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DICHIARO 

ai sensi e per gli effetti dell’art. 48, comma 25, del D.L. 269/2003, convertito in legge 25 novembre 2003 nr. 326 
  

che l’attività professionale e scientifica svolta nell’ambito dell’evento citato non configura in alcun caso conflitto di 
interessi con l’organizzatore dell’evento formativo 

DICHIARO altresì  

ai sensi dell’art. 76 «Conflitto di Interessi ECM» sul Conflitto di Interessi, dell’Accordo Stato-Regione del 2 
febbraio 2017 

BAYER - consulenza
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Cardiovascular-Kidney-Metabolic (CKM) Syndrome

Ndumele CE, et al. Circulation. 2023 Nov 14;148(20):1606-1635.
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The risk of MACE was reduced by 
semaglutide in high-risk CV patients with T2D

•  
CI, confidence interval; CV, cardiovascular; CVOT, cardiovascular outcomes trial;  HR, hazard ratio; MACE, major adverse cardiovascular events; MI, myocardial infarction. 
1. Marso S, et al. N Engl J Med. 2016;375:1834-44. 2. Husain M, et al. Diabetes Obes Metab. 2020;22:442-51.

SU
ST

A
IN

 6
1

PI
O

N
EE

R 
62

0.5 1 1.5

Pa
tie

nt
s w

ith
 e

ve
nt

 (%
)

20

0 

15

10

5

0
8 16 24 32 40 48 56 64 72 80 88 96 104 109 

HR (95% CI)  
0.74 (0.58; 0.95) 

p<0.001 for non-inferiority 
p=0.02 for superiority
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GLP-1RA, glucagon like peptide receptor agonist; HbA1c,  glycated haemoglobin; ICAM-1, 
intercellular adhesion molecule 1; VCAM-1, vascular cell adhesion protein 1

Sharma A and Verma S. Can J Diabetes 2020;44:93–102

DIRECT EFFECTS

CVOTs & Anti-Atherosclerotic Effects GLP-1

Improved endothelial 
function

↑ Nitric oxide
↓ ICAM-1/VCAM-1

↓ Vascular smooth 
muscle activation
↓ Proliferation

↓ Vascular 
inflammation

↓ Lipid 
accumulation

↓ Blood Pressure ↓ Weight ↓ HbA1c

Endothelium
Monocytes

Plaque

Smooth muscle cells

INDIRECT EFFECTS
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Cumulative incidence of MACE 
SELECT: Primary cardiovascular composite endpoint

Cumulative incidence (using the Aalen–Johansen method) of the composite MACE primary endpoint. The HR was estimated using a Cox proportional hazards regression model. The proportion of participants with MACE was 6.5% with semaglutide 2.4 mg and 8.0% with placebo. MACE was defined as death from 
CV causes, non-fatal myocardial infarction, or non-fatal stroke. 
CI, confidence interval; HR, hazard ratio; MACE, major adverse cardiovascular events; MI, myocardial infarction. 
1. Lincoff AM et al. N Engl J Med 2023;DOI:10.1056/NEJMoa2307563; 2. American College of Cardiology, SELECT: Semaglutide Reduces Risk of MACE in Adults With Overweight or Obesity, Accessed October 2023, https://www.acc.org/Latest-in-Cardiology/Articles/2023/08/10/14/29/SELECT-Semaglutide-Reduces-
Risk-of-MACE-in-Adults-With-Overweight-or-Obesity
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Semaglutide 2.4 mg significantly 
reduced 
the risk of MACE by 20% 
compared with placebo in 
people with obesity and 
established CVD, without T2D1,2

All three components (death 
from CV causes, non-fatal MI 
and  
non-fatal stroke) contributed to 
MACE risk reduction

Mean follow-up time was 
39.8 months

20% 
reduction in  

risk of MACE*
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Semaglutide 2.4 mg significantly 
reduces risk of MACE* 
versus placebo, both added to SoC 
for CV risk factor management, 
over a mean follow-up period 
of ~40 months1

Semaglutide 2.4 mg

Placebo

20%
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in risk of composite HF outcome1†‡¥

in risk of all-cause death1†¥

in risk of CV death1†§

The SELECT trial showed further benefits with 
semaglutide 2.4 mg vs placebo:1

22%15%
REDUCTION

22%

22%

18%
REDUCTION

19%
REDUCTION

*Time from randomisation to first occurrence of CV death, non-fatal MI, or non-fatal stroke. †Treatment with semaglutide 2.4 mg or placebo was as an adjunct to SoC for CV risk reduction. ‡HF hospitalisation/urgent HF visit or CV death. §Superiority of 
semaglutide 2.4 mg versus placebo for time from randomisation to CV death was not confirmed; ¥Superiority of semaglutide 2.4 mg versus placebo for time from randomisation to first composite HF outcome and to all-cause death was not tested. 

