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Poll

Is het haalbaar dat cardiologen Gl IFeceptor agonisten gaan

voorschrijven bij mensen met type 2 diabetes (inclusief mensen die
reeds insulinetherapie hebben)?

Ja
Nee
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Gut hormones affect postprandial insulin secretion:
Incretin effect
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Two gut-derived incretin hormones have been identified: 0 60 120 180 220

AGlucagon-like peptide 1 (GLP-1)
AGlucose-dependent insulinotropic polypeptide (GIP)
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GLP-1: Effects in Humans— GLP1 receptors present in:
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Adipose
A Lower HbA1c R%, weight loss ~5kg salbiadter =y \ st
A Reduce blood pressure, dyslipidemia, igrade inflammation

A Little hypoglycemia
A Gastrointestinal side effects and increased cholelithiasis
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GLP-1 receptor Placebo, Hazard ratio NNT p value
agonist, n/N (%)  n/N (%) (95% CI) (95% Cl)
Three-point MACE
ELIXA 400/3034 (13%)  392/3034 (13%) —— 1.02 (0-89-1-17) 078
LEADER 608/4668 (13%)  694/4672 (15%) — 0-87 (0-78-0-97) 0.01
SUSTAIN-6 108/1648 (7%) 146/1649 (9%) —— 074 (0-58-0-95) 0-016
EXSCEL 839/7356 (11%)  905/7396 (12%) - 0-91 (0-83-1-00) 0-061
CV Harmony Outcomes 338/4731 (7%) 428/4732 (9%) o 0-78 (0-68-0-90) 0-0006
REWIND 594/4949 (12%)  663/4952 (13%) B 0-88 (0:79-0-99) 0-026
O u tCO m e PIONEER 6 61/1591 (4%) 76/1592 (5%) — 079 (0-57-1-11) 017
] AMPLITUDE-O 189/2717 (7%) 125/1359 (9%) — 0-73 (0-58-0-92) 0-0069
Tr| al S Of Subtotal (P=44-5%, p=0-082) > 0-86 (0-80-0-93) 65 (45-130) <0-0001
G L P - 1 Fatal or non-fatal stroke
i n T2 D ELIXA 67/3034 (2%) 60/3034 (2%) — 1-12 (0-79-1.58) 054
LEADER 173/4668 (4%) 199/4672 (4%) —_ 0-86 (0:71-1.06) 0-16
SUSTAIN-6 30/1648 (2%) 46/1649 (3%) . 0-65 (0-41-1-03) 0-066
EXSCEL 187/7356 (3%) 218/7396 (3%) — 0-85 (0-70-1-03) 0-095
Harmony Outcomes 94/4731 (2%) 108/4732 (2%) — 0-86 (0-66-114) 0-30
REWIND 158/4949 (3%) 205/4952 (4%) —— 0.76 (0-62-0-94) 0-010
PIONEER 6 13/1591 (1%) 17/1592 (1%) . 0.76 (0-37-1.56) 043
AMPLITUDE-O 47/2717 (2%) 31/1359 (2%) * 0-74 (0-47-1-17) 0-19
Subtotal (I°=0-0%, p=0-64) < 0-83(0-76-0-92) 198 (140-421) 0-0002
0!5 1 1!5
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Amsterdam Diabetes Center Favours GLP-1 receptor agonists Favours placebo
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GLP-1 receptor Placebo, Hazard ratio NNT p value
agonist, n/N (%)  n/N (%) (95% CI) (95% CI)
All-cause mortality
ELIXA 211/3034 (7%) 223/3034 (7%) 0.94 (078 to 1.13) 0-50
LEADER 381/4668 (8%) 44714672 (10%) 0-85(0-74 t0 0:97) 0.02
SUSTAIN-6 62/1648 (4%) 60/1649 (4%) 1.05 (074 to 1.50) 079
EXSCEL 507/7356 (7%) 584/7396 (8%) 0-86 (0-77 to 0-97) 0.016*
CV Harmony Outcomes 196/4731 (4%) 205/4732 (4%) 0-95 (0-79 to 1-16) 0-64
REWIND 536/4949 (11%)  592/4952 (12%) 0-90 (0-80 to 1.01) 0-067
O u tCO m e PIONEER 6 23/1591 (1%) 45/1592 (3%) —_— 051 (0-31to 0-84) 0-008
Tri al S Of AMPLITUDE-O 111/2717 (4%) 69/1359 (5%) 078 (0-58 to 1.06) 0-11
G L P 1 Subtotal (I’=10-1%, p=0-35) 0-88(0-82t00-94) 114 (76 t0228) 0-0001
I n T 2 D Hospital admission for heart failure
ELIXA 122/3034 (4%) 127/3034 (4%) 0-96 (075 to 1.23) 0-75
LEADER 218/4668 (5%) 24814672 (5%) 0-87 (0-73 to 1-05) 0-14
SUSTAIN-6 59/1648 (4%) 54/1649 (3%) 111 (077 to 1-61) 0-57
EXSCEL 219/7356 (3%) 231/7396 (3%) 0-94 (0-78 to 1-13) 0-49
Harmony Outcomes 79/4731 (2%) 111/4732 (2%) 0-71(0-53 to 0-94) 0-019
REWIND 213/4949 (4%) 226/4952 (5%) 0-93 (077 to 1-12) 0-46
PIONEER 6 21/1591 (1%) 24/1592 (2%) 0-86 (0-48 to 1:55) 0-59
AMPLITUDE-O 40/2717 (1%) 31/1359 (2%) 0-61(0-38 t0 0:98) 0-04
Subtotal (I’=3-0%, p=0-41) O 0-89 (0-82t00-98) 258 (158 to 1422) 0-013
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AMPUHUDE,
Efpeglenatide 4 or 6 mg versus Placebo
MACE
'® 7] Hazard Ratio 0.73 (95% CI 0.58, 0.92)
P (non-inferiority at 1.3 margin) < 0.0001
P (superiority) = 0.0069
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No. at Risk Time Since Randomization (Months)
Placebo 1359 131 1258 1213 278
Efpeglenatide 2717 2644 2587 2503 594

Amsterdam Diabetes Center

w Bm_sterdqm umc

Gerstein et.al. NEJM June 28t 2021



GLP1 receptor agonists

Human GLR backbone

Exendin4 backbone

Weekly

Daily

Weekly

Q/ Dulaglutide
Wl Semaglutide

Amsterdam Diabetes Center

w Amsterdom UMC

Universitair Medische Centra

Daily

Vel Efpeglenatide




Wordcloud

AWat is het mechanisme van CV bescherming?
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Mechanismen
van CV
protectie?
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Nieuwe ontwikkelingen

ANieuwe formuleringen (orale GiPen tmaandelijkse GL-P)
Alncretinecombinatietherapieén

AStudies in nieuwe populaties (obesitas)
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AGIR GLP1 receptor agonist

AGLP1 receptor agonist glucagon
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