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ACS & T2D
Lessons From

SWEDEHEART
Annual Report 2023



Issued in 2024 – RIKS-HIA
DM Prevalence in MI Patients

1995 – 2023 

< 80 years

~ 26 % in 2023

≥ 80 years

~ 30 % in 2023 
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Issued in 2024 – RIKS-HIAOne-Year Mortality in MI Patients
2021–2022

DM

~ 16 %

NO DM

~ 10 %



Issued in 2024 – RIKS-HIA

DM

&

GFR ≤ 60 mL/min

~ 29 %

One-Year Mortality in MI Patients

with DM & CKD
2021–2022

DM + CKD



GLP1 - RA :
Drug Disease Modifying 

in ASCVD & T2D 



Il Rischio Residuo PERSISTE
nonostante l’aggressiva riduzione di LDLc con PCSK9-i

15 % 

RRR

15 % 

RRR

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

Mediana C-LDL 30 mg/dL a 48 settimane
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Statin + Placebo

Statin + 
Evolocumab

HR: 0.85 (95% CI: 0.79–
0.92)
P<0.001
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ODYSSEY OUTCOMES

Mean C-LDL 53 mg/dL a 48 mesi

Statin + Placebo

Statin + 
Alirocumab
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HR: 0.85 (95% CI: 0.78–0.93)
P<0.001



European Heart Journal (2021) 42, 113–131 

DIABETE



GLP1-RA 4 Shields Defender

HbA1c BMI

LIPIDS
LDL-C

TG

INFLAMMATION

ASCVD

CV Risk



Anti-inflammatory therapy reduces the 
incidence of MACE: CANTOS (canakinumab)

RRR 15%
p = 0.007

hsCRP

- 37 %
at 48 Months



Semaglutide reduced hsCRP in people with T2D

Rosenstock J et al. JACC 2021

PIONEER 1, 2 and 5; SUSTAIN 3 trials

Favours semaglutide Favours comparator

RR (95% CI)

Change in hsCRP
by trial

N
Change from 
baseline (mg/L)

Ratio to baseline 
[95% CI]

P-value vs baseline
ETR [95% CI] to 
comparator

P-value for ETR

Sustain 3

S.c. semaglutide 1.0 mg 404 -1.98 0.55 [0.49;0.61] <0.0001 0.75 [0.65;0.88] 0.0002

Exenatide ER 2.0 mg 405 0.22 0.72 [0.65;0.81] <0.0001

Pioneer 1

Oral semaglutide 7 mg 175 -1.45 0.72 [0.63;0.82] <0.0001 0.72 [0.59;0.88] 0.0016

Oral semaglutide 14 mg 175 -0.39 0.76 [0.66;0.87] <0.0001 0.76 [0.62;0.93] 0.0075

Placebo 178 -0.06 0.99 [0.86;1.15] 0.9207

Pioneer 2

Oral semaglutide 14 mg 411 -1.64 0.63 [0.57;0.70] <0.0001 0.70 [0.61;0.80] <0.0001

Empagliflozin 25 mg 410 -1.19 0.91 [0.83;1.00] 0.0443

Pioneer 5

Oral semaglutide 14 mg 163 -0.50 0.82 [0.70;0.95] 0.0105 0.83 [0.67;1.03] 0.0839

Placebo 161 -0.43 0.99 [0.85;1.15] 0.8919

0.0 1.51.00.5
S.c. semaglutide 1.0 mg

Exenatide ER 2.0 mg

Oral semaglutide 7 mg

Oral semaglutide 14 mg

Placebo

Empagliflozin 25 mg



Novo Nordisk®

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

Direct Effects of GLP-1 on 

Atherosclerotic  Plaque

↓ Lipid 

Accumulation

↓ Vascular 

Inflammation

↓ Vascular Smooth 

Muscle Activation

↓ Proliferation

↑ NO

↓ ICAM-1 / VCAM-1



Novo Nordisk®
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SEMAGLUTIDE 
Downregulates Genes related to Atherosclerosis

Anti-atherosclerotic effects in mouse models

Rakipovski G et al. Presented at the 77th Scientific Sessions of the American Diabetes Association, 9–13 June 2017
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ApoE -/- mice1
Vehicle, chow

Vehicle, 
western diet

Semaglutide
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GLP1-RA (R)Evolution

Improving CV Outcomes 

in Patients With T2D



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





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

3-Point MACE
CV Death / MI / Stroke

RRR 

– 14 %

Bagsværd (Denmark)

21 October 2024 



Risk Reduction of MACE in the SOUL Trial 

compared to FOURIER and ODYSSEY OUTCOMES

FOURIER

37 % T2DM

RRR – 15 %

2017

ODYSSEY OUTCOMES

29 % T2DM

RRR – 15 %

2018

SOUL

100 % T2DM

RRR – 14 %

2024

ORAL SEMAGLUTIDE



Riduzione del Rischio Residuo
Effetto Additivo e Sinergico delle Strategie Terapeutiche
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Statin + PCSK9i

RRR – 15 %



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

Eur Heart J, 2021

Start Statin + EZT + PCSK9-I + GLP1-RA

Extremely High Risk and ACS Patients



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
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