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ACS & T2D

Lessons From

SWEDEHEART

Annual Report 2023
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GLP1 - RA:

Drug Disease Modifying
In ASCVD & T2D



Il Rischio Residuo PERSISTE

nonostante I’aggressiva riduzione di LDLc con PCSKO9-|
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Mediana C-LDL 30 mg/dL a 48 settimane  Mean C-LDL 53 mg/dL a 48 mesi

Ulteriore riduzione del rischio di circa il 15% in 2-4 anni



@ ESC b e foumral SR RAB, M 481 STATE OF THE ART REVIEW
European Society doi:10.1093/eurheartj/ehaa099 Epidemiology and prevention
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// Patients with or at high risk for ASCVD \\

Despite contemporary evidence-based therapies®,
residual risk of ASCVD events persists

DIABETE

European Heart Journal (2021) 42, 113-131



GLP1-RA 4 Shields Defender




Anti-inflammatory therapy reduces the
iIncidence of MACE: CANTOS (canakinumab)
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Semaglutide reduced hsCRP in people with T2D

PIONEER 1, 2 and 5; SUSTAIN 3 trials

Change in hsCRP
by trial

Sustain 3
S.c. semaglutide 1.0 mg

Exenatide ER 2.0 mg

Pioneer 1
Oral semaglutide 7 mg
Oral semaglutide 14 mg
Placebo
Pioneer 2
Oral semaglutide 14 mg
Empagliflozin 25 mg
Pioneer 5
Oral semaglutide 14 mg

Placebo

- S.c. semaglutide 1.0 mg
Exenatide ER 2.0 mg
~#- Oral semaglutide 7 mg

404
405

175
175
178

411

410

163

161

-8 Oral semaglutide 14 mg
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Change from
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Favours comparator

ETR [95% CI] to
comparator

0.75 [0.65;0.88]

0.72[0.59;0.88]
0.76 [0.62;0.93]

0.70 [0.61;0.80]

0.83 [0.67;1.03]

P-value for ETR

0.0002

0.0016
0.0075

<0.0001

0.0839

Rosenstock J et al. JACC 2021



Direct Effects of GLP-1 on
Atherosclerotic Plague

* NO | Vascular Smooth
Muscle Activation
| ICAM-1 /VCAM-1

| Proliferation

| Vascular | Lipid
Inflammation Accumulation

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



SEMAGLUTIDE

Downregulates Genes related to Atherosclerosis
Anti-atherosclerotic effects In mouse models
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oSemaglutide 4 pg/kg, WD
Semaglutide 12 pg/kg, WD

wSemaglutide 60 pg/kg, WD

Aorta of LDLr/- mouse?

Vehicle,

Vehicle, chow western diet

Semaglutide

1 nmol/kg 3 nmol/kg 15 nmol/kg

Rakipovski G et al. Presented at the 77th Scientific Sessions of the American Diabetes Association, 9—13 June 2017



GLP1-RA (R)Evolution

Improving CV Outcomes
in Patients WIth T2D



THE LANCET
Diabetes & Endocrinology

oct 2021

Naveed Sattar

Cardiovascular, mortality, and kidney outcomes with GLP-1
receptor agonists in patients with type 2 diabetes:
a systematic review and meta-analysis of randomised trials

Naveed Sattar*, Matthew M Y Lee*, Saren L Kristensen*, Kelley R H Branch, Stefano Del Prato, Nardev S Khurmi, Carolyn S P Lam, Renato D Lopes,
John ]V McMurray, Richard E Pratley, Julio Rosenstock, Hertzel C Gerstein



GLP1-RA
Metanalysis:
Outcome Results

8 RCTs
60.080 T2DM PTS

3-P MACE
CV Death, MI, Stroke

- 14 %

CV Death HF H

-13 % - 11 %

Composite

All Cause i
Mortality aney

Outcome
-12 %

-21 %






Waiting for SOUL Trial

Oral Semaglutide vs Placebo
In T2DM Patients With ASCVD or CKD

Patients with T2D with
CVD or CKD; age 250 yr;
Al1C 6.5%-10.0%

Enroliment complete:

N =9.642

Oral SEMAGLUTIDE
> up to 14 mg QD
™~ Oral Placebo QD

Follow Up

* |nternational, randomized, double-blind, placebo-controlled phase Il trial with
dose escalations at Wk 4, 8

—_—

RCT Event Driven Up To 5 Years - Until 1.225 First Events

3-Point MACE
CV Death / Ml / Stroke




Waiting for SOUL Trial

Oral Semaglutide vs Placebo
In T2DM Patients With ASCVD or CKD

3-Point MACE

company Bagsveerd (Denmark)
21 October 2024

CV Death / Ml / Stroke announcement

!

Oral semaglutide demonstrates a 14% reduction in risk of major
adverse cardiovascular events in adults with type 2 diabetes in
the SOUL trial

MARCH 29 - 31, 2025

R R R CHICAGO
- 14 % *




Risk Reduction of MACE in the SOUL Trial
compared to FOURIER and ODYSSEY OUTCOMES
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Riduzione del Rischio Residuo
Effetto Additivo e Sinergico delle Strategie Terapeutiche

Statin + Placebo

Residual
Risk

Statin + PCSKO9i
RRR -15%

Cumulative Event Rate (%)

18
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Riduzione del Rischio Residuo
Effetto Additivo e Sinergico delle Strategie Terapeutiche
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GLP1-RA Fast Track

Strike Early & Strike Strong in ACS Patients With T2DM

Combination lipid-lowering therapy as first-line
strategy in very high-risk patients
Kausik K Ray &, Laurens F Reeskamp, Ulrich Laufs, Maciej Banach, Frangois Mach,

Lale S Tokgozoglu, Derek L Connolly, Anja J Gerrits, Erik S G Stroes, Luis Masana ... Show
more

Cardiovascular risk
assessment

I Eur Heart J, 2021 I

Very High

e | [Extremely High Risk and ACS Patients

o L 2
@”aﬂk Séiit?fq?gif Start Statin + EZT + PCcSK9-1 + GLP1-RA

v

Reduction <50% . § (+ In statin-intolerant patients consider ezetimibe +\
OR Reduction >50% & bempedoic acid or PCSK9 targeted therapy

iBEcEd e (LD Caldmmoll

& Extremely high risk = post ACS + history of

other vascular event/peripheral artery disease/
polyvascular disease/multivessel coronary artery
Add PCSK9 P disease/familial hypercholesterolemia
targeted the_rapy# o needed # monoclonal antibodies directed against PCSK9
bempedoic acid

O PCSK9 siRNA therapy y




Post - ACS LIPID
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