CKM, cardiovascular-kidney-metabolic; CV, cardiovascular; CVD, cardiovascular disease; eGFR, estimated glomerular filtration rate; HbA1c, haemoglobin A1c; MACE, major adverse cardiovascular event; MI, myocardial infarction; SoC, standard of care.

1. Lincoff AM, et al. N Engl J Med. 2023;DOI:10.1056/NEJMoa2307563.
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STEP-HFpEF and STEP-HFpEF DM trial design

•  
*Comprising time to all-cause death, time to and number of HF events, changes in KCCQ-CSS and 6MWD 
6MWD, 6-minute walk distance; BMI, body mass index; CRP, C-reactive protein; HbA1C, glycated haemoglobin; HF, heart failure; HFpEF, heart failure with preserved ejection fraction; KCCQ-CSS, Kansas City Cardiomyopathy Questionnaire Clinical 
Summary Score; KCCQ-OSS, Kansas City Cardiomyopathy Questionnaire Overall Summary Score; NT-proBNP, N-terminal pro B-type natriuretic peptide; NYHA, New York Heart Association; SBP, systolic blood pressure; s.c., subcutaneous; SoC, 
standard of care; T2D, type 2 diabetes 
1. NCT04788511. Available at: https://clinicaltrials.gov/ct2/show/NCT04788511 (accessed August 2023); 2. Kosiborod MN et al. JACC HF 2023;11(8_Part_1):1000–1010. 3. Kosiborod MN et al. N Engl J Med 2024;390(15):1394-1407

Semaglutide OW 2.4 mg + 
SoC

Placebo + SoC

STEP-HFpEF Trial Design1,2 STEP-HFpEF-DM Trial Design3

Treatment duration 
52 weeksRandomisation (1:1)

Screening
Dose 

escalatio
n

5 weeks  
Follow-

up
Dose maintenance

End of treatment

Trials Objective Key Endpoints

To investigate the effects of semaglutide 2.4 mg s.c. once weekly on physical 
function, symptoms and body weight compared with placebo, both added to SoC, 
in people with the obesity phenotype of HFpEF with/without T2D

• Dual primary endpoints: KCCQ-CSS and body weight
• Confirmatory secondary endpoints: 6MWD, hierarchical composite endpoint*, 

hs-CRP
• Key exploratory endpoints: loop diuretic medication, NT-proBNP, NYHA class, 

time to first HF event (hospitalisation or urgent visit)

N=529 
NYHA II–IV 
Ejection fraction ≥45%

BMI ≥30 kg/m2 

Treatment duration 
52 weeksRandomisation (1:1)

Screening
Dose 

escalatio
n

5 weeks  
Follow-

up
Dose maintenance

End of treatment

N=616
NYHA II–IV 
Ejection fraction ≥45% BMI ≥30 kg/m2 

T2D 
HbA1c  ≤10%

Semaglutide OW 2.4 mg + 
SoC

Placebo + SoC



STEP HFpEF STEP HFpEF DM

*Estimated mean changes from baseline to week 52 based on analysis of covariance (ANCOVA) and an imputation approach for missing data. In the left figure, error bars are ± standard error of the mean. Numbers shown in the 
lower panel are numbers of patients contributing to the mean

1. Kosiborod MN et al. JACC HF 2023;11(8_Part_1):1000–1010. 2. Kosiborod MN et al. N Engl J Med 2024;390(15):1394-1407



STEP HFpEF STEP HFpEF DM

6MWD

320.0 m 
(240.0; 389.0)

6MWD (m)

280.0 (205.1–357.6) 
280.0 (200.0–345.0)

Baseline

*Estimated mean changes from baseline to week 52 based on analysis of covariance (ANCOVA) and an imputation approach for missing data. In the left figure, error bars are ± standard error of the mean. Numbers shown in 
the lower panel are numbers of patients contributing to the mean

1. Kosiborod MN et al. JACC HF 2023;11(8_Part_1):1000–1010. 2. Kosiborod MN et al. N Engl J Med 2024;390(15):1394-1407



Semaglutide, semaglutide 2.4 mg

*Estimated mean changes from baseline to week 52 based on analysis of covariance (ANCOVA) and an imputation approach for missing data. 

