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Antiagregacion en prevencion primaria

Platelets

Astii Aspirin



2019 ACC/AHA Guideline on the Primary
Prevention of Cardiovascular Disease: A
Report of the American College of
Cardiology/American Heart Association
Task Force on Clinical Practice Guidelines

Recommendations for Aspirin Use

Referenced studies that support recommendations are summarized
in

Recommendations

1. Low-dose aspirin (75-100 mg orally daily)
might be considered for the primary
prevention of ASCVD among select adults
40 to 70 years of age who are at higher
ASCVD risk but not at increased bleeding

riSk .54.6-1—54.6-8

2. Low-dose aspirin (75-100 mg orally daily)

should not be administered on a routine ,.
basis for the primary prevention of ASCVD . o
among adults >70 years of age.*%* > 70 anos @ =

3. Low-dose aspirin (75-100 mg orally daily)
should not be administered for the primary

prevention of ASCVD among adults of

any age who are at increased risk of JACC VOL. 74, NO. 10, 2019
b|eeding's4.6-1o SEPTEMBER 10, 2019:e177-232




Aspirinaen prevencionprimaria. 11b. Cl:

Hombresy mujeresde 40 - 70 afiosy al menosuno de: A Hemorragia gastrointestinal o de otros sitios.
A Antecedentesamiliaresde ASCVIprematura A Edad >70 afios.
: ., A Trombocitopenia, coagulopatia.
A Hipertension
oo _ A ERC
A Dislipidemia _ ]
_ A Uso concomitante AINE's, Cc's, ACOD
A Diabetes

JACC VOL. 74, NO. 10, 2019
SEPTEMBER 10, 2019:e177-232




@S. Preventive Services
TASK FORCE

JAMA | US Preventive Services Task Force | RECOMMENDATION STATEMENT

Aspirin Use to Prevent Cardiovascular Disease

US Preventive Services Task Force Recommendation Statement
JAMA. 2822 327(16):1577-1584. doi:10.1001/jama.2022.4983

U e T e e

Estandares de la Sociedad Espafiola de Arteriosclerosis
2024 para el control global del riesgo vascular

Use of Aspirin to Prevent Cardiovascular Disease

Cardiovascular disease (CVD), including heart attacks and strokes, can
be prevented by treating and controlling risk factors such as high blood
pressure, high cholesterol, diabetes, smoking, and obesity.
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12 = Controlar FRCV.

Population

Adults aged 40 years or older without known CVD
who are not at increased risk fior bleeding (no history
of gastrointestinal ulcers, recent bleeding, or use

of medications that increase bleeding risk)

USPSTF recommendation

In adults aged 40 to 59 years who have a 10% or greater
10-year CVD risk, the decision to initiate low-dose aspirin use
for the primary prevention of CVD should be an individual
one, The net benefit of aspirin use in this group is small
Persons who are not at increased risk for bleeding and

are willing to take aspirin daily are more likely to benefit

In adults aged 60 years or older, the USPSTF recommends
against initiating low-dose aspirin use for the primary
prevention of CVD.

AAS en 40 -60 a. y RCV alto:
y esperanza de vida = 10 afios
y dispuestos a tomar AAS 10 aios

22 2 se “sugiere “ AAS en 40 -70 a. y RCV alto:



Antiagregacion en prevencion primaria + HTA
2

American

ot 2023 ESH Guidelines for the management of arterial hypertension
Association.

Recommendations of antiplatelet therapy in hypertension
Aspirina en prevencién primaria. llb.

. . Recommendations and statements CoR LoE
Hombres y mujeres de 40 - 70 afios y al menos uno de
* Antecedentes familiares de ASCVD prematura Low-dose aspirin is not recommended for primary prevention in
* Hipertension patients with hypertension.

* Dislipidemia

Antiplatelet therapy is recommended for secondary prevention in

* Diabetes hypertensive patients.

