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The global diabetes burden is increasing and remains
largely uncontrolled despite current treatments
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RCT CSRandomised controlled trial Cross-sectional observational study

>60% of people with T2D have 
poor glucose control (HbA1c ≥7%)

according to a meta-analysis2

T2D, type 2 diabetes; HbA1c, glycated haemoglobin

1. International Diabetes Federation, Diabetes Atlas 9th edition 2019. Available at: https://diabetesatlas.org/en/. Accessed October 2021; 2. Mannucci E et al. J Endocrinol Invest 2014;37:477–95.



Atherosclerotic cardiovascular disease is a burden in T2D



The various stages of the CV continuum 

• Victor J. Dzau. Circulation. The Cardiovascular Disease Continuum Validated: Clinical Evidence of Improved Patient Outcomes, Volume: 114, Issue: 25, Pages: 2850-2870, DOI: (10.1161/CIRCULATIONAHA.106.655688) 



Having type 2 diabetes significantly impacts the life 
expectancy of your patient

No Diabetes

Diabetes

Diabetes +MI/CVA

60years 78 years

Death

70 till 72years

64 till 66 years

CVA, Cerebrovascular accident; MI, myocardial infarction.
Adapted from: The Emerging Risk Factors Collaboration. JAMA. 2015;314:52–60.



Mortality risk and CV disease are increased with diabetes*

• *Mortality risk associated with diabetes vs no diabetes (n=820,900).
CV, cardiovascular.
Rao Kondapally Seshasai S et al. N Engl J Med 2011;364:829–41.

Hazard ratio for 
CV death:

2.32

Hazard ratio for 
all-cause mortality:

1.80

!



Individuals with T2D are at increased risk of CVD vs those 
without CVD

Although CV death rate is declining in general, the difference in CV death between individuals with and without 
T2D is still evident

• Data are mean ± 95% CI; HR (95% CI) are patients with T2D vs matched controls.
CI, confidence interval; CV, cardiovascular; CVD, cardiovascular disease; HR, hazard ratio; yr, years.
Rawshani A et al. N Engl J Med 2017;376:1407–18.

CV hospitalisation
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HR: 0.94
95% CI: 0.89;0.98
p=0.009

HR: 1.27
95% CI: 1.22;1.32
p<0.001

Individuals with T2D

Matched controls
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Tackling the CV risk in every type 2 diabetes patient

Diabetes Cardiovascular 
diseases

Maximize the 
cardiovascular 
protection of 

your type 2 diabetes 
patients 

ALSO in primary 
prevention



PATIENT PROFILE | GEORGE
• Male, 56

• Works as an accountant 

• Likes to play golf twice a month but 
recently needs to take more breaks per 
round 

• Comes for a check-up as he wants to 
discuss his concerns about recent weight 
gains

• Understands his blood results and starts to 
worry that his general health is 
deteriorating – would like to hear further 
treatment options

• Is starting to worry given his family history 
for cardiovascular eventsSummary

Patient Characteristics Medical History

• Takes maxim dosage of daily 
metformin along with a DPP-4i

• Follows a treatment for his blood 
pressure (ACE inhibitor) and 
cholesterol (Statins)

• Father died from a stroke at 65

• No chronic kidney disease 

I'm worrying about my 
weight and health; it seems 

to go for the worst. My father 
had a stroke, so I want to 

really be on top of my 
diabetes to stop its 

progression before it's too 
late.• 6 years since T2D 

diagnosis 
• Smoker

• No existing CVD

CV Risk : High 1

ESC Guidelines Cardiovascular prevention 2021

HbA1c

BMI

Blood pressure 
(mmHg)8.2

31.5

140/90

LDL level (mg/dl) 
180Triglycerides (mg/dl)
160



Most patients with type 2 diabetes are at high to very high 
risk of CV events

Risk factors George :
• Age = 56 years
• BMI = 31.5 kg/m2

• Hypertension
• Dyslipidemia
• HbA1c = 8.2%

Adapted from Visseren FLJ et al. Eur Heart J. 2021 Sep 7;42(34):3227-3337



The CV risk approach in a type 2 diabetes patient such as 
George is multifactorial and individualized1-4