In the left figure, error bars are ± standard error of the mean. Numbers shown in the lower panel are numbers of patients contributing to the mean

STEP HFpEF1 STEP HFpEF DM2

1. Kosiborod MN, et al. N Engl J Med. 2023;389(12):1069-1084. 2. Kosiborod MN, et al. N Engl J Med. 2024;390(15):1394-1407. 

1. Kosiborod MN et al. JACC HF 2023;11(8_Part_1):1000–1010. 

2. Kosiborod MN et al. N Engl J Med 2024;390(15):1394-1407
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FLOW assessed the effect of semaglutide versus placebo 
 on kidney, cardiovascular and mortality outcomes

*Additional inclusion criteria: age ≥18 years (≥20 years in Japan); HbA1c ≤10% (≤86 mmol/mol); RAAS blocker (4 weeks’ stable dose of maximum tolerated dose). †OW semaglutide dose escalation from starting dose of 0.25 mg; dose doubled every 4 weeks until 
trial maintenance dose achieved. ‡MACE endpoint consisted of time to first CV death, non-fatal MI, or non-fatal stroke.  
CKD, chronic kidney disease; CV, cardiovascular; eGFR, estimated glomerular filtration rate; MACE, major adverse cardiovascular events; MI, myocardial infarction; OW, once weekly; RAAS, renin–angiotensin–aldosterone system; s.c., subcutaneous; SoC, 
standard of care; T2D, type 2 diabetes; UACR, urinary albumin to creatinine ratio.  
1. Rossing P, et al. Nephrol Dial Transplant. 2023;38(9):2041-2051. 2. Perkovic V, et al. Published online 6 May, 2024. N Engl J Med. DOI: 10.1056/NEJMoa2403347.

FLOW investigated OW semaglutide’s potential as a new kidney-protective treatment option for people with T2D and CKD1,2

Confirmatory secondary endpoints1,2 

• Annual rate change in eGFR (total eGFR slope) 
• Time to first occurrence of the MACE composite endpoint‡ 
• Time to occurrence of all-cause death 

Superiority hierarchically confirmed across the confirmatory secondary endpoints

Primary composite endpoint1,2 

• Onset of persistent ≥50% reduction in eGFR 
• Onset of persistent eGFR <15 mL/min/1.73 m2  
• Initiation of chronic renal replacement therapy 
• Renal death • CV death

Randomisation (1:1)

3,533 subjects at high risk of kidney disease 
progression, who are in need of treatment1,2* 

• T2D 
• Kidney impairment defined as either: 

• eGFR ≥50 and ≤75mL/min/1.73 m2 and 
UACR >300 and <5000 mg/g or 

• eGFR ≥25 and <50 mL/min/1.73 m2 and 
UACR >100 and <5000 mg/g

Follow-up  
5 weeks

Treatment duration 
3–5+ years

Dose escalation 
8 weeks†

OW s.c. semaglutide 1.0 mg + SoC

Placebo + SoC



93% of the participants at high or very high risk 
for CKD progression

Adapted from KDIGO Diabetes Work Group. KDIGO 2022 Clinical Practice Guideline for Diabetes Management in Chronic Kidney Disease; Kidney International (2022) 102 (Suppl 5S), S1–S127.  
CKD, chronic kidney disease; eGFR, estimated glomerular filtration rate; KDIGO, Kidney Disease: Improving Global Outcomes; UACR, urine albumin-creatinine ratio.  
Rossing P et al. Nephrol Dial Transplant 2023;38:2041–2051; Perkovic V, et al. N Engl J Med. 2024: DOI: 10.1056/NEJMoa2403347

According to KDIGO guideline categorisation, 68.2% were at very high risk for CKD progression

    UACR categories (mg/g)

    <30 ≥30–<300 ≥300

eGFR 
categ
ories  
(mL/
min/
1.73 
m²)

≥90 1 (<0.1) 7 (0.2) 23 (0.6)

≥60–<90 24 (0.7) 173 (4.9) 491 (13.9)

≥45–<60 37 (1.0) 324 (9.2) 694 (19.6)

≥30–<45 40 (1.1) 414 (11.7) 905 (25.6)

≥15–<30 7 (0.2) 87 (2.5) 306 (8.6)

<15 NA NA NA

KDIGO risk categories among FLOW participants, n (%)

Very high risk n=2,413 (68.2%)Low risk n=25 (0.7%) Moderate risk n=217 (6.1%) High risk n=878 (24.8%)

FLOW population

Baseline data



In FLOW, semaglutide showed a 24% risk reduction of the primary 
kidney composite endpoint 

