year post-trial observational follow-up 

to assess potential long-term effects of 

anti-obesity medication

SELECT-LIFE41 
countries

804 
sites

17,604
patients

SELECT Trial Overview
Semaglutide 2.4 mg Weekly vs Placebo

Linkoff AM et Al.; NEJM; November 11, 2023

Previous CVD and 

Overweight / Obesity



SELECT Trial: Primary CV Composite End Point
CV Death, Nonfatal MI, or Nonfatal Stroke 

RRR – 20 %
(95% CI, 0.72 – 0.90)

p < 0.001

ARR – 1.5 %

NNT 67

Placebo: 701 events (8.0 %)

Semaglutide: 569 events (6.5 %)

17,604 PTS

Linkoff AM et Al.; NEJM; November 11, 2023

RRR 

- 20 %



Semaglutide 2.4 mg Placebo
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SELECT Trial: Change in hsCRP

Linkoff AM et Al.; NEJM; November 11, 2023

hsCRP 

Reduction

 - 38 %

Semaglutide



Waiting for SOUL Trial
Oral Semaglutide vs Placebo

in T2DM Patients With ASCVD or CKD

N = 9.642

3-Point MACE
CV Death / MI / Stroke

Follow Up
RCT Event Driven Up To 5 Years – Until 1.225 First Events

Oral Placebo QD

Oral SEMAGLUTIDE

up to 14 mg QD



Waiting for SOUL Trial
Oral Semaglutide vs Placebo

in T2DM Patients With ASCVD or CKD

Oral Placebo QD

3-Point MACE
CV Death / MI / Stroke

RRR 

– 14 %

Bagsværd (Denmark)

21 October 2024 
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Ridurre il Rischio Residuo post – IMA

Come ?

IVI – guided PCI



New Indication ACS ESC Guidelines 2023

Intravascular Imaging PCI IVI-PCI 

2023

Intra Vascular Imaging should be 

considered to guide PCI.

European Heart Journal (2023) 44, 3720–3826 https://doi.org/10.1093/eurheartj/ehad191



SC-IT-AMG145-00518_08_21
24 RCTs

15,489 Patients

IVUS vs ICA ( 46.4% )

OCT vs ICA ( 32.1% )

OCT vs IVUS ( 21.4% )

Circulation

Feb 2024

CV  Death

&  MACE

Lancet

Mar 2024

18 RCTs

12,913 Patients

CV  Death

&

All Cause 

Death



Searching for High Risk Plaque by

Intra Vascular Imaging

We Do It ?



Eur Heart J. 2023 Oct 12;44(38):3845-3855.

2023USA Temporal Trend IVI-Guided PCI

15 %

MEDICARE Data > 1 Milion pts undergoing PCI 



GISE DATA

2023
ITALY Temporal Trend IVI-Guided PCI

8,6 %

Procedure con IVUS su PCI Serie storica Italia

7,8 %7 %6,5 %6 %5,6 %

202220212020201920182017

202220212020201920182017

1,9 %1,8 %1,8 %1,7 %1,6 %1,5 %

Procedure con OCT su PCI Serie storica Italia

150.000 PCI / Anno  



Eur Heart J. 2023 Oct 12;44(38):3845-3855.

2023USA Temporal Trend IVI-Guided PCI

IVI PCI 1-y Outcomes 

↓ 4 % ↓ 3 %

↓ 26 % ↓ 15 %

DEATH

Repeat PCI MACE

MI



“ From Paper to Patient ”

Che Cosa è Utile Fare 

nella Pratica Clinica

TAM - TAM

Take Away Message



Post - ACS

Sealing HR Plaque

Strategy

Thin Cap 

< 65 µm

PCI
LIPID

CONTROL

INFLAMMATION 

CONTROL

GLUCO

METABOLIC 

CONTROL

Physiology

OCT & IVUS

Stent Technology

PCSK9-i

Inclisiran

Icosapent Ethyl

Bempedoic Acid

Colchicine

Ziltivekimab

GLP1-RA

SGLT2-i

Interventional Drug Therapy



Eur Heart J, 2021

Start Statin + EZT + PCSK9-I  

IPE + GLP1-RA

Extremely High Risk and ACS Patients

IVI Guided PCI & Drug Sealing Plaque 

Fast Track
Strike Early & Strike Strong in ACS Patients With T2DM
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