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Management of
cardiovascular
disease in patients
with type 2 diabetes:
clinical approach and
key recommendations
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Recommendations for glucose-lowering treatment for patients with @ ESC
type 2 diabetes and ASCVD to reduce cardiovascular risk

Novel concept

Special attention is given on the aspect of proven CV benefit and/or
safety of glucose-lowering medications.

Recommendations Class Level
It is recommended to prioritize the use of glucose-lowering agents with proven CV
benefits followed by agents with proven CV safety over agents without proven CV | C

benefit or proven CV safety.

It is recommended to switch glucose-lowering treatment from agents without
proven CV benefit or proven safety to agents with proven CV benefit. I C
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Management of cardiovascular disease in patients with type 2 diabetes
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Meta-analyses of CVOTs with GLP1 RA: Risk of MACE/components @ESC

GLP- 1 receptor Placebo,
agonist /N (%) /N (%)
Three point MACE
ELIXA 400/3034 (13%)  392/3034 (13%)
LEADER BOTI4EEE (13%)  6O4/4672 (15%)
SUSTAIN-& 108/1648 (7%) 146/1640 (0%)
EXSCEL 8307356 (11%) DO TI06 (17%)
Harmomy Outcomes: 338/4731(7%) 4284732 (9%)
REWIND 594/4949 (12%)  663/4952 (13%)
PIOMEER & 6141501 (4%) FE/582 (5%)
AMPLITUDE-O 1BVIFLT (7%} 1251355 {9%)
Swbtotal (I"=44-5%. p=0-082)
Cardiovascular death
ELDCA 156/3034 (5%) 158/3034 (5%)
LEADER F1DIAEEE (5%) ITE[46T2 (6%)
SUSTAIN-& 4411648 (3%) 46/1649 (3%)
EXSCEL 34007356 (5%) 383/7396 (5%)
Harmony Outcomes. 122/4731 (3%) 130/4732 (3%)
REWIND 317/4040 (6%) 345/4052 (7%)
PIONEER 6 151591 (1%} 2001592 (2%)
AMPLITUDE-O TSIZFIT (3%} 501359 (4%)
Subtotal (*=13-4%, p=0-33)
Fatal or non-fatal myocardial infarction
ELDCA 27HI0I4 (%) 26173034 (%)
LEADER 2924668 (5%) 339/4672 (F%)
SUSTAIN-& 54/1648 (3%) 671649 (4%)
EXSCEL 4837356 (7% 4937396 (7%)
Harmomy Outcomes. 1E1/4731 (4%) 24074732 (5%)
REWIND 223/4949 (5%) 231/4952 (5%)
PIOMEER & 3711591 (2%) 35/1592 (2%) —
AMPLITUDE-O TUI7IT (I 581359 (43) ——
Subtotal (P=26.9%, p=0-21) < 090 (0-83-0-98) 175 (103-878) 0.020
Fatal or non-fatal stroke
ELEXA 6743034 {2%) G0/I034 (23%) — T 1-12 (0-79-1-58) 54
LEADER 17 I4EEE (%) 1994672 (4%) — - o856 (0-71-1-06) .51
SUSTAIN-& 3011648 (2%) 461640 (3%) — 0-65 (0-41-1-03) 0066
EXSCEL 1E7/7356 (3%) 2UB/73DE (3%) —— 0-85 (070-1-03) 0095
Harmony Outcomes: ‘D473 (%) 108/4732 (2%) —-— ©0-86 (0-66-1-14) o330
REWIND 158/4949 (3%) 205/4952 (4%) — 076 (0-62-0-94) o010 Q
FONEER & 1341501 (1) 17/1593 (1%} — e 075 (037-1-56) o043 Q
AMPLITUDE-O! A7 27T (2%) 31/1359 (2%) — - 074 (0-47-1-17) 019 ©
Swbtotal (IP=0-0%, p=0-64) < o-83 (0-76-0-32) 158 (140-421) T-OD0Z
o's 15 .
-— —»
Favours GLP-1 receptor agonists  Fawours placebo.

Sattar N et al. Lancet Diabetes & Endocrinol 2021;9:653-62



Meta-analyses of CVOTs with SGLT2 inhibitors:

Overall major adverse cardiovascular events

Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio Favors | Favors

No./total No. patient-years  No./total No. patient-years (95% CI) treatment | placebo Weight, %
EMPA-REG OUTCOME 490/4687 374 282/2333 43.9 0.86(0.74-0.99) [ 15.72
CANVAS program NA/5795 269 NA/4347 315 0.86(0.75-0.97) ma 20.12
DECLARE-TIMI 58 756/8582 22,6 803/8578 24.2 0.93(0.84-1.03) o 32.02
CREDENCE 217/2202 387 269/2199 48.7 0.80(0.67-0.95) e 10.92
VERTIS CV 735/5499 40.0 368/2747 40.3 0.99(0.88-1.12) e 21.23
Fixed-effects model (Q=5.22; df =4; P=.27; 12=23.4%) 0.90(0.85-0.95) ¢