Use of a polypill containing low-dose aspirin can be considered in

hypertensive patients for secondary prevention.

study of oder ",i
for prophylactic

favor



Antiagregacion en prevencion primaria + DM2

2023 ESC Guidelines for the management of
cardiovascular disease in patients with diabetes

Recommendation Table 12 — Recommendations for

patients with diabetes without a history of symptomatic
atherosclerotic cardiovascular disease or revascularization

Recommendation Class® Level®

En adultos con DM2 sin antecedentesde ASCVD
sintomaticao revascularizacion; b
el AAS (75100 mg/24h) para prevenir el primer
evento vascular grave, en ausencia de
contraindicacioneslaras

© ESC 2023

E S C European Heart Journal (2023) 00, 1-98

European Society  https:/doi.org/10.1093/eurheartj/ehad192
of Cardiology




Standards of Care
in Diabetes

DM2 — Antiagregacion: 2025 ABS.
Prevencidonsecundaria

Aspirina(75-162 mg/dia)comcestrategiade prevenciosecundarian aguellocondiabetes antecedentete
enfermedadardiovasculateroscleroticghSCVDA.

La terapia combinadacon aspirinamas rivaroxabanen dosisbaja debeconsiderarspara individuoscon
enfermedadoronariay/o arterial periférica(EAP¥stabley bajo riesgode sangradopara prevenireventos

adversomayoresleextremidadeg cardiovasculares

Prevencion primaria:

Aspirina(75-162 mg/dia) comouna estrategiade prevenciomprimaria en aquelloscon
diabetesjuetienenun riesgocardiovasculaaumentadadespuésie unadiscusiorexhaustivaonel individuo

sobrdosbeneficios riesgo A

Diabetes Care Volume 48, Supplement 1, January 2025
|



Prevencion primaria + DM2:

Aspirina(75-162 mg/dia) comouna estrategiade prevenciomrimariaen aquelloscon
diabetegjuetienenunriesgocardiovasculaumentadalespuése unadiscusiomxhaustivaonel individuo

sobrdosbeneficios riesgo A

A Aspirinaen prevenciénprimaria. A. :

A Hombresy mujeresde = 50 afioscon diabetesy al menosun factor de riesgoimportante adiciona
d .
- Antecedentedamiliaresde ASCVI[prematura v feart =

- Hipertension
Aspirina en prevencién primaria. llb.

Hombres y mujeres de 40 - 70 afios y al menos uno de

- D I SI I p I d e m Ia * Antecedentes familiares de ASCVD prematura

+ Hipertension

* Dislipidemia

= Ta.baCILHSmO *+ Diabetes

- ERC / albuminuria



Effects of Aspirin for Primary Prevention
in Persons with Diabetes Mellitus

The ASCEND Study Collaborative Group*

- 15480 Patients aged =40 years with diabetes, no evident CVD, Non-fatal M, non-fatal stroke {excluding confirmed ICH), TIA, or death Predicted incidence: 1.2-1.3%/year

2018"7 and substantial uncertainty about whether antiplatelet therapy from any vascular cause (excluding confirmed ICH) Observed incidence: 1.3%/year : :
would confer worthwhile benefit. Predicted relative reduction: 15% Nﬂ dlffﬂrﬂn EE‘ In fatal
Low-dose ASA vs. placebo Observed relative reduction: 12%

bleeding and ICH

Tabla 1: Caracteristicas Basales de los Participantes en ASCEND

Tabla 1: Eventos de Sangrado en el Estudio ASCEND

Caracteristica Aspirina (N=7740) Placebo (N=7740)
) Aspirina Placebo Razdén de tasas (95% P-
Edad (media) 63.2 £92 63392
Tipo de Sangrado (N=7740) (N=7740) Cl) valor
Sexo masculino (%) 62.6 62.5
Total de eventos de 314 (4.1%) 245 (3.2%) 1.29 (1.09-1.52) 0.003
Duracién de diabetes (afios) 7 (3-13) 7 (3-13) -
Uso de estatinas (%) 756 749 Sangrado fatal 19 (0.2%) 16 (0.2%) 1.19 (0.63-2.25) 06
‘Sangrado gastrointestinal 137 (1.8%) 101 (1.3%) 1.36 (1.05-1.75) 0.02
Tabla 2: Eventos Vasculares y Hemorrégicos en ASCEND Sangrado intracraneal 55 (0.7%) 45 (0.6%) 0.98 (0.80-1.19) 0.5
. . . Sangrado ocular 57 (0.7%) 64 (0.8%) 0.88 (0.62-1.27) 0.7
Tipo de Evento Aspirina (%)  Placebo (%)  Razon de tasas (95% Cl)
(amenazante)
Eventos vasculares serios = 8.5 96 0.88 (0.79-0.97) Otros sangrados mayores. 74 (1.0%) 43 (0.6%) 170 (1.18-2.44) 0,003
Hemorragias mayores 4.1 32 1.29 (1.09-1.52) Hemorragia grave : BEvento hemorragico que resultd en hospitalizacion o transfusion o que fue mortal)

tratamiento a largo plazo, de 7.4 anos, con aspirina.