*Cumulative incidence estimates are based on time from randomisation to first composite renal event with non-cardiovascular and non-renal death modelled as competing risk using the Aalen-Johansen estimator. Subjects without events of interest were censored at the end of their in-trial 
observation period. Events not related to eGFR are EAC-confirmed. eGFR was calculated using the CKD-EPI formula. The x-axis is truncated at 52 months where approximately 5% of the population was still in the trial. Time from randomisation to first composite renal event was analysed using a 
Cox proportional hazards model with treatment as categorical fixed factor and stratified by use of SGLT-2 inhibitor (yes/no) at baseline. Based on the available number of events for analysis, the nominal significance level was updated to 0.01612 using the Lan-DeMets alpha spending function. 
Adjustment for group sequential design was done using likelihood ratio ordering. Event rates are events per 100 years of observation. †All endpoints were analysed using a Cox proportional hazards model with treatment as categorical fixed factor and stratified by use of SGLT-2 inhibitor use (yes/
no) at baseline. Subjects without events of interest were censored at the end of their in-trial observation period. For the primary composite kidney event endpoint, the hazard ratio and confidence interval are adjusted for the group sequential design using the likelihood ratio ordering. The eGFR 
is estimated using the CKD-EPI formula. Persistent is defined as having two consecutive measurements at least 4  weeks apart fulfilling the criteria. Reduction in eGFR is reduction in eGFR compared to baseline. 
CI, confidence interval; CKD, chronic kidney disease; CKD-EPI: Chronic Kidney Disease Epidemiology Collaboration; CV, cardiovascular; EAC, event adjudication committee; eGFR, estimated glomerular filtration rate; GLP-1 RA, glucagon-like peptide 1 receptor agonist; HR; hazard ratio; NNT, number needed to 
treat; OW, once weekly; p-value, one-sided p-value for the test of no difference; s.c., subcutaneous; SGLT-2, sodium–glucose cotransporter-2; SoC, standard of care; T2D, type 2 diabetes.  
1. Perkovic V, et al. Published online 6 May, 2024. N Engl J Med. DOI: 10.1056/NEJMoa2403347.

Hazard ratios suggest that both kidney 
and CV components contributed to risk 
reduction, and that risk reduction was 
consistent across kidney components of 
the primary endpoint:1†

Composite renal event 0.76 [0.66; 0.88]

Onset of persistent >=50% 
reduction in eGFR 0.73 [0.59; 0.89]

Onset of persistent eGFR  
<15 ml/min/1.73m2 0.80 [0.61; 1.06]

Renal-replacement therapy 0.84 [0.63; 1.12]

Renal death 0.97 [0.27; 3.49]

CV death 0.71 [0.56; 0.89]0.1 1.0 7.3

HR [95% CI]Favours placeboFavours semaglutide 1.0 mg

risk reduction of first composite kidney 
event in people with T2D and CKD1* 
OW s.c. semaglutide 1.0 mg versus placebo in addition to SoC

24%

5

10

15

20

25

30

35

0 6 12 18 24 30 36 42 48

Months since randomisation

Pr
op

or
tio

n 
of

 s
ub

je
ct

s 
(%

)

0

Semaglutide 1.0 mg

Placebo

HR: 0.76; 95% CI: [0.66; 0.88] 
p-value: 0.0001, limit for p-value: 0.01612 
HR: 0.76; 95% CI (adjusted): [0.66; 0.88] 
p-value (adjusted): 0.0001

NNT (Month 36):