CV, cardiovascular; HbA1c, glycosylated haemoglobin; BP, blood pressure
1. American Diabetes Association. Diabetes Care 2018;41(Suppl 1):S86–S104; 2. Piepoli MF et al. Eur Heart J 2016;37:2315–2381; 3. Rydén L et al. Eur Heart J 2013;34:3035–3087; 4. 
Cosentino F et al. Eur Heart J 2019;00:1‒69

Lifestyle modification1,2

HbA1c control1,2,4 BP control1,2,4 Management of dyslipidaemia1,2,4Antiplatelet therapy1,2,4

Smoking cessation Healthy body weight



The 2019 ESC guidelines 
reflect a move towards a more 
individualised, evidence-based 

approach to patient 
management, driven by CVOTs 

in the diabetes field

Adapted from Cosentino F et al. Eur Heart J. 2020 Jan 
7;41(2):255-323



Davies MJ, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NM, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, TankovaT, Tsapas A, Buse JB

Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetologia2022;https://doi.org/10.1007/s00125-022-05787-2.

ADA/EASD consensus report 2022



Davies MJ, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NM, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, TankovaT, Tsapas A, Buse JB

Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetologia2022;https://doi.org/10.1007/s00125-022-05787-2.

ADA/EASD consensus report 2022



Effects of semaglutide on cardiovascular system

GLP-1, glucagon-like peptide-1.
Adapted from Drucker DJ. Cell Metab 2016:24:15–30; Muskiet MHA et al. Nat Rev Nephrol 2017;13:605–28.

Endothelial 
function

Vasodilation

Plaque 
stability

Blood 
flow

Inflammation

Smooth muscle
proliferation

Platelet 
aggregation

Diuresis
and natriuresisGLP-1

Potential mechanisms for beneficial effect of GLP-1 on cardiovascular risk factors



Mechanisms whereby GLP-1 analogues modify the risk of 
cardiovascular outcomes

A. Sharma, S. Verma / Can J Diabetes 44 (2020) 93e10295
A1C,glycated hemoglobin;ICAM-1, intercellular adhesionmolecule 1;VCAM-1, vascular cell adhesion molecule 1

Less
atherosclerotic / 
ischemic events



Effects of semaglutide on cardiovascular system

LDL, low-density lipoprotein.
Husain M et al. N Engl J Med 2019;381:841–51.

Oral semaglutide improves blood lipids



Effects of semaglutide on cardiovascular system
Oral semaglutide reduces systolic blood pressure

T2D, type 2 diabetes. 
Husain M et al. N Engl J Med 2019;381:841–51; Stratton IM et al. Diabetologica 2006;8:1761-9.



Effects of semaglutide on cardiovascular system
Semaglutide reduced inflammation marker hsCRP levels vs comparators

Empa, empagliflozin; hsCRP, high-sensitivity C-reactive protein; Pbo, placebo; sema, semaglutide.
Rosenstock JR et al. Presented at the 70th American College of Cardiology Annual Scientific Session, 15–17 May 2021.



Effects of semaglutide on cardiovascular system
Semaglutide reduced time to first occurrence of MACE when compared with placebo in 

dedicated cardiovascular outcome studies

CI, confidence interval; CV, cardiovascular; HR, hazard ratio; MACE, major adverse cardiovascular events; MI, myocardial infarction. 
Husain M et al. Diabetes Obes Metab 2020;22:442–51.



Change in body weight with oral semaglutide

*Statistically significantly greater compared with placebo or active comparator. Treatment policy estimand.
Empa, empagliflozin; Lira, liraglutide; OAD, oral antidiabetes drug; Pbo, placebo; Sema, semaglutide; Sita, sitagliptin. 
Aroda VR et al. Diabetes Care 2019;42:1724–32; Rodbard HW et al. Diabetes Care 2019;42:2272–81; Rosenstock J et al. JAMA 2019;321:1466–80; Pratley R et al. Lancet 2019;394:39–50; Zinman B et al. Diabetes Care 2019;42:2262–71.