N Engl | Med 2018;379:1529-39.
DOI: 10.1056/MNE]MoalB304988



Parametro Aspirina (100 mg) Placebo Diferencia absoluta (%)
Eventos cardiovasculares 8.5% 9.6% -1.1%

Hemorragias mayores 4.1% 3.2% +0.9%

NNT (eventos prevenidos) 91 - -

NNH (hemorragias causadas) 112 - -

-
NNT 90
Ev:g;s per 5000 Person-Yr NNH 104
] Ratio 0.86
180
160
140
NNT 74
NNH 114
120 Ratio 0.65
100 96.9
80 NNT 163
NNH 334
60 Ratio 0.48 543
44,0 44.7
40 -
204
0
Aspirin Placebo Aspirin Placebo Aspirin Placebo Aspirin Placebo Aspirin Placebo Aspirin Placebo
(40.5% of trial population) (42.3% of trial population) (17.2% of trial population)

Estimated 5-year risk of serious vascular event at baseline

@ Nonfatal myocardial infarction, nonfatal stroke, Nonfatal major bleeding
transient ischemic attack, or revascularization
@ Death from cardiovascular cause @ Fatal bleeding
@Esc—

Figure S7 Observed absolute effect in aspirin and placebo groups for serious vascular events, including major bleeding or revascularization. ASCEND, A
Study of Cardiovascular Events iN Diabetes; NNH, number needed to harm; NNT, number needed to treat; yr, year. The figure shows the efficacy and safety
outcomes in three sub-groups of patients stratified according to the estimated risk of serious vascular events at baseline. The number needed to treat (NNT)

are shown in each group, showing no clear difference in the benefit-risk balance according to the baseline risk strati-
fication. The net benefit in each group favours NNT over NNH (ratio NNT:NNH <1). Figure modified from The ASCEND Study Collaborative Group.*’

Hemorragia grave : Evento hemorragico que resulté en hospitalizacion o transfusion o que fue mortal)

Effects of Aspirin for Primary Prevention
in Persons with Diabetes Mellitus

The ASCEND Study Collaborative Group®

M Engl ) Med 2018;379:1529-39.
DOI: 10.1056/MNE]MoalB304988
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A Aspirinaen prevenciénprimaria+DM2. A.

A Hombresy mujeresde = 50 afioscon diabetesy al menosun factor de riesgoimportante adicional

- Antecedentedamiliaresde ASCVIprematura z

American
Heart
Association.

Aspirina en prevencion primaria. lib.

- Hipertension

- Dislipidemia

Hombres y mujeres de 40 - 70 afios y al menos uno de

- Tabaq u |Sm 0) * Antecedentes familiares de ASCVD prematura
» Hipertension
- ERC / albuminuria e
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Effects of Aspirin for Primary Prevention
in Persons with Diabetes Mellitus

Total Sangrado: 1.29
Sangrado Gl: 1.36

The ASCEND Study Collaborative Group*

Empleo IBP: 24%

No difference in fatal
bleeding and ICH

MACE: 0.88

Duracion: 7.4 afilos con aspirina.

Calculadora de riesgo CV

P : 5 ‘
@Esc or severe TOD ,
Eurgpaan Socity
of Cardiology

Factores a tener en cuenta en
la SCORE2-Diabetes:?

= Edad al diagndstico de diabetes iabetes j
= Habito tabaquico
= Presidn arterial sistdlica (mmHg) 71 — —

= Colesterol total (mmol/L) 10% to <20% ‘5% to <10% <5%

= ¢c-HDL (mmol/L) .
HbA,. (mmol/mol) l l l

= TFGe (mL/min/1,73 m?) Very high risk High risk Moderate risk Low risk

L @Esc




Recommendations Class® Level®

In patients with atheroscleroti lipid-lowering
4242334336

therapy is recommende

‘and a >50% reduction in LDL-C vs. baseline are

recommended in patients with atherosclerotic
PAAD, 19:242.246.300.335

Statins are recommended in all patients with

pAD, 328329337371

If the target LDL-C level is not achieved on maximally
tolerated statins and ezetimibe, treatment with a
PCSK9 inhibitor is recommended in patients with
atherosclerotic PAAD, to achieve target
values.*7%37