20



*Data from visits with scheduled eGFR assessment in the in-trial period. Annual rate of change in eGFR was analysed using a linear random effects model with treatment, use of SGLT-2 inhibitors (yes/no) at baseline, time (as a continuous variable) and treatment time interaction as fixed effects 
and including subject effect as a random intercept and time as a random slope. Based on the available number of events for analysis, the nominal significance level was updated using the Lan-DeMets alpha spending function. eGFR was calculated using the CKD-EPI formula. †Cumulative 
incidence estimates are based on time from randomisation to first EAC-confirmed MACE with non-cardiovascular death modelled as competing risk using the Aalen-Johansen estimator. Subjects without events of interest were censored at the end of their in-trial observation period. Time from 
randomisation to first EAC-confirmed MACE was analysed using a Cox proportional hazards model with treatment as categorical fixed factor and stratified by use of SGLT-2 inhibitor (yes/no) at baseline. Based on the available number of events for analysis, the nominal significance level was 
updated using the Lan-DeMets alpha spending function. The x-axis is truncated at 52 months where approximately 5% of the population was still in the trial. ‡Cumulative incidence estimates are based on time from randomisation to EAC-confirmed all-cause death using the Aalen-Johansen 
estimator. Subjects without events of interest were censored at the end of their in-trial observation period. Time from randomisation to EAC-confirmed all-cause death was analysed using a Cox proportional hazards model with treatment as categorical fixed factor and stratified by use of SGLT-2 
inhibitor (yes/no) at baseline. Based on the available number of events for analysis, the nominal significance level was updated using the Lan-DeMets alpha spending function. The x-axis is truncated at 52 months where approximately 5% of the population was still in the trial.
CI, confidence interval; CKD, chronic kidney disease; CKD-EPI: Chronic Kidney Disease Epidemiology Collaboration; EAC, event adjudication committee; eGFR, estimated glomerular filtration rate; GLP-1 RA, glucagon-like peptide 1 receptor agonist; MACE, major adverse cardiovascular event; 
NNT, number needed to treat; OW, once weekly; s.c., subcutaneous; SGLT-2, sodium–glucose cotransporter-2; SoC, standard of care; T2D, type 2 diabetes.  
1. Perkovic V, et al. Published online 6 May, 2024. N Engl J Med. DOI: 10.1056/NEJMoa2403347.

1.16 mL/min/1.73m2/year less decline in eGFR 

(95% CI: [0.86; 1.47])1*
risk reduction in the time to first MACE vs 
placebo (95% CI: [0.68; 0.98])1†18% risk reduction in time to occurrence of all-

cause death vs placebo (95% CI: [0.67; 0.95])1‡20%

Superiority of OW s.c. semaglutide 1.0 mg in people with CKD and T2D on top of SoC was hierarchically confirmed across the confirmatory secondary endpoints1,2

Annual rate change in eGFR (total eGFR slope) MACE All-cause death
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STEP 11 STEP 33 STEP 44 STEP 55 STEP 87 STEP 22 STEP 66

Weight 
management

Weight 
management  

with IBT
Sustained weight 

management
Long term weight 

management
Head to head vs. 
liraglutide 3.0 mg

Weight 
management  

in T2D

Weight management 
in East Asian 

population
105.3 kg 105.8 kg 107.2 kg 96.1 kg 106.0 kg 104.5 kg 99.8 kg 87.5 kg

Weight loss across STEP trials 
Semaglutide 2.4 mg once-weekly in participants with overweight or obesity

*Statistically significant vs placebo.† Statistically significant vs. liraglutide 3.0 mg 
BW, body weight; IBT, intensive behavioural therapy. 
1. Wilding et al. N Engl J Med 2021; doi:10.1056/NEJMoa2032183;  2. Davies et al. Lancet, 2021; doi.org/10.1016/S0140-6736(21)00213-0: 3. Wadden et al. JAMA.  doi:10.1001/jama.2021.1831; 4. Rubino et al. JAMA. 2021 Apr 13;325(14):1414-1425. doi: 10.1001/jama.2021.3224.   
5. Garvey et al. Nat Med 28, 2083–2091 (2022); 6. Kadowaki et al. The Lancet Diabetes & Endocrinology 2022.; 7. Rubino et al. JAMA 2022; 327(2): 138-150

Baseline 
BW

After 68 weeks 20–68 weeksAfter 68 weeksAfter 68 weeks After 68 weeksAfter 68 weeks After 68 weeks

*
*

*

Semaglutide 2.4 mg Liraglutide 3.0 mg PlaceboSemaglutide 1.7 mg

104 weeks



-4.6%

-1.9%

-0.3%

-0.0%

-3.8 

-0.5

-9.4%

-0.9%

-18.3%

-3.2%

-7.6 cm

-1.0 cm

-39% 

-2%

 
CRP, C-reactive protein; CV, cardiovascular; SELECT, semaglutide effects on cardiovascular outcomes in people with overweight or obesity. 

1. Lincoff AM, et al. N Engl J Med. 2023;DOI:10.1056/NEJMoa2307563.

Change from baseline to Week 104 in semaglutide 2.4-mg and placebo groups1

Baseline: 4.0 mmol/LBaseline: 5.8% Baseline: 131 mmHg Baseline: 1.9 mg/LBaseline: 96.6 kg Baseline: 111.3 cm Baseline: 1.5 mmol/L

mmHg

mmHg

Total  
cholesterol

Blood 
glucose

Blood  
pressure (systolic) CRPBody 

weight
Waist 

circumference Triglycerides
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The most common gastrointestinal adverse event, nausea, is 
transient and generally reduces after dose escalation

DiarrhoeaNausea
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Oral sema 3 mg

Oral sema 7 mg

Oral sema 14 mg
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Vomiting

The most frequently reported adverse 
reactions in clinical trials were 

gastrointestinal disorders, including

Most frequent adverse events are gastrointestinal, but most events were  
mild to moderate in severity and of short duration

Sema, semaglutide; Sita, sitagliptin. 
Oral semaglutide summary of product characteristics. Available at: https://www.medicines.org.uk/emc/product/11507/smpc. Accessed August 2021; Rosenstock J et al. JAMA 2019;321:1466–80.

