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vesalius-cv Background

 LDL-C is a well-established, modifiable CV risk factor

* Lowering LDL-C with PCSKS9 inhibitors, including
evolocumab, | the risk of CV events in patients with
a prior, major ASCVD event, such as Ml or stroke

» Clinical benefit of PCSK9 inhibition in patients
without a prior Ml or stroke IS unknown

Sabatine MS, et al. NEJM. 2017;376:1713-22.
Schwartz GG, et al. NEJM. 2018;379:2097-107.




vesalius-cv ASCVD Continuum

No Known ASCVD Known ASCVD

Increasing risk for development of ASCVD ————— |ncreasing severity of ASCVD ——m»

Low-CV Risk High-CV Risk Major ASCVD
(w/o known AS CVD) | (w/o known ASCVD) . Fvent

Coronary disease,
Cerebrovascular disease, or
Peripheral artery disease,
+ risk enhancer

No M| or Stroke

Diabetes
+ risk enhancer

Prior Ml
Prior Stroke
Symptomatic PAD
+ risk enhancer

VESALIUS-CV FOURIER and
ODYSSEY-OUTCOMES




vesalius-cv Trial Design

. Stable patients at high-risk for CV events
N= 12,257 but no prior Ml or stroke*
Event & f/lup driven trial: LDL-C 2 90 mg/dL or .Aéfgsvf,,'?hnoeu?/{/f/he following:
. 3-P MACE 2 751 events non-HDL-C 2 120 mg/dL or . OVD without stroke
+ 4-P MACE = 1,254 events ApoB 2 80mg/dL a0
* Median 1/up 2 4.5yrs On optimized statin therapy ( ezetimibe) | . Hign-risk diabetes mellitus

1:1
A [T R o Randomization Placebo SC

140 mg Q2W Q2W

Dual Primary Endpoints:
Time to coronary heart disease death, MI, or ischemic stroke (3-P MACE)
Time to 3-P MACE plus ischemia-driven arterial revascularization (4-P MACE)

Bohula EA, et al. Am Heart J. 2024,269:179-190.



vesalius-cv Baseline Characteristics

Demographics N=12,257 Lipid-lowering therapy (LLT)

Age (years) 66 [60, 71] Any LLT 92%

Female 43% High-intensity LLT regimen 2%

White 93% Any statin 387%

Hispanic 17% High-intensity statin 68%

Diabetes 58% Ezetimibe 20%

Qualifying Disease Categories” Lipid Values (mg/dL)

Any qualifying atherosclerosis 67 % LDL-C 122 [104, 149]
CAD w/o M 45% Non-HDL-C 153 [130, 182]
CVD w/o stroke 10% Apolipoprotein-B 100 [89, 121]
PAD 17% % or median and interquartile range.

High-risk diabetes 49% Pooled data; no difference between treatment arms.

With no qualifying atherosclerosis 339, *Qualifying disease categories of CAD CVD, PAD and high-risk

diabetes are not mutually exclusive



vesalius-cv L DL-C Over Time

_ 130 ,
Baseline Median 109 mg/dL

Median 115 mg/dL 120 (IQR 86-144 mg/dL)
(IQR 94-143 mg/dL) 110

5 100 Placebo
e 90 55% reduction
o 80 p<0.0001
-
g 70 Absolute | 63 mg/dL
Q 60
—d
8 50

40 |

Median 45 mg/dL Evolocumab
30 (IQR 26-73 mg/dL)
20
0 e 9 EOS

Visit (Weeks) (median of 240)

xrx2 An Academic Research Organization of
’ Brigham and Women'’s Hospital and Harvard Medical School Lipid sub-study in N=2014




vesalius-cv Dual Primary Endpoint

3-P MACE (CHD death, MI, or ischemic stroke)

9
3 25% Relative Risk Reduction 8.0% (n=443)
< 7 HR (95% CI): 0.75 (0.65, 0.86)
‘3’ 6 p-value < 0.0001 6.2% (n=336)
g 5
£ 4
> 3
©
2 2 —Placebo (N=6,128)
o —=FEvolocumab (N=6,129)
0

2 o

xrx2 An Academic Research Organization of
: Brigham and Women'’s Hospital and Harvard Medical School CHD, coronary heart disease




vesalius-cv

Dual Primary Endpoint

4-P MACE (CHD death, MI, ischemic stroke, or IDR)

19% Relative Risk Reduction 16.2% (n=907)
HR (95% CI): 0.81 (0.73, 0.89)
p-value < 0.0001

-
o0

—
~ O

13.4% (n=747)

N

-

—=Placebo (N=6,128)
—=Evolocumab (N=6,129)