If the target LDL-C level is not achieved, a
combination of statins and ezetimibe is indicated in
patients with atherosclerotic PAAD, to achieve the
given target values.”*’

For statin-intolerant patients with atherosclerotic
PAAD, at high CV risk, who do not achieve their
LDL-C goal on ezetimibe, it is recommended to add
bempedoic acid either alone or in combination with a
PCSK9 inhibitor.*"

Statins for the reduction of growth and rupture of
AAA should be considered,**/~*%9-352.3>%

<09

0.6 - 0.89

< 0.6

<04

> 14

EAEl — AAS:

b ITB DERECHO: 1

PS MAS ALTA DEL PIE 160
PS MAS ALTA ENTRE 160
AMBOS BRAZOS

ITB IZQUIERDO: (.63

PS MAS ALTA DEL PIE 100
PS MAS ALTA ENTRE Yoo
AMBOS BRAZOS

ITB DEL PACIENTE = 0.63

Enfermedad arterial periférica (EAP). Diagndstico confirmado.
EAP leve a moderada. Puede haber claudicacion intermitente.
EAP severa. Riesgo de dolor en reposo, Ulceras o gangrena.

Isquemia critica. Urgencia médica.

Arterias no compresibles (calcificacion severa). Requiere pruebas adicionales,

como ecodoppler.

=

see al Evidence ble )

Recommendations

Use of antiplatelet therapy with' ‘(range

75-160 mg o.d.) (75 mg od.) is
recommended for the reduction of MACE in patients
with symptomatic PAD.*%®-%

Treatment with combination rivaroxaban (2.5 mg
b.i.d.) and aspirin (100 mg o0.d.) should be considered

for patients with PAD, high ischaemic risk, and
| 4429498499

non-high bleeding ris

considered in patients

419,487

DM, in the absence of contraindications.

patients with asymptomatic PAD without any sign of

clinically relevant ASCVD_85

Class®

Level®

2024 ESC Guidelines for the management
of peripheral arterial and aortic diseases

© ESC 2024



EA Carotidea — AAS:

— Asymptomatic patient % Symptomatic patient
Duplex ultrasound l
¥ * v Duplex ultrasound
<60% carotid stenosis 60-99% carotid stenosis 100% carotid occlusion CTA and/or MRA
! ! ! (incl. aortic arch)

s - ‘ ; * g ;
Vascular team <50% carotid stenosis 50-69% carotid stenosis 70-99% carotid stenosis 100% carotid occlusion
and neurologist l

!

! ! -

Average-to-high surgical risk —
1

Revascularization

® (Class Ila) ass

e CFERES t r
I A

Surgical/endovascular risk assessment®
CTA and/or MRA

(incl. aortic arch) l
! CEA
CEA

or CAS/TCAR decision by vascular team based on an individual patient approach

or CAS/TCAR decision by vascular team based on an individual patient approach

@ESC—

Carotid artery disease Carotid artery disease

in patients with asymptomatic >50% CS, long-term
antiplatelet therapy (commonly low-dose aspirin)

should be considered if bleeding risk is
low, 488497.670671

L ts with sympt . CS, not undergoing
carotid endarterectomy or stenting, DAPT with

recommended for the first 21 days or longer,

lla c

@© ESC 2024

followed by clopidogrel 75 mg or long-term aspirin

to reduce the risk of stroke.®4”¢%?

Figure 18 Algorithm of carotid artery stenosis management. CAS, carotid artery stenting; CEA, carotid endarterectomy; CTA, computed tomag-
raphy angiography; MRA, magnetic resonance angiography; OMT, optimal medical treatment; TCAR, transcarotid artery revascularization; TIA, tran-

sient ischaemic attack. *Assess presence of high-risk features according to Table 11. If surgery/revascularization is considered, assess the overall risk 2024 Esc GUideIines for the management
et sirgety accarding o Tebie 12 of peripheral arterial and aortic diseases



2024 ESC Guidelines for the management
of chronic coronary syndromes

Tabla 1: Indicaciones para el Uso de IBP en Pacientes Antiagregados

Indicaciones para IBP Descripcion --

Historia de ulceras Pacientes con antecedentes de ulceras o hemorragias gastrointestinales.

pépticas

Dosis altas de aspirina Pacientes con enfermedad cardiovascular que requieren dosis altas de aspirina.
Factores de riesgo Pacientes> 65 afos o con comorbilidades(ERC Hepatopatia,OH, CCs

