GLP1 agonists: e
Are they right for me?
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When | look around _
0KAAa NZ2Z2Y LSS
but wonder: Is

Ozempic right for me?

Jimmy Kimmel, 2023 Academy Awards




Timeline of GLP1 medications

First positive phase Il trials for
GLP-1 medicines (tirzepatide
and semaglutide) in sleep

2022: apnoea, heart failure,
1981-82: First a;pproval osteoarthritis and metabolic
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1983-84: 1992: 2006: First 2012: First 2016: First positive CVOT for ~ 2023: First

Cloning of Isolation of DPP-4 once-weekly a GLP-1RA in diabetes GLP-1:co-agonist

mammalian exendin-4 inhibitor GLP-1RA (liraglutide) (tirzepatide) approval

proglucagon (sitagliptin) (once-weekly . ) , for obesity

cDNAs approved for exenatide) for First QLP'1"nSUI"" i

diabetes diabetes combinations for diabetes

(insulin degludec/liraglutide;
insulin glargine/lixisenatide)

Google Trends
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BRAIN

- Reduces appetite
- Induces fullness
feeling

STOMACH

- Slows gastric
movement

- Slows gastric
emptying

PANCREAS

- Stimulates insulin
- Suppresses glucagon




Increasing plasma GLP-1 concentrations
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Vomiting

Diarrhoea
Nausea
Abdominal pain

{ Appetite
{ Food intake
= Weight loss

} Gastric emptying

{ Glucagon secretion —”

b}/‘"ﬁ: } Insulin secretion —

{ Plasma glucose

GLP-1 effects

Trends inMolecularMedicineVol.14 No.4
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Liraglutide and Cardiovascular Outcomes in Type 2 Diabetes

Steven P. Marso, M.D., Gilbert H. Daniels, M.D., Kirstine Brown-Frandsen, M.D., Peter Kristensen, M.D., E.M.B.A.,
Johannes F.E. Mann, M.D., Michael A. Nauck, M.D., Steven E. Nissen, M.D., Stuart Pocock, Ph.D.,
Neil R. Poulter, F.Med.Sci., Lasse S. Ravn, M.D., Ph.D., William M. Steinberg, M.D., Mette Stockner, M.D.,
Bernard Zinman, M.D., Richard M. Bergenstal, M.D., and John B. Buse, M.D., Ph.D,,
for the LEADER Steering Committee on behalf of the LEADER Trial Investigators*
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Tirzepatide Once Weekly for the Treatment of Obesity

Ania M. Jastreboff, M.D., Ph.D., Louis J. Aronne, M.D., Nadia N. Ahmad, M.D., M.P.H.,
Sean Wharton, M.D., Pharm.D,, Lisa Connery, M.D., Breno Alves, M.D., Arihiro Kiyosue, M.D., Ph.D.,
Shuyu Zhang, M.S., Bing Liu, Ph.D., Mathijs C. Bunck, M.D., Ph.D., and Adam Stefanski, M.D., Ph.D,, for the
SURMOUNT-1 Investigators™®
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Type 2 Obesity

diabetes
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Cell Reports Medicine 6, 102214, July 15, 20
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Pharmacotherapy management for type 2 diabetes

Start metformin
Start cardiorenal protective agents, if indicated

Metabolic A1C, BP', lipids' in target or above A1C, BP', lipids' above target
decompensation
N i n | .
Such as: High S Add therapies according to
o el cardiovascular Heart failure Chrc‘;?slga:(slgney clinical priorities. Clinical
« Unintentional weight loss risk SO AL
. ; P Comorbidities « Desired
Polyuria, polydipsia . "
« Marked hyperglycemia magnitude of A1C, BP, lipid
lowering * Side effect profile *
Possibility of pregnancy * Access
Specific to antfhf/pergg/cemfc
q?ents: Weight loss * Avoidance
of hypoglycemia
||
i 2
SG?.FFEI',;ARB - see table for list of
ACEi/ARB2 ¥, statin antihyperglycemic agents
LP1-RA3 SG |_'-|-2i3 See HF ACEi/ARB?, See Hypertension Canada and
b 1': " ! guidelines for GLP1-RA3, Canadian Cardiovascular Society
Insulin stalin other warranted nsMRA3, SGLT2i, (CCS) Lipid Guidelines for other
If ASCVD: ASA® therapies statin? warranted therapies
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A1C, BP, lipids above target or new clinical indication

CanJ Diabetes 48 (2024) 415e424




Health Canada indications

_ Type 2 diabetes Weight management

OzempicRybelsus | Wegovy
Semaglutide e I' g Q
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Mounjaro Zepbound

Tirzepatide

A Weight management:
A BMI 30 or greater, or
A BMI 27 or greater with 1 or more weighssociated condition