Cumulative Incidence (%)

o N B O O

0 1 2

Years 3 4 O

xrxs An Academic Research Organization of
&Y Brigham and Women’s Hospital and Harvard Medical School CHD, coronary heart disease; IDR, ischemia-driven arterial revasc




vesalius-cv Primary & Key Secondary EPs

Dual Primary Endpoints HR (95% CI) p-value
3-P MACE - 0.75(0.65,0.86)  <0.0001
4-P MACE - 0.81(0.73,0.89)  <0.0001
Key Secondary Endpoints (in testing order)
MI, ischemic stroke, or IDR - 0.79(0.72,0.88)  <0.0001
Composite ~ CHD death, MI, or IDR - 0.79(0.72,0.88)  <0.0001
Endpoints  CV death, MI, or ischemic stroke — 0.73(0.64,0.84) <0.0001
CHD death or M| —— 0.73(0.62,0.87)  0.0003
M| —— 0.64 (0.52,0.79)  <0.0001
IDR —- 0.79 (0.70,0.88)  <0.0001
Individual  CHD death 0.89 (0.68, 1.16) 0.39
Endpoints  CV death = 0.79 (0.64, 0.98) 0.032*
All-cause death — 0.80 (0.70, 0.91) 0.0005*
lschemic stroke 0.79 (0.62, 1.01) 0.0627
0.5 1.0 1.5 “Nominal p-value

xxxs An Academic Research Organization of Razard Ratio (95% Cl)
’\i’ Brigham and Women’s Hospital and Harvard Medical School " > CHD, coronary heart disease

Favors Evo  Favors Pbo IDR, 1schemia-driven arterial revasc




All-Cause Death

vesalius-cv

10 9.7% (n=539)

9 HR (95% CI): 0.80 (0.70, 0.91)
S 8 Nominal p=0.0005 7.9% (n=434)
S 7
-
S 6
£ 5
> 4
©
E - —Placebo (N=6,128)
S 2 —=Evolocumab (N=6,129)
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0

0 1 2 3 ~ o

xexs An Academic Research Organization of
Brigham and Women’s Hospital and Harvard Medical School




vesalius-cv

CTTC Meta-Regression

Major Coronary Event [MCE] Major Vascular Event [MVE]
(Death due to AMI, Mi) (MCE, fatal/non-fatal stroke, cor revasc)
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-10% Reduction in LDL cholesterol (mmol/L) ~10% Reduction in LDL cholesterol (mmol/L)
xxx2 An Academic Research Organization of e —

Brigham and Women'’s Hospital and Harvard Medical School

Lancet. 2010;376:1670-81.



Summary

vesalius-cv

In pts at high CV risk w/o prior Ml or stroke, addition of the
PCSK9 inhibitor, evolocumab, to baseline LLRx resulted In:

— Median achieved LDL-C of 45 mg/dL (1.16 mmol/L)
—25% | In 3-P MACE and 19% | in 4-P MACE

— Consistency across subgroups, including in those with diabetes
and no qualifying atherosclerosis

—27% | In CV death, MI or ischemic stroke and 36% | in Ml

— Nominally lower rates of CV and all-cause death

xxxs An Academic Research Organization of
%’ Brigham and Women’s Hospital and Harvard Medical School




POSITION PAPER

Statement ANMCO - ANMCO National Audit Initiative:

una strategia per migliorare la qualita delle cure
e promuovere leccellenza di prossimita

Furio Colivicchi', Stefania Angela Di Fusco', Andrea Matteucci', Michele Massimo Gulizia?,
Carmine Riccio®, Pasquale Caldarola® Claudio Bilato>, Leonardo De Luca®, Giovanna Geraci’,
Alessandro Navazio®, Adriano Murrone®, Loris Roncon'®, Stefano Urbinati'', Andrea Di Lenarda's,
Domenico Gabrielli'*'*, Federico Nardi'>, Massimo Grimaldi'®, Fabrizio Oliva'/:'®

G Ital Cardiol 2025;26(12):933-940




F COLIVICCHI ET AL

GRAPHICAL ABSTRACT

Tematiche sviluppate

DOAC nella FA
Polipillola
Ipercolesterolemia nell’alto RCV
Terapia post-SCA

Tematiche in corso di sviluppo
Gestione dell’HFpEF

Impiego del WCD
@ . =

Re-audit Analisi Iniziale

Valutare le pratiche
attuali e identificare
le aree di
miglioramento.

Valutare |'efficacia

dei cambiamenti e

pianificare ulteriori
miglioramenti.

Implementazione
dei Cambiamenti

Formazione

Condurre sessioni di

Applicare le formazione per
modifiche migliorare le

identificate per competenze e le
migliorare i processi. conoscenze.

Rappresentazione grafica del ciclo di ciascun progetto dellANMCO National Audit Initiative.
DOAC, anticoagulanti orali diretti; FA, fibrillazione atriale; HFpEF, scompenso cardiaco con frazione
di eiezione preservata; RCV, rischio cardiovascolare; SCA, sindrome coronarica acuta;

G Ital Cardiol 2025:26(12):933-940 WCD, defibrillatore indossabile.