AINES, usode anticoagulantes)

—in patients at increased risk of gastrointestinal bleeding for the duration of combined

antithrombotic therapy (antiplatelet therapy and/or OAC).#*¢-¢18664

A proton pump inhibitor should be considered when a single antithrombotic (antiplatelet or anticoagulant) drug is used, considering the la -

gastrointestinal bleeding risk of the individual patient.®**¢%* ¢%°

oW Jurca ce mls sacy [ pa—,

Castilla v Ledn

© ESC 2024

E s C European Heart Journal (2024) 45, 3415-3537

European Society https://doi.org/10.1093/eurheartjlehae177
of Cardiology
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Torcetrapib, ILLUMINATE:
NEJM 2007; 357:2109-22

Dalcetrapib, dal-OUTCOMES:
NEJM 2012; 367:2089-99

Evacetrapib, ACCELERATE:
NEJM 2017; 376:1933-42

Anacetrapib: REVEAL
NEJM 2017; 377:1217-27




HDL ©° gy

el colesterol “bueno”

Reverse Cholesterol Transport

Free cholesterol
(FC) in
extrahepatic
tissues

)

CETP transfers cholesterol esters
from HDL to LDL

HDL

LDL

Proteina de Transferencia de Esteres de

Colesterol (CETP)

Yy

— EC

~
. ¥



CETPi decreases hepatic cholesterol -> upregulation of LDL-R -
-> improved LDL and ApoB clearance through the liver

\ # Hepatic cholesterol levels

* SREBP gene expression

,",""s:"
:

LDL-R levels -
S
5 ‘:*'
"‘"*.A""'"~ By 5,
0% &

T

Q)

LDL take up by liver for clearance
-

~ LDL-R taking up
LDL

. LDL

2%

Decrease in hepatic cholesterol

1

Increase in hepatic LDL receptors

Decrease in plasma LDL levels



Genetically lower CETP associated with lower cardiovascular risks

The Ashkenazi Jewish Longevity
Gene Project

The Copenhagen City Heart Study

Individuals with exceptional
longevity had significantly higher
(up to 3.6-fold) homozygosity for the
405 valine (1405V) allele of CETP
(VV genotype) vs controls

Barzilai et al. JAMA 2003;290(15):2030-40

Prospective study, n= 10,261; ~34 years follow-up

Carriers of CETP (inactivating) genotpes had
decreased LDL cholesterol levels

and lower cardiovascular risk:

ischemic cardiovascular event: HR 0.7
ischemic heart disease: HR 0.65

iIschemic cerebrovascular disease: HR 0.71

Johannsen et al. JACC 2012,60(20):2041-8




Inhibidor es de la proteina de transferencia de ésteres de colesterol
(CETP)

Ultra-short summary
of the complex history of pharmacologic CETP inhibition

Torcetrapib, ILLUMINATE: negative study, off-target effects (e.g. increased BP)
NEJM 2007; 357:2109-22

Dalcetrapib, dal-OUTCOMES: neutral study, no LDL-C lowering
NEJM 2012; 367:2089-99

Evacetrapib, ACCELERATE: non-significant trends, study underpowered / too short
NEJM 2017; 376:1933-42

Anacetrapib: REVEAL: modest effect, insufficient LDL-C lowering (~-11mg/dl)
NEJM 2017; 377:1217-27
Reduccion MACE (HR 088 95% IC, 0.85-0.97; P=0I004)



Effects of Anacetrapib in Patients with Atherosclerotic Vascular

Disease

The HPS3/TIMI55-REVEAL Collaberative Group*

ABSTRACT

30,449 adultos
Anacetrapib 100 mg diarios o placebo
(+) Atorvastatina.

