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*Defensa contra los virus de ARN:
Cuando unvirus de ARN nos
infecta, el virus introduce su
genoma, a menudo en forma de
ARN bicatenario. ELARN de
interferencia degrada el ARN viral,
deteniendo la produccién de
nuevas particulas virales.

*Regulacion de la expresion
génica: para reducir la
produccion de proteinas
especificas. Através de la
sintesis de un microARN que una
vez en el citoplasma, pueden
formar estructuras de dsRNA que
se dirigen y neutralizan ARNm
especificos.

El sistema ARN de interferencia cumple varias
funciones en nuestro organismo, entre las que
destacan las siguientes dos funciones naturales:
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Tafol b P'I;?fole(%imaﬁ) Tafolecimab
: - afolecima ase 1 trials
PCSK9 KO mice | | PCSK9 crystal PCSK9 mAbs PCSK9 RNAI Inclisiran Phase Phacad il results released, Phase 3
PCSK9 had elevated structure was (Evolocumab, PCSK9 mAbs (Inclisiran) 1 trial results (multiple dose) Phase 3 CREDIT-2/4
discovery in FH LDLR and revealed to show| | Alirocumab) Phase 2 trials Phase 1 trial released; Phase | | o i CREDIT-| | CREDIT-4 trial trials results
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Preclinical development 2013 Novartis acquires inclisiran )
1998 Publication of preclinical Commercial arrangement . 2020 =
RNAi discove_ry data using LNP siRNAs for inclisiran development i EU approval
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Inclisiran
ARNip de doble cadena’?

&

Inclisiran actua especificamente en el hepatocito

< Simula el proceso de interferencia del ARN del organismo,
que esta limitado al citoplasma del hepatocito'?

* Conjugado con GalNAc para ser captado de forma
especifica por los hepatocitos, donde es internalizado
mediante endocitosis’-3

- Alta afinidad por su diana*

Conjugado de
GalNAc

ARNip, ARN de interferencia pequefio; c-LDL, colesterol unido a lipoproteinas de baja intensidad;GalNac, N-acetilgalactosamina

1. Khvorova A, et al. N Engl J Med. 2017;376:4-7; 2. Fitzgerald K, et al. N Engl J Med. 2017;376:41-51; 3. Springer AD, et al. Nucleic Acid
Ther. 2018;28:109-118; 4. Ray KK, et al. [complemento del protocolo]. N Engl J Med. doi: 10.1056/NEJM0al1912387.
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(§) Reduced PCSKO resuls in increased (

GalNAc targets inclisiran LDL-C rece : ._ LDL-C \/
- ptor recycling to the N
o to the hepatocyte ASGPR hepatocyte surface and increased
clearance of circulating LDL-C ! C
Y YV LDL s
receptor

Inclisiran is slowly released
from endosomes into the cell

cytoplasm, resulting in a
6\ sustained therapeutic effect
ASGPR { 9 Endosomal uptake, Hepatocyte
GalNAc cleavage,
ASGPR recycled to
cell membrane -
PCSK9 mRNA

Antisense

strand °°,ooeooooooooeooooooo°°°° °°°
L]
o2 o

Inclisiran antisense strand directs

Endosome o RISC to bind PCSK9 mRNA
6 Iannciglg,ér:srles;?asr?as strands, triggering catalytic
separate cleavage and reducing production
of the PCSK9 protein
Inclisiran enters the 000000009
GalNAc RNA-induced silencing
degraded complex (RISC) Sense strand
degraded Nucleus
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Pooled Data ORION-9, -10, -11

CENTRAL ILLUSTRATION: Inclisiran With Summary About Safety and
Efficacy

Efficacy Favors Inclisiran Similar Safety to Placebo
. ?ue;t?lig,:r?f)l:g:ier:ll;:: \éertase * In this safety analysis: 3,655
% change from baseline patients with approximately
480.9% at Day 510 Pooled Data ORION-9, -10, -11
exposure to inclisiran
fldcanERks fochande fiom » Similar safety profile between
@ pasellic o070 akbavialD Twice a year dosing @ inclisiran antclll pplacebo

2,653 person years of

* LDL-C level ¥55.1 mg/dL at * Modest excess of self-limited
Day 510 & mild-to-moderate TEAE at the
injection site and bronchitis

® ®\ - Nodifference between groups
®® in liver, muscle, or
® hematological parameters

Wright, R.S. et al. J Am Coll Cardiol. 2021;77(9):1182-93.

www.congreso2025.amareva.es




CONGRESOAMAREVA

Auditc
del P

4

Visit 1 Visit 2
Day 1  Day 30
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Inclisiran

Visit 3 Visit 4 Visit 5 Visit 6
Day 90  Day 150  Day 270  Day 330
.._ ._

Pooled ORION-9, ORION-10 and ORION-11 trials.