Most events were mild to moderate and most 
frequently reported during the first months on 

treatment.

Safety - PIONEER



Serious adverse events 
SELECT

Two-sided p-values from Fisher's exact test for test of no difference. 
MedDRA, Medical Dictionary for Regulatory Activities; SAE, serious adverse event. 
Lincoff AM et al. N Engl J Med 2023;DOI:10.1056/NEJMoa2307563.

Semaglutide 2.4 mg Placebo
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Among anti-obesity drugs, semaglutide 2.4 mg once weekly showed clinical 
benefit in a dedicated CV outcome trial involving overweight or obese 

patients with pre-existing CVD and without diabetes.

 Koskinas KC, et al. Eur J Prev Cardiol. 2024 Aug 30:zwae279. 
doi: 10.1093/eurjpc/zwae279. 



Chronic Coronary Syndromes (CCS) are a range of clinical 
presentations or syndromes that arise due to structural and/or 
functional alterations related to chronic diseases of the coronary 
arteries and/or microcirculation.

Although stable for long periods, chronic coronary diseases are 
frequently progressive and may destabilize at any moment with the 
development of an ACS

Vrints C, et al. Eur Heart J. 2024 Aug 30:ehae177. doi: 10.1093/eurheartj/ehae177. 
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Trial Popolazione Intervento Outcome 
Principale

Riduzione 
Mortalità CV

Riferimento

4S (1994) CHD e 
ipercolesterolemia

Simvastatina vs 
placebo

Mortalità totale e 
CV

↓ 42% mortalità 
CV Lancet 1994

CARE (1996) Post-infarto, LDL 
moderato

Pravastatina vs 
placebo

Eventi coronarici 
maggiori

↓ 24% eventi 
coronarici NEJM 1996

HOPE (2000) Alto rischio CV Ramipril vs 
placebo Mortalità CV ↓ 26% mortalità 

CV NEJM 2000

HPS (2002) Alto rischio CV Simvastatina vs 
placebo

Mortalità totale e 
CV

↓ 12% mortalità 
CV Lancet 2002



PARADIGM-HF 
(2014)

Scompenso 
HFrEF

Sacubitril/
valsartan vs 
enalapril

Mortalità CV e 
ospedalizzazioni

↓ 20% mortalità 
CV NEJM 2014

HOPE-3 (2016) Rischio CV 
intermedio

Rosuvastatina 10 
mg

Morte CV, infarto, 
ictus ↓ 24% eventi CV NEJM 2016

FOURIER / 
ODYSSEY 
(2017)

ASCVD e LDL 
elevato Inibitori PCSK9 MACE (infarto, 

ictus, morte CV) ↓ significativa NEJM 2017

DAPA-HF (2019) Scompenso 
HFrEF

Dapagliflozin vs 
placebo

Mortalità CV e 
ospedalizzazioni ↓ significativa NEJM 2019

EMPEROR-
Reduced (2020)

Scompenso 
HFrEF

Empagliflozin vs 
placebo

Mortalità CV e 
ospedalizzazioni ↓ significativa NEJM 2020



USO 
CONSOLIDATO
Sacubitril/valsartan

Rosuvastatina

Inibitori PCSK9

Dapagliflozin

Empagliflozin

…



Riduzione Mortalità 
CV

Farmaco

↓ 42% mortalità CV SIMVA

↓ 24% eventi coronarici PRAVA

↓ 26% mortalità CV RAMIPRIL

↓ 12% mortalità CV SIMVA

↓ 20% mortalità CV ARNI

↓ 24% eventi CV ROSU

↓ significativa PCSK9-i

↓ significativa DAPA

↓ significativa EMPA



Trial 
(Anno)

Formulazione / 
Dose Popolazione Principale Endpoint Primario 

(CV) Risultato Principale

SUSTAIN 6 
(2016)

Iniettabile (0.5 
mg, 1.0 mg)

Pazienti con Diabete Tipo 2 (T2D) 
ad alto rischio CV (CV stabilita e/o 
malattia renale cronica).