Seguimiento mediano de 4.1 afos

Descenso LDL: 11 mg/dL , - 17% respecto basal

A First Major Coronary Event
100+ 154
Rate ratio, 0.91 (95% Cl, 0.85-0.97)
90+ P=0.004 Placebo
80+
— 10
] 70 Anacetrapib
§ 60|
o
£ ol
g s Al
£ 40
]
-]
& 30+
204 0 . | . : T T
0 1 3 4
10+
i} ___‘—-——-—I_—__'I-__-‘_____i : : I
0 1 2 3 4
Years of Follow-up
Mo. at Risk
Placebo 15,224 14,649 14,088 13,293 8993
Anacetrapib 15,225 14,656 14,104 13,359 9193
Benefit per 1000 patients 1£2 243 63 9+4
in anacetrapib group
B First Major Coronary Event, According to Year of Follow-up
Year of First Anacetrapib Placebo
Event N=15225)  (N=15224) Rate Ratio (95% Cl) P Value
no. of patients with event (%)
1 465 (3.1) 476 (3.1) —— - 0.98 (0.86-1.11)
2 398 (2.7) 414 (2.8) 0.96 (0.84-1.10)
3 370 (2.6) 427 (3.0) = 0.86 (0.75-0.99)
=4 407 (3.0) 486 (3.7) — 0.83 (0.73-0.94)
51 1175 (8.0) 1327 (9.1) -*- 0.88 (0.81-0.95) 0.001
All 1640 (10.8) 1803 (11.8) - 0.91 (0.85-0.97) 0.004
r T 1
Test for trend across years, y2=4.87 (P=0.03) 0.6 08 10 12
Test for heterogeneity between =1 yr and >1yr, . Lo
x'=182 (P=0.18) Anacetrapib Placebo
Better Better
Figure 1. First Major Coronary Event during Follow-up.

Reduccion MACE (HR 084 95% IC, 0.85-0.97; P=01002)

@ESC

European Society hups://doi.org/10.1093/eurheartj/ehab863
of Cardiology

European Heart Journal (2022) 43, 14161424
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CURRENT OFINION

Low-density lipoproteins cause atherosclerotic
cardiovascular disease. 1. Evidence from
senetic, epidemiologic, and clinical studies.

A consensus statement from the European
Atherosclerosis Society Consensus Panel

NPCILY =1
- ’ ‘,\‘

AAONNENNE S AR SR TR NN AR MR

Mendelian randomization studies

Median follow-up: 52 years
N=194,427

Py — . Sy ——y— - ——e—y——yy - Sy ——
00502 05 0B 90502 05 08 00502 05 08 90502 05 08
]

Prospective cohort studies

Median follow-up: 12 years
N=403,501

. Median follow-up: 5 years
i N=196,552
00,0 otz otc 076 0?8 1?0 172 1?4 ITG xta 2to

Magnitude of exposure to lower LDL-C (mmol/L)

~ -

...................................................................................................................................................................................................

Conclusion Consistent evidence from numerous and multiple different types of clinical and genetic studies unequivocally estab-
lishes that LDL ASCVD.

Randomized controlled trials

Mendelian
randomization
and genetic

€ i

=4 S F W,

Observational

; occepted 8 March 2017

Un descenso de 1 mmol/L (38.7 mg/dl) deLOL sesociaa unareduccionaproximadadel 20% detiesgoCV



Long-term safety and efficacy of anacetrapib
in patients with atherosclerotic vascular
disease

The HPS3/TIMIS5-REVEAL Collaborative Group

Effects of anacetrapib on first major coronary event during the in-trial,
post-trial, and overall follow-up periods

Median in-trial Median overall
follow-up follow-up
20 <—>i<—>i

15 Anacetrapib

Pa.rticipants0 - Rate ratio 0.88
with Event (%) (0.83 to 0.93)
p <0.001

4
Years of follow-up

B
Anacetrapib Placebo
Year of First Event (N=15225) (N=15224) Rate Ratio (95% CI) P Value
No. of participants with events (%)
Year 1 465 (3.1) 476(3.1) —-—
Year 2 398 (2.7) 414 (2.8) —
Year 3 370(2.6) 428(3.0) —
Year 4 349 (2.6) 402(3.0) —a—
Year 5 255 (2.0) 335(2.7) —_—
Year 6+ 309 (2.7) 364 (3.3) —a
All 2146 (14.1) 2419 (15.9) -> 0.88 (0.83-0.93) <0.001
T T 1
0.6 0.8 1.0 1.2

Anacetrapib Better Placebo Better

Eur Heart J. 2022 Apr 6;43(14):1416-1424.