d

Visit 7
Day 450

Visit 8
Day 510

Visit 9
Day 540

>

[

Transcription * Translation
DNA mRNA ¢ Target protein

<> ®

Inclisiran (siRNA)

siRNAs prevent protein
production by degrading
unique target mRNA

4 | Circulating PCSK9

Kaplan-Meier curves showing the cumulative event rate for MACE

Cumulative probability % of MACE collected as AEs

12% S

LDL-C ¢ by

Day 90 1.37 mmol/L

Day 540 1.38 mmol/L

Log rank
10% 7 P-value: 0.013 Placebo
g% 4 Cox HR (95% Cl) = 0.75 (0.60-0.94) Inclisiran
6%
4%
2% 1
A R
MNumber of patients at risk
1819 1798 1745 1708 1670 1637 1622 1578 39 0
1833 1812 1?82 1?54 1?26 1694 16?3 1652 50 0
ﬂ ?ﬂ 14{1 21{} ZBﬂ 35(] 420 499 560 630
Time (Days)

y 28 de febrero
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European
Heart
Journal
(2023) 44,
129-138
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Pooled Data ORION-9,

TABLE 2 Demographic and Clinical Characteristics of Study Participants at Baseline (ITT)
Inclisiran Placebo
(n - 1,833) (n - 1,827)
Age, yrs 64.1 £ 9.98 63.9 + 9.87
Male 1,226 (66.9) 1,244 (68.1)
White race* 1,670 (91.1) 1,708 (93.5)
Concomitant lipid modifying therapy
Statins 1,686 (92.0) 1,675 (91.7) . . r
High-intensity statin 1,356 (74.0) 1,345 (73.6) Concomitant lipid modifying therapy
S SHE2 20 Statins 1,686 (92.0) 1,675 (91.7)
ASCVD 1,552 (84.7) 1,555 (85.1) High-intensity statin 1,356 (74.0) 1,345 (73.8)
ASCVD risk equivalentt 281 (15.3) 272 (14.9) Ezetimibe 251 “3.?] 270 “4.3}
Risk score >20% for 10-yr risk of CV event 54 (19.2) 60 (22.1)
Congestive heart failure 213 (11.6) 227 (12.4)
Smoker (current) 311 (17.0) 271 (14.8)
Hypertension 1,456 (79.4) 1,463 (80.1)
Diabetes 687 (37.5) 631 (34.5)
Familial hypercholesterolemia 340 (19.3) 352 (20.2)
Lipid measures, mg/dl
LDL cholesterol N1.9 + 449 10.8 + 43.6
Total cholesterol 190.1 + 50.7 188.6 + 49.3
Non-HDL cholesterol 1415 + 493 140.5 = 48.1
HDL cholesterol 48.6 +15.0 48.0 +14.
Apolipoprotein B 99.3 + 294 98.7 + 28.4
Lipid measures
Lipoprotein(a), nmol/L 50.0 (18-185) 46.5 (19-185)
Triglycerides, mg/dl 130 (93-179) 130 (96-183)
PCSKS, ug/l 396.3 + 146.1 389.3 +129.3
Values are mean + SD, n (%), or median (interquartile range). *As reported by the participant. 1The remaining
number of participants are those with diabetes mellitus. This number does not include participants with HeFH.
ASCVD = atherosclerotic cardiovascular disease; CV = cardiovascular disease; HDL = high-density lipoprotein;
HeFH = heterozygous familial hypercholesterolemia; ITT = intention-to-treat; LDL = low-density lipoprotein;
PCSK9 = proprotein convertase subtilisin-kexin type 9.

www.congreso2025.amareva.es




CONGRESOAMAREVA y 28 de febrero
028

Auditorio Caja de Musica
del Palacio de Cibeles

LDL receptor
recycles

Lysosomal
En dosome degradatlon
. . . PCSK9 mAbs
Bempedoic acid PCSK9 ](
LDL receptor 1{ Remove
STatine circulating
PCSK9
Ezetimibe
PCSK9 mRNA
Inclisiran
Reduced Reduced LDL receptor
°h°|95t€:"°| cholesterol and PCSK9 Pa— —— ——
absorption availability upregulated

Asialoglycoprotein
receptor

RNA-inducing
silencing complex

www.congreso2025.amareva.es




CONGRESOAMAREVA 27 y 28 de febrero
20125

Auditorio Caja de Musica
del Palacio de Cibeles

Yy | [ |
. Journal of the American College of Cardiology : EﬂcaCIa, segu"dad y uso de
].-[ SN Volume 85, Issue 5, 11 February 2025, Pages 536-540 ; C Incl isirén en
y || m
| . la practica en el mundo real:
Real-World Efficacy and Safety ofInclisiran: - -
A Single-Country, Multicenter, Observational Pel'spec'tlvas del I'GQIS“'O

Study (CHOLINETRegistry) Cholinet

Paola Gargiulo MD °, Federica Marzano PhD @, Mario Crisci MD ®, Rossella Marcucci MD ©,

Dario Bruzzese PhD ¢, Alessandro Maloberti MD Filippo Maria Sarullo MD 9, 1
Gennaro Galasso MD ", Ciro IndolfiMD |, Giuseppe Musumeci MD !, Antonella Corleto MD ¥, C Ga rgiulo P. et al. JACC (2024)
Paolo Calabrd MD ' ™, Stefano Carugo MD " °, Gavino Casu MD P, Amedeo Picciolo MD 9, ]
Marco Matteo Ciccone MD ", Claudio Bilato MD %, Alberto Polimeni MD 'Y, C
Francesco Giallauria MD ¥, Angelo Catalano MD ...Pasquale Perrone Filardi MD @ & &
1

www.congreso2025.amareva.es
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Registro Cholinet: eficacia y seguridad de inclisiran en practica
clinica real