MACE (Morte CV, 
Infarto non fatale, Ictus 
non fatale)

Riduzione del 26% del rischio relativo di MACE 
(HR 0.74, (p<0.001) per non-inferiorità e (p=0.02) 
per superiorità). Dimostra la sicurezza e il 
beneficio CV.

PIONEER 6 
(2019) Orale (14 mg) Pazienti con T2D ad alto rischio CV. MACE

Non-inferiorità di semaglutide orale rispetto al 
placebo per MACE (HR 0.79). Suggerisce un 
beneficio CV, ma lo studio era di sicurezza.

STEP 
Program 
(2021)

Iniettabile (2.4 
mg)

Pazienti con Obesità o Sovrappeso 
(senza T2D in alcuni studi, con T2D 
in altri).

Variazioni di peso 
corporeo e parametri 
metabolici

Significativa e sostenuta perdita di peso (es. 
circa -15% vs placebo nello studio STEP 1). Ha 
portato all'approvazione per la gestione cronica 
del peso.

SELECT 
(2023)

Iniettabile (2.4 
mg)

Pazienti con Obesità o Sovrappeso 
e Malattia CV stabilita, ma SENZA 
T2D.

MACE

Riduzione del 20% del rischio relativo di MACE 
(HR 0.80). Dimostra il beneficio CV anche nella 
popolazione non diabetica (prevenzione 
secondaria).

FLOW 
(2024)

Iniettabile (1.0 
mg)

Pazienti con T2D e Malattia Renale 
Cronica (CKD).

Composito di eventi 
renali maggiori e morte 
CV

Riduzione del 24% del rischio di progressione 
della CKD e morte renale/CV (HR 0.76). Dimostra 
la protezione renale.

SOUL 
(2025) Orale (14 mg) Pazienti con T2D ad alto rischio CV 

(CV stabilita e/o CKD). MACE
Riduzione del 14% del rischio relativo di MACE 
(HR 0.86). Conferma l'efficacia CV anche della 
formulazione orale.



Code dedicate per FUP 
Aumento frequenza ctrl 

To Delegate: Senior – Young / Nurse 
Canale comunicativo open 

Self-regolamentare FUP 
B2B oppure anche B2B(2C) 

DH (non così diffuso) or CR program

Non esiste percorso definito 
Non esiste spazio definito 
«Tempo di gioco perso» 

always diabetologo – brave/fearless 
COMPLESSO VERSUS COMPLICATO 

Pz «persi» al FUP 
Bisogno salute insoddisfatto 

Spreco risorse (HR, economiche)

Patient journey from GP 
MMG, Territorio 

rather than Patient at discharge 
PIC 
NOTA 100 
E-health / Digital

GAP TEMPO 
GAP COMUNICAZIONE 
GAP ADERENZA 

Obiettivo #MINDTHEGAP 
«IGNORANZA» 

Opinion leading 
Burocrazia

HELPFUL HARMFUL



Quale paziente ?

Identificazione di  
diabete di tipo 2

Alla visita 
inizio terapia 
Metformina + 

Pz in visita ambulatoriale 
cardiologica

Presenza di fattori 
di rischio CV

Semaglutide orale

Caso 1 Caso 2

Alla dimissione 
inizio terapia 
Metformina + 

Pz ricoverato per evento 
cardiovascolare 

Presenza di malattia 
ischemica

Identificazione di 
diabete di tipo 2

Semaglutide orale

Caso 5

Sostituire con / Add-on

Pz DT2 in visita 
ambulatoriale cardiologica

Trattamento con 
METFORMINA e 

SGLT2i

Identificazione di 
fattori di rischio 
aterosclerotico o 

ASCVD

Valutazione 
indicazione SGLT2i

Semaglutide orale

Caso 3

Trattamento con 
METFORMINA

Pz DT2 in visita 
ambulatoriale cardiologica 

o post evento

Identificazione di 
fattori di rischio 
aterosclerotico o 

ASCVD

Semaglutide orale

Add-on

Caso 4

Pz DT2 in visita 
ambulatoriale cardiologica 

o post evento

Sostituire con

Trattamento con 
METFORMINA e 

DPP4i o 
SULFANILUREE

Identificazione di 
fattori di rischio 
aterosclerotico o 

ASCVD

Semaglutide orale



Rybelsus scheda tecnica AIFA settembre 2024

Paziente Anziano 
Non è richiesta la 

correzione della dose 
in base all’età

Paziente con malattia renale 
Non è richiesta la correzione 
della dose per i pazienti con 

compromissione della 
funzionalità renale lieve, 
moderata o severa. […] 