ROSE study: Obicetrapib in combination with high-intensity statins

Inclusion criteria
« stable dose of HIS (A 40/80 mg; R 20/40
mg)

8 weeks prior to screening
» LDL-Clevels >1.8 mmol/L

Exclusion criteria

« significant CV disease

* diabetes mellitus

» uncontrolled hypertension

Primary efficacy endpoint
* Percent change from baseline in LDL-C
compared to the placebo group

Study design

PK assessment

Patients (n=114)

b

X

Mild dyslipidemia Obicetrapib 10 mg (n=38)

PK assessment

o

(18-75years)

N

Placebo (n=38) PK assessment
2
Visit: 1l 2 3 4 5 6 7

Week: Upto 0 4 8 12 16 23

Higibility ===jp 4 4 4 4 4 4
Labs, PK Labs, Labs, PK Labs,PK Labs, PK Labs,

Safety PK Safety Safety Safety PK
Safety Safety Safety

FU

Pre-specified assessment of LDL-C levels by preparative ultra-centrifugation and Friedewald

Rose study. Nicholls SJ et al. Nat Med 2022;28(8):1672-8




ROSE : LDL-Chol IL i
OSE study Cholesterol Lowering ROSE study: HDL-Cholesterol and ApoA1 increase

Friedewald Preparative Ultracentrifugation HDL-C ApoA1
10 Placebo m Obicetrapib 5 mg mObicetrapib 10 mg 10 Placeboc mObicetrapib 5 mg mObicetrapib 10 mg 180 Placebo m Obicetrapib 5 mg m Obicetrapib 10 mg 70 Placebo m Obicetrapib 5 mg m Obicetrapib 10 mg
= - 157
g 8 < 160 T 60
o 0 @ 0 b 3 52
£ E g 140 £
0 0 " 122 & 50
= .10 -5 = 10 3120 3 41
o @ =7 = =
£ £ £ 100 e
@ @ K] K]
s -20 & -20 g 80 g 30
£ £ £ £
2 30 £ 30 g g 20
] ] o 40 Q
5 40 -38 5 -40 -36 5 20 5
ES ES X 0 ES
-44
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ROSE study: ApoB and Non-HDL-C Lowering
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ROSE: Adverse Events

Adverse events occurring in 22 subjects in any treatment arm in the safety population

Placebo Obicetrapib 5 mg Obicetrapib 10 mg
MedDRA System Organ Class/Preferred Term N=40 N=40 N=40
n (%) n (%) n (%)
Musculoskeletal and connective tissue disorders 4 (10.0) 4 (10.0) 4 (10.0)
Muscle spasms 2(5.0) 0 0
General disorders and administration site conditions 4 (10.0) 3(7.5) 2 (5.0)
Fatigue 2(5.0 2(5.0) 1(2.5)
Gastrointestinal disorders 4 (10.0) 3(7.5) 0
Nausea 2 (5.0 1(2.5) 0
Nervous system disorders 3(7.5) 2(5.0) 2 (5.0)
Investigations 3(7.5) 2(5.0) 0
Respiratory, thoracic and mediastinal disorders 3(7.5) 2(5.0) 0
Infections and infestations 3(7.5) 1(2.5) 0
Injury, poisoning and procedural complications 1(2.5) 3(7.5) 1(2.5)
Metabolism and nutrition disorders 0 2(5.0) 0
Type 2 diabetes mellitus 0 2(5.0) 0
Neoplasms benign, malignant and unspecified? 2(5.0) 0 0
Basal-cell carcinoma 2(5.0 0 0
Vascular disorders 0 2(5.0) 0
Hypertension 0 2 (5.0 0

Nicholls SJ et al. Nat Med 2022;28(8):1672-8



Obicetrapib projected clinical studies
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Study Design and Baseline Characteristics of Phase 3 Trials

1 BROOKLYN < BROADWAY = PREVAIL

1° E;dpﬂint—week 12 N = 354 12 endpoint — week 12 N = 2530 LDL-C endpoint N = 9541
Obicetrapib 10 mg (2:1 randomization) Obicetrapib 10 mg (2:1 randomization) Obicetrapib 10 mg (1:1 randomization)
Placebo Placebo Placebo
13-months 13-months 54-months
Key Inclusion Criteria Key Inclusion Criteria Key Inclusion Criteria
* HeFH » ASCVD or HeFH = ASCVD
» LDL-C 270 mg/dL * LDL-C 255 mg/dL wi/risk factors, or * LDL-C =55 mg/dL wi/risk factors, or
* Maximally tolerated lipid lowering therapy * LDL-C= 100 mg/dL * LDL-C= 100 mg/dL
* Maximally tolerated lipid lowering therapy * Maximally tolerated lipid lowering therapy
Baseline Lipids (obicetrapib 10mg mean) Baseline Lipids (blinded mean) Baseline Lipids (blinded mean)
200 150 142 200
148 136 - 133 e
150 | 423 98 92 150
B 107 o 100 . 103 97
2 100 & 100
Eh I . l Eb ) ] I : E j I l .
) L] .
: ] : : [
LDL-C  MNon-HDL-C  ApoB HDL-C TG LDL-C Non-HDL-C  ApoB HDL-C TG LDL-C  Non-HDL-C  ApoB HDL-C TG
Baseline Lipid Modifying Therapy Baseline Lipid Modifying Therapy Baseline Lipid Modifying Therapy
+ Any statin 89% + PCSK9i 14% * Any statin 91% - PCSK9i 4% « Any statin >90%
» High intensity statin: 79%  * Other 8% » High intensity statin: 65% - Other 11% « High intensity statin: 70%