02 T 2
HR (95% CI)
Major adverse cardiovascular events by ACSVD status
Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio Favors | Favors
No./total No. patient-years No./total No. patient-years (95% CI) treatment : placebo
Patients with ASCVD
EMPA-REGOUTCOME ~ 490/4687 37.4 282/2333 43.9 0.86 (0.74-0.99) e
CANVAS program NA/3756 341 NA/2900 41.3 0.82(0.72-0.95) e
DECLARE-TIMI 58 48373474 36.8 537/3500 41.0 0.90(0.79-1.02) o=
CREDENCE 155/1113 55.6 178/1107 65.0 0.85(0.69-1.06) —o—
VERTIS CV 73575499 40.0 368/2747 40.3 0.99(0.88-1.12) = =
Fixed-effects model (Q=4.53; df=4; P=.34; 12=11.8%) 0.89 (0.84-0.95) Log
Patients without ASCVD
CANVAS program NA/2039 15.8 NA/1447 15.5 0.98 (0.74-1.30) —e—
DECLARE-TIMI 58 273/5108 13.4 266/5078 13.3 1.01(0.86-1.20) e
CREDENCE 62/1089 22.0 91/1092 32.7 0.68(0.49-0.94) —e—
Fixed-effects model (Q=4.59; df =2; P=.10; I? =56.5%) 0.94(0.83-1.07) <>
0.2 2
HR (95% Cl)
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Recommendations for glucose-lowering medications for patients with @ ESC
type 2 diabetes and ASCVD to reduce risk

Recommendations Class Level
Glucagon-like peptide-1 receptor agonists

GLP-1 Ras with proven CV benefit are recommended in patients with T2DM and

ASCVD to reduce events, independent of baseline or target HbAlc and independent of = | A
concomitant glucose-lowering medications.

Sodium-glucose co-transporter-2 inhibitors

SGLT2 inhibitors with proven CV benefit are recommended in patients with T2DM and
ASCVD to reduce events, independent of baseline or target HbAlc and independent of = |
concomitant glucose-lowering medications.

©ESC
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www.escard|o.org/gU|deI|nes (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad192)



Recommendations for other glucose-lowering medications for patients @ ESC
with type 2 diabetes and ASCVD

Recommendations Class Level
Other glucose-lowering medications to reduce cardiovascular risk

If additional glucose control is needed, metformin should be considered in patients lla C
with T2DM and ASCVD.

If additional glucose control is needed, pioglitazone may be considered in patients b B
with T2DM and ASCVD without HF.

©ESC

2023 ESC Guidelines for the management of cardiovascular disease in patients with diabetes
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Another great focus of the 2023 ESC Guidelines @Esc

Cardiovascular risk assessment in diabetes

Novel concept
For patients with T2DM without ASCVD or severe target-organ damage,

a novel T2DM-specific risk score is introduced:
SCORE2-Diabetes

©ESC
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4.1. Assessing cardiovascular risk in type 2 DESC

diabetes

When assessing CV risk in individuals with T2DM, it is important to
consider medical and family history, symptoms, findings from examin-
ation, laboratory and other diagnostic test results, and the presence
of ASCVD or severe TOD. There is not enough robust evidence to
suggest that assessment of coronary artery calcium (CAC) or intima
media thickness help reclassify CV risk in people with T2DM. Severe
TOD is defined as:

(i) Estimated glomerular filtration rate (eGFR) <45 mL/min/1.73 m?
irrespective of albuminuria, or

(i) eGFR 45-59 mL/min/1.73 m? and microalbuminuria (urinary
albumin-to-creatinine ratio [UACR] 30—-300 mg/g; stage A2), or

(iii) Proteinuria (UACR >300 mg/g; stage A3), or

(iv) Presence of microvascular disease in at least three different sites
(e.g. microalbuminuria (stage A2) plus retinopathy plus neur-
opathy; see Section 9.1 for CKD screening).”>~*

©ESC
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SCORE2-Diabetes: a new risk prediction tool @ESC

e Estimates 10-year risk of CVD events in individuals with type-2 diabetes

e Discriminates risk in individuals with type-2 diabetes using conventional
CVD risk factors and those specifically related to diabetes

e Calibrated to predict CVD risk in:
low, , high and very high risk regions of Europe

e Aligned with SCORE?2 risk predictions for individuals without diabetes

e Separate risk scores for men and women with type-2 diabetes

©ESC

Pennells L et al, Eur Heart J 2023
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Risk assessment for patients with type 2 diabetes based on the presence of
ASCVD/severe TOD and |10-year CVD risk estimation via SCORE2-Diabetes

"

b (EUrOpean Heart Journal; ZuZs — dol: Lu. Luys/eurneartj/ehad192)
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Recommendations for glucose lowering medications for patients with

T2D without ASCVD or severe TOD considering ASCVD risk

Recommendations Class Level
CVD risk>10%, treatment with SGLT2 inhibitors or GLP-1 RAs may be considered to
reduce CV risk 1]+ C

reduce CV risk.
Recommendations Class Level

In patients with T2DM without ASCVD or severe TOD at a low or moderate risk, I C
treatment with metformin should be considered to reduce CV risk. a

In patients with T2DM without ASCVD or severe TOD at a high or very high risk, b
treatment with metformin may be considered to reduce CV risk.

Heart failure treatments in patients with diabetes and LVEF >40%

C

©ESC
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Excellent tool to implement evidence-based, person-centred treatment
strategies to reduce CV risk in patients with type 2 diabetes

@ESC
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