'us ANMCO
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INITTITATIVES
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Audit Interno di Struttura

e Revisione, sulla base di criteri espliciti, delle attivita svolte
da operator interni all’organizzazione, allo scopo d
esaminare e valutare I'appropriatezza, I'efficaciaq,
I'efficienza nonche la sicurezza delle prestazioni erogate.

» | report prodottl a seguito di un audit inferno si configurano
come indicazioni finalizzate al miglioramento della qualita
delle cure.

G Ital Cardiol 2025;26(12):933-940




AUDIT VHR - Quali pazienti e quale setting clinico

Pazienti con profilo di rischio cardiovascolare molto elevato senza un precedente
evento (LG ESC 2019/2021; Update 2025); Settembre — Dicembre 2025

Criteri di esclusione

1. Pregresso SCA/IMA,
2. Pregresso Stroke/TIA.
3. Pregresso By-Pass Aorto-Coronarico o altra chirurgia cardiaca.

4. Scompenso Cardiaco.

Setting
1. Ambulatorio
2. Per strutture prive di ambulatorio, pazienti ospedalizzati
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CENTRI COINVOLTI

Abruzzo 1
Calabria 1
Campania 3
Emilia Romagna 1

Friuli Venezia Giulia 1 26 CENTRl
e ADERENT!
Liguria 1

Lombardia 4 IN TUTTA ITALIA
Marche 1 . .
Piemonte e Valle d’Aosta 3 260 Ca rd|0|0g|
Puglia 2

Sardegna 1

Sicilia 2 we
Toscana 1

Trentino Alto Adige o

Umbria o
Veneto 1

[ )A PPR O
AudINHR

IIIIIIIIIIIIIIIII

DELLIPERCOLESTEROLEM

NEI PAZENTI A
AAAAAAAAAAAAAAA



Prima Valutazione su 972 pazienti con Rischio CV Molto Elevato VS
Seconda Valutazione su 1047 pazienti

100%
90% 87%
31%
80%
70% 65% 67%
60%
52%
0o
50% 439, 44% 47%
40%
30% 239, 26% 26% 26%
20% 1770 150,
10% I 8% 9%
0%
Uomini >80 aa Fumatori PCIl pregressa Stent Carotideo eGFR >60 eGFR <30  Diabete Mellito Ipertensione
ml/min ml/min Arteriosa

B Prima Valutazione m Seconda Valutazione
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AUditfNNHR
GESTIONE APPROPRIATA
DELL'IPERCOLESTEROLEMIA
NEI PAZIENTI AD ALTO RISCHIO

CARDIOVASCOLARE

Y

PP I LD

39%

30%

25%

20%

15%

10%

5%

0%

Profilo Lipidico - C-LDL

32%

29% |

<55 mg/dl

26%

25%

20%

55-70 mg/di

19%

12%

I 10%

100-130 mg/dl

7%

130-150 mg/dl

7%

5 O/O 5 O/O

150-190 mg/dl

0
19, 27°

]
>190 mg/dl

70-100 mg/dl

m Prima Verifica ®Seconda Verifica
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GESTIONE APPROPRIATA
DELLUIPERCOLESTEROLEMIA

NEI PAZENTI AD ALTO RISCHIO
CARDIOVASCOLARE

Y

PP I LD

60%

50%

40%

30%

20%

10%

0%

Terapia in corso prima della visita/ricovero
Prima VS Seconda verifica

56%

46%

33%

29%

Statine

12%

PCSK9 | MAB

11%

11%
9%

Intolleranza Statine

8%

- .

Bempedoico

30/0 20/0

Inclisiran

X

Statine + Eze

m Prima verifica ®m Seconda Verifica
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GESTIONE APPROPRIATA
DELLIPERCOLESTEROLEMIA
NEI PAZENTI AD ALTO RISCHIO
CARDIOVASCOLARE
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10%

0%

Terapia prescritta dopo visita/ricovero nella Prima Verifica

78%

C-LDL <55 mg/dl a 8 settimane: 70.8%

17%
11%

9%

4%
—

Statina + Eze Bempedoico +/- Eze Statina + Eze + PCSK9I MAB Inclisiran

Bempedoico

B [erapia prescritta
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GESTIONE APPROPRIATA
DELLIPERCOLESTEROLEMIA
NEI PAZENTI AD ALTO RISCHIO
CARDIOVASCOLARE
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Terapia prescritta dopo visita/ricovero nella Prima VS nella Seconda

82%
78%

Statina + Eze

Verifica

C-LDL <55 mg/dl a 8 settimane: 79.4%

9% 10%

11%
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GESTIONE APPROPRIATA
DELLU'IPERCOLESTEROLEMIA
NEI PAZIENTI AD ALUTO RISCHIO
CARDIOVASCOLARE