+ Ezetimibe: 54% + Ezetimibe: 26% + Ezetimibe: 23%



Consistent LDL-C Reduction Observed Across Our Phase 2 and Phase 3 Trials

Obicetrapib 10 mg monotherapy Obicetrapib plus ezetimibe
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1 BROOKLYN
Consistent LDL-C Reduction Observed Over One Year Trial Duration
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Obicetrapib 10 mg (2:1 randomization)

Placebo

Study Design and Baseline Characteristics of Phase 3 Trials

1BROOKLYN
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» LDL-C 270 mg/dL
* Maximally tolerated lipid lowering therapy

Baseline Lipids (obicetrapib 10mg mean)

200
150

100

mg/dL

50

0

Baseline Lipid Modifying Therapy
* Any statin 89%
* High intensity statin: 79%
* Ezetimibe: 54%

< BROADWAY

1? endpoint — week 12 N = 2530

Obicetrapib 10 mg (2:1 randomization)

Placebo

13-months

13-months

Key Inclusion Criteria
= ASCVD or HeFH
* LDL-C 255 mg/dL wi/risk factors, or
* LDL-C= 100 mg/dL

* Maximally tolerated lipid lowering therapy

148 o
136
123 107 J 100
I I =2
0
LDL-C  Non-HDL-C ~ ApoB HDL-C TG

« PCSKSi 14%
* Other 8%

Baseline Lipids (blinded mean)

ilial s

LOL-C  MNen-HDL-C  ApoB HDL—C

Baseline Lipid Modifying Therapy
+ Any statin 91%

+ High intensity statin: 65%
* Ezetimibe: 26%

» PCSKSi 4%
» Other 11%

= PREVAIL

LDL-C endpoint

Obicetrapib 10 mg (1:1 randomization)

N = 9541

Placebo
54-months
Key Inclusion Criteria
= ASCVD

* LDL-C =55 mg/dL wi/risk factors, or
» LDL-C= 100 mg/dL
* Maximally tolerated lipid lowering therapy

Baseline Lipids (blinded mean)

200

150
103

100

mg/dL

S0

0
LDL—C Mon-HDL-C ApDE HDLC

Baseline Lipid Modifying Therapy
+ Any statin >90%
+ High intensity statin: 70%
+ Ezetimibe: 23%

- Seguridad y tolerabilidadObicetrapibfue bien tolerado con un perfil de seguridad comparable al placebo.



2022 2023 2024 ] 2025 2026
1H 2H H 2H 1H 2H 1H 2H 1H] 2H
N = 9541
Phase 3 CVOT PREVAIL Trial
[ [ASCVD ; LDL-C =55 mg/dL; n=9,000} PREVAIL CVOT

< BROADWAY

1° endpoint — week 12 N = 2530

Obicetrapib 10 mg (2:1 randomization)

Placebo
13-months
Key Inclusion Criteria
- ASEVB or [HEFH

*» LDL-C 255 mg/dL w/risk factors, or
* LDL-C= 100 mg/dL

» Maximally tolerated lipid lowering therapy

Baseline Lipids (blinded mean)
150

125 142
98
100 92
3 50
- l
; O
LDL-C Non-HDL-C ApoB HDL-C TG

Baseline Lipid Modifying Therapy
* Any statin 91% - PCSK9i 4%

* Other 11%
« Ezetimibe: 26%

Importantly, here, the drug also showed a 21% reduction in
major adverse cardiovascularevents at one year, although
reductionof MACEwasnot thetrial's primaryendpoint






