Multidisciplinary insights on the role of
GLP-1 RAs in the modern management of

- stroke in patients with T2D
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Disclaimer

Unapproved products or unapproved uses of approved products may be
discussed by the faculty; these situations may reflect the approval status in
one or more jurisdictions

The presenting faculty have been advised by USF Health and touchIME to
ensure that they disclose any such references made to unlabelled or
unapproved use

No endorsement by USF Health and touchIME of any unapproved products or
unapproved uses is either made or implied by mention of these products or
uses in USF Health and touchIME activities

USF Health and touchIME accept no responsibility for errors or omissions
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_* Evidence of GLP-1 RAs reducing incidence of stroke in T2D (1/2)

Participants (N) Effect on stroke risk
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Stroke risk benefits
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<> haemorrhagic stroke (HR 0.50, p=0.32) stroke/MI
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™
GLP-1 RA; glucagon-like peptide-1 receptor agonist; HR, hazard ratio; MI, myocardial infarction; PBO, placebo; SC, subcutaneous; TIA, transient ischaemic attack; T2D, type 2 diabetes. {

1. Gerstein HC, et al. Lancet. 2019;394:121-30; 2. Gerstein HC, et al. Lancet Diabetes Endocrinol. 2020;8:106—14; 3. Marso SP, et al. N Engl J Med. 2016;375:1834-44; 4. Leiter LA, et al.
Cardiovasc Diabetol. 2019;18:73; 5. Strain WD, et al. Stroke. 2022;53:2749-57. NEUROLOGY




_* Evidence of GLP-1 RAs reducing incidence of stroke in T2D (2/2)

- Participants (N) Effect on stroke risk
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Seven CVOTs!
Albiglutide, {» 15% non-fatal stroke (HR 0.85, p=0.002)

dulaglutide, exenatide, &> fatal stroke (HR 0.81, p=0.150)
liraglutide, lixisenatide J 16% all stroke (HR 0.84, p=0.001)
or semaglutide vs PBO
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Eight CVOTs? .
S o ) . _ were independent of
Albiglutide, J 16% non-fatal stroke (Seven RCTs; OR 0.84, p=0.002) history of prior

dulaglutide, exenatide, &> fatal stroke (Five RCTs; OR 0.82, p=0.17) stroke/MI
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liraglutide, I|'X|senat|de J 16% all stroke (Five RCTs; OR 0.84, p=0.001) (Two RCTs; OR, 0.87,
or semaglutide vs PBO p=0.33)

/~  EightCVOTs®
Albiglutide,
dulaglutide,

efpeglenatide, {» 16% non-fatal stroke (HR 0.84, p=0.007)
exenatide, liraglutide,
lixisenatide or

\_ semaglutidevs PBO _/ \_ J \ J

—
CVOT, cardiovascular outcomes trial; GLP-1 RA, glucagon-like peptide-1 receptor agonist; HR, hazard ratio; MI, myocardial infarction; OR, odds ratio; PBO, placebo; RCT, randomized

controlled trial; T2D, type 2 diabetes. NEUROLOGY

1. Bellastella G, et al. Stroke. 2020;51:666-9; 2. Malhotra K, et al. J Neurol. 2020;26:2117-22; 3. Giugliano D, et al. Cardiovasc Diabetol. 2021;20:189.
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_+ Guideline recommendations for the use of GLP-1 RAs for the management
of stroke in patients with T2D

ADA/EASD 20221 AHA/ASA 20212 ESC 20213 DCRM 20225

[ ASCVD/indicators of ] [ ) ([ Established ASCVD

high risk Established ASCVD | Prevention of stroke/TIA |

SECONDARY [ Metformin
PREVENTION (' Long-acting GLP-1RA )

Icosapent ethyl
S Ticagrelor )

GLP-1 RA or SGLT2i Established ASCVD, GLP-1 RA or SGLT2i

with demonstrated including with demonstrated ] SECONDARY
CVD benefits ischaemic stroke CVD benefits PREVENTION

[ Metformin ] p

Ischaemic stroke or TIA Ischaemic stroke or TIA

Prevention of further Concern for
vascular events HF/CKD

Long-acting GLP-1 RA
Pioglitazone Pioglitazone

[ GLP-1RA ][ SGLT2i ] Aspirin
PCSKO9i

ADA, American Diabetes Association; AHA, American Heart Association; ASA, American Stroke Association; ASCVD, atherosclerotic cardiovascular disease; CKD, chronic kidney disease; Clopidogrel + Aspirin
CVD, cardiovascular disease; DCRM, diabetes, cardiorenal and/or metabolic disease; ESC, European Society of Cardiology; ESO, European Stroke Organisation; GLP-1 RA, glucagon-like
peptide-1 receptor agonist; HF, heart failure; PCSK9i, proprotein convertase subtilisin/kexin type 9 inhibitor; SGLT2i, sodium-glucose cotransporter 2 inhibitor; T2D, type 2 diabetes; -

TIA, transient ischaemic attack.

1. Davis MJ, et al. Diabetologia. 2022:doi: 10.1007/s00125-022-05787-2; 2. Kleindorfer DO, et al. Stroke. 2021;52:e364—467; 3. Visseren FLJ, et al. Eur Heart J. 2021;42:3227-337; NEUROLOGY
4. Dawson J, et al. Eur Stroke J. 2022;7:1-1; 5. Handelsman Y, et al. J Diabetes Complications. 2022;26:108101.