Change in HbA1c with oral semaglutide

*Statistically significantly greater compared with placebo or active comparator. Treatment policy estimand.
Empa, empagliflozin; Lira, liraglutide; OAD, oral antidiabetes drug; Pbo, placebo; Sema, semaglutide; Sita, sitagliptin. 
Aroda VR et al. Diabetes Care 2019;42:1724–32; Rodbard HW et al. Diabetes Care 2019;42:2272–81; Rosenstock J et al. JAMA 2019;321:1466–80; Pratley R et al. Lancet 2019;394:39–50; Zinman B et al. Diabetes Care 2019;42:2262–71.



Improving the cardiometabolic risk profile of George with 
semaglutide

HbA1c 
reduction

Reduction in body 
weight and energy 

intake

Reduced lipid levels 

Reduction of 
vascular 

inflammation 

BP lowering

BP, blood pressure; CVD, cardiovascular disease; T2D, type 2 diabetes.



Oral semaglutide (Rybelsus®)

CV, cardiovascular; DPP-4, dipeptidyl peptidase-4; GLP-1, glucagon-like peptide-1; HbA1c, glycated haemoglobin; OD, once daily; OW, once weekly; s.c. subcutaneous; SNAC, Sodium N-(8-(2-hydroxybenzoyl) amino) caprylate; t½, half-life.
1. Lau J et al. J Med Chem 2015;58:7370-80; 2. Kapitza C et al. J Clin Pharmacol 2015;55:497-504; 3. Marbury TC et al. Diabetologia 2014;57:S358; 4. Connor et al. Poster 1195–P. ADA 77th Scientific Sessions. June 9–13, 2017; 5. Buckley ST et al. Sci Transl
Med 2018;10:eaar7047; 6. Thethi et al. Diabetes Obes Metab 2020;22:1263–77; 7. Sorli et al. Lancet Diabetes Endocrinol 2017;5:251–60; 8. Ahrén et al. Lancet Diabetes Endocrinol 2017;5:341–54; 9. Pratley et al. Lancet Diabetes Endocrinol 2018;6:275–
86; 10. Husain et al. N Engl J Med 2019;381:841–51; 11. Marso et al. N Engl J Med 2016;375:1834–44



Practical use of oral semaglutide (Rybelsus®)

OD, once daily. 
Oral semaglutide summary of product characteristics. Available at: https://www.medicines.org.uk/emc/product/11507/smpc. Accessed August 2021.



Dosing instructions for oral semaglutide (Rybelsus®)

Used in Phase 2 and Phase 3a (PIONEER) programme. 
Adapted from 1. Buckley ST et al. Sci Transl Med 2018;10(467); 2. Bækdal TA et al. Clin Pharmacokinet 2019;58:1193–1203.



Practical use of oral semaglutide (Rybelsus®)

Patients with mild, 
moderate, or severe 
renal impairmenta

Patients with hepatic 
impairmentb Elderly patientsc

65+

aExperience with use of semaglutide in patients with severe renal impairment is limited. Semaglutide is not recommended in patients with end-stage renal disease. bExperience with use of semaglutide in patients with severe hepatic impairment is limited. 
Caution should be exercised when treating these patients with semaglutide. cTherapeutic experience in patients ≥75 years of age is limited. Oral semaglutide summary of product characteristics. Available at: 
https://www.medicines.org.uk/emc/product/11507/smpc. Accessed August 2021.

No dose adjustment of oral semaglutide is required in special populations



Reimbursement of GLP-1 analogues in Belgium 

GLP-1: glucagon-like peptide 1
www.riziv.fgov.be. Accessed on Aug 2020.



Rybelsus® : the opportunity for an early treatment with a 
GLP-1 RA in T2D patients

Significant HbA1c
reduction superior to all 

comparators3

Benefits on 
cardiometabolic risk 

factors1-2
Reduction in body 
weight and energy 

intake3,4

1. Husain M et al. N Engl J Med. 2019;381:841–51; 2. Husain M et al. Diabetes Obes Metab 2020;22:442–51; 3. Thethi et al., Diabetes Obes Metab. 2020;22:1263–1277; 
4. Gibbons C et al. Diabetes Obes Metab. 2021;23(2):581-588



THANK YOU