N Objetivo _ . . Endpoint: % de reduccion del ¢c-LDL y consecucion

B— Eva_luar la eficacia y la seguridad de inclisiran en de objetivos a los 3 y 9 meses desde el inicio de

"® pacientes con ECVA y/o HF inclisiran
" c-LDL basal : 103 mg/dL;
Tipo y duracién del estudio Terapia hipolipemiante de base:
Multicéntrico, prospectivo de fase 4 Estatinas+/-ezetimiba: 71%
(Noviembre 2022-Febrero 2024). Ezetimiba monoterapia: 16%
‘ Sin tratamiento previo: 13%
Y Hipercolesterolemia familiar: 15%
. ,,,,,,,,,,,,,, 5 Q90 Part.icipantes en el estudio (n=65_9) Principales resultados

Pacientes con ECVA o HF que reciben

/ inclisiran segun la practica clinica Reduccién media del c-LDL a 3 meses (513
' pacientes): 51.2%
Reduccion media del c-LDL a 9 meses (171
. @ Tipo d.e datqs y recopilacién . pacientes): 55.7%
T Primario; registro Cholinet que involucra a 31 Consecucién de objetivos c-LDL <55mg/dL*
centros en ltalia a 3 meses: 57.3%

a 9 meses: 66.7%

Gargiulo P. et al. Real-World Efficacy and Safety of Inclisiran (CHOLINET registry). J Am Coll Cardiol. 2025,85(5):536-540. ‘ '
*En pacientes de muy alto riesgo

c-LDL: lipoproteinas-colesterol de baja densidad; ECVA: enfermedad cardiovascular aterosclerdtica; HF: hipercolesterolemia familiar;

www.congreso2025.amareva.es
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Registro Cholinet: Reduccién del 61,2% del c-LDL con inclisiran a
los 9 meses en pacientes con tratamiento previo de estatinas

P =0.001
P < 0.001 o
58.7 61.2

60 -

B Patients With Statin + Ezetimibe
[ Patients Without Statin + Ezetimibe
B Overall

LDL Median Percentage Reduction

(n=513) (n=335)(n=178) (n=171) (n=100) (n=71)
3-Month FU 9-Month FU

La reduccion del c-LDL se observé ya a los 3 meses (58,7% en pacientes con tratamiento
previo de estatinas) ‘ '

Gargiulo P. et al. Real-World Efficacy and Safety of Inclisiran (CHOLINET registry). J Am Coll Cardiol. 2025;85(5):536-540.
c-LDL: lipoprotefnas-colesterol de baja densidad; ECVA: enfermedad cardiovascular aterosclerética; HF: hipercolesterolemia familiar;

www.congreso2025.amareva.es
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Registro Cholinet: Consecucion de objetivos c-LDL<55mg/dL del 83,2% con
inclisiran a los 9 meses en paientes con tratamiento previo de estatinas

Consecucion de objetivos c-LDL en pacientes de muy alto riesgo cardiovascular

<55 mg/dL

83.2

- De los pacientes previamente tratados con
estatinas, el 71% alcanzaron objetivos de
c-LDL <55mg/dL a los tres meses

~
wm
1

- No se reportaron eventos adversos mayores

N
wm
1

o
I

Percentage (%) of Patients at Target
v
o
1

n=478 n=317 n=161 n=162 n=95 n=67

3-Month FU 9-Month FU

[ Patients With Statin + Ezetimibe
I Patients Without Statin + Ezetimibe
[ Overall

Gargiulo P. et al. Real-World Efficacy and Safety of Inclisiran (CHOLINET registry). J Am Coll Cardiol. 2025;85(5):536-540. ‘ .
c-LDL: lipoproteinas-colesterol de baja densidad; ECVA: enfermedad cardiovascular aterosclerética; HF: hipercolesterolemia familiar;

FA-11271100
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Efectos del PCSK9
mas alla de la
modulacion del
metabolismo
lipoproteico.

Brain
Involves in neurogenesis
& neural apoptosis

Liver
Promotes LOLR
degradation & liver fibrosis

Pancreas
Expressed in &-cells
PCSKS knock-out mice are
glucose-intolerant & have
reduced insuline secretion

Intestine
Triggers LDLR degradation in
enterocytes & regulates post-
prandial lepemia in mice

-

Vascular wall

Triggers inflamation,
plaque formation, & CV risk

Adipose tissue
Promotes inflamation &
VLDLR degradation, &
Redcuces VAT accumulation

»

Kidney
Reduces ENaC expression
Proteinuric and CKD palients
have high PCSKS levels
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Hyperlipidemia
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@ Vaccine
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Carcinoma
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Viral Disease

¥he: 0¥ Venous
- o7 % Thromboembolism
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