Semaglutide non è raccomandato 
nei pazienti con malattia renale 

allo stadio terminale

Semaglutide orale – Scheda tecnica: popolazioni speciali

Paziente con malattia epatica 
Non è richiesta la correzione 
della dose per i pazienti con 

compromissione della 
funzionalità epatica



Due popolazioni ad elevato rischio CV – ad ognuno la «propria» semaglutide

Paziente Diabetico 
con/senza obesità

Paziente Sovrappeso/Obeso 
con/senza diabete



Wegovy scheda tecnica AIFA settembre  2024

Semaglutide sc – Scheda tecnica: posologia e modo d'assunzione

Modo d’assunzione: 1 volta alla settimana per via sottocutanea nell'addome, coscia o braccio

Posologia:

Se una dose viene saltata, assumere la dose appena possibile ed entro 5 gg dalla dose dimenticata 
Se oltre 5 giorni la dose successiva deve essere somministrata nel giorno regolarmente pianificato

0,25 mg OW 
4 settimane 2,4 mg OW

dose iniziale dose di mantenimento

La somministrazione può avvenire in qualsiasi ora del giorno, indipendentemente dai pasti

Paziente Anziano 
Non è richiesta 

correzione della dose in 
base all’età

Paziente con malattia epatica 
Non è richiesta correzione della dose 

per pazienti con compromissione della 
funzionalità epatica lieve o moderata

Paziente con malattia renale 
Non è richiesta correzione della dose per pazienti con 

compromissione della funzionalità renale lieve o 
moderata. Semaglutide non è raccomandato nei pazienti 
con malattia renale severa (eGFR <30 mL/min/1.73m2) o 

terminale

0,5 mg OW 
≥4 sett.

1,0 mg OW 
≥4 sett.

1,7 mg OW 
≥4 sett.

dosi incrementali



Due popolazioni ad elevato rischio CV – ad ognuno la «propria» semaglutide

Paziente Diabetico 
con/senza obesità

Paziente Sovrappeso/Obeso 
con/senza diabete



Rybelsus scheda tecnica AIFA settembre 2024

Semaglutide orale – Scheda tecnica: posologia e modo d'assunzione

Modo d’assunzione: 1 volta al giorno a digiuno con mezzo bicchiere d'acqua

Posologia:

Se una dose viene saltata, assumere la dose successiva il giorno dopo all'ora indicata 

3 mg OD 
1 mese

14 mg OD7 mg OD 
almeno 1 mese

dose iniziale dosi terapeutiche di mantenimento

Attendere almeno 30 min prima di assumere cibo, bevande o altri medicinali

Background therapy: metformina e/o SGLT2i e/o tiazolidindioni  mantenere dosi iniziali

insulina o sulfanilurea  considerare possible riduzione dosi iniziali

Le compresse non devono essere suddivise, frantumate o masticate

Mai utilizzare

7mg x 2



Applicazioni come Shotsy - GLP-1 
Tracker, SlimShot, o Wegovy 
Weight Loss Tracker (disponibili 
sugli store iOS e Android) offrono 
funzionalità specifiche, come:

Promemoria Settimanale: 
Aiutano a superare l'ostacolo della 
formulazione iniettiva, assicurando 
la corretta aderenza alla terapia 
con la somministrazione 
settimanale.

Tracciamento del Peso e dei 
Progressi: Permettono al paziente 
di visualizzare graficamente i 
risultati ottenuti. Questo è 
fondamentale per gestire le 
aspettative: vedere i progressi, 
anche se lenti, aiuta a mantenere 
alta la motivazione e a riconoscere 
che il farmaco sta funzionando in 
modo efficace.

Diario Sintomi/Effetti Collaterali: Il 
paziente può registrare la nausea o altri 
effetti collaterali (comuni all'inizio e al 
cambio di dose), fornendole dati precisi 
per il follow-up.

Monitoraggio Dosi e Siti di Iniezione: 
Alcune app permettono di annotare il sito 
dell'ultima iniezione per evitare di iniettare 
sempre nello stesso punto. 
Esistono anche tutorial sul come farlo (es. 
click ON www.wegovy.com )

http://www.wegovy.com/


SNAC, Sodium N-(8-(2-hydroxybenzoyl) amino) caprylate. 
Buckley ST et al. Sci Transl Med 2018;10(467).

SNAC causes a local increase of pH leading 
to higher solubility and protection from 

proteolytic degradation

Absorption of semaglutide requires  
co-formulation with SNAC


