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Objectives

1. Discuss the pathophysiology of obesity 
and association with cardiac disease

2. Discuss current and emerging 
pharmacotherapy for obesity and cardiac 
disease 



My 2 babies (Baby James and The 
Canadian Obesity Guidelines – Sept 2020)
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Wharton Medical Clinic est. 2008

Canada

Government funded – free for patients

90% - Virtual    10% - In person

• 15 Internists

• Interdisciplinary team

750,000 pts 

(76% women)

• Referred by specialist or family doctor

• Most pts consent to research

Adult Clinic

Paediatric Clinic

Pre-post Bariatric Sx

WHARTONMEDICALCLINIC.COM

CLINICAL TRIALS
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Adipose Tissue 
Dysfunction

• Inability to store excess calories 

• Cellular hypoxia

• Inflammation  -  adipokines



Pulmonary disease
abnormal function

obstructive sleep apnea

hypoventilation syndrome

Nonalcoholic fatty liver 

disease
steatosis

steatohepatitis

cirrhosis

Coronary heart disease

     Diabetes

     Dyslipidemia

     Hypertension

Gynecologic abnormalities
abnormal menses

infertility

polycystic ovarian syndrome

urinary incontinence
Osteoarthritis

Skin 
fungal/bacterial infections

Gall bladder disease

Cancer
breast, uterus, cervix

colon, esophagus, pancreas

kidney, prostate

Phlebitis/DVT (Blood Clots)
venous stasis

Gout

Stroke

Cataracts

Renal Failure

Cognitive decline
Mental health conditions

Obesity is both a disease and a risk factor for disease – Not exclusionary

The GBD 2015 Obesity Collaborators. Health Effects of Overweight and Obesity in 
195 Countries over 25 Years. NEJM 2017; 2017;377:13-27 
https://www.nejm.org/doi/10.1056/NEJMoa1614362

https://urldefense.com/v3/__https:/www.nejm.org/doi/10.1056/NEJMoa1614362__;!!A_kSX19cfVk!DJ5ZDGRX6Y5rVz7nX_U_uEoINv6Oinnzjx4ptKlebj3uDegeNcmZuuOH1BTvFkQFqzwFLJYzhOsiBa_LlwO3xT9wA5X-Qg$


For internal use only Liraglutide is not approved for weight management

Neuropathology Associated with Obesity

Frontal Lobe

 Executive Function

Ghrelin

Leptin

PYY

GLP-1

CCK

Amylin

Dopamine

Opioid

Cannabinoid 

Receptors

Hypothalamic 

Hunger System

Mesolimbic Reward 

System

Lau DCW, Wharton S. Canadian Adult Obesity Clinical Practice Guidelines: The Science of Obesity. Available 
from: https://obesitycanada.ca/guidelines/science



3 Generations of Weight Management Medications

• liraglutide 3.0mg (Approved in Canada 2016)

• naltrexone/bupropion (Approved in Canada 2018)

Generation I: 

weight loss (8-10%)

• semaglutide 2.4mg (Approved in Canada 2021)
Generation II: 

weight loss (15%)

• tirzepatide (Approved in Canada 2025)
Generation III: 

weight loss (>20%)



SELECT Trial – Heart Disease. 
Lincoff et al. NEJM 2023



Novo Nordisk®

SELECT: Key trial results

*p-value did not meet statistical significance required for hierarchical testing and so superiority testing was not performed for the remaining confirmatory secondary endpoints. †HF hospitalisation, urgent HF visit or CV-related death.
CI, confidence interval; CV, cardiovascular; CVD, cardiovascular disease; GI, gastrointestinal; HF, heart failure; HR, hazard ratio; MACE, major adverse cardiovascular event.
1. Lincoff AM et al. N Engl J Med 2023;DOI:10.1056/NEJMoa2307563; 2. Novo Nordisk A/S. Company announcement, 8 August 2023. Available at: https://www.novonordisk.com/content/nncorp/global/en/news-and-media/news-and-ir-materials/news-
details.html?id=166301. Accessed October 2023.

HRs (95% CI) for the confirmatory secondary 
endpoints were1:

• Death from CV causes: 0.85 (0.71; 1.01); p=0.07*

• HF composite†: 0.82 (0.71; 0.96)

• Death from any cause: 0.81 (0.71; 0.93)

2°

Confirmatory secondary endpoints

The safety and tolerability profile of semaglutide 2.4 
mg in people with established CVD and overweight 
or obesity was consistent with previous 
semaglutide 2.4 mg trials1

Safety and tolerability

Semaglutide 2.4 mg reduced the risk of MACE by 
20% vs placebo1,2

Primary endpoint

1°
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HR 0.80 (95% CI: 0.72; 0.90)
p<0.001 for superiority
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Placebo



-15.2

-2.6

Semaglutide 2.4 mg Placebo

Semaglutide 2.4mg over 2 years
Change in body weight (%): primary endpoint

Estimated means – treatment policy.104*, Estimated means. Error bars are +/- standard error of the mean. Numbers shown in the lower panel are numbers of subjects contributing to the mean. 
ETD, estimated treatment difference; CI, confidence interval. Novo Nordisk. Data on file. NCT0369343.

ETD: -12.6 
95% CI: [-15.3;-9.8]; p<0.0001

Estimated change from baseline to week 104

Semaglutide 2.4 mg Placebo
Treatment policy estimand:

0

-2

-4

-6

-8

-10

-12

-14

-16

-18

-20

0 4 8 12 16 20 28 36 44 52 60 68 76 84 92 100 104 104*

B
o

d
y 

w
e

ig
h

t 
(%

) 
–

 c
h

an
ge

 f
ro

m
 b

as
e

lin
e

Time since randomisation (weeks)

Semaglutide 2.4 mg

Placebo

In-trial:

Observed mean change 

Mean at baseline body weight: 106.0 kg



13
Pedersen SD, Manjoo P, Dash S et al. Pharmacotherapy for Obesity Medicine in Adults. 

https://obesitycanada.ca/guidelines
Pedersen et al. – CMAJ August 11. 2025. 197.



In Development Weight Management 
Medications

CagriSema
Semaglutide 

7.2mg
Orforglipron

Oral 
Semaglutide

Survodutide Retatrutide MariTide Bimagrumab



Disparity in Care – costly 
injectable obesity medications 
highlights this disparity



Wharton et al. N Engl J Med 2025;393:1077-87.  Published Sept 16, 2025



Oral semaglutide 25mg
Percentage Weight Loss

Wharton et al. N Engl J Med 2025;393:1077-87.  Published Sept 16, 2025



Wharton et al. NEJM, Published September 16, 2025. DOI: 10.1056/NEJMoa2511774



#EASD2025

ATTAIN-1 | Orforglipron in Obesity Management
Mean Percent Change in Body Weight

PBO OFG 6 mg OFG 12 mg OFG 36 mg
Primary Endpoint

Observed On-Treatment Curves and Efficacy Estimand (N=3127)
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Overall mean body weight at baseline = 103.2 kg

• OFG vs. PBO: ***p<0.001. p-Values are for MBE change difference vs. PBO. aMBE for percent change from baseline to Week 72 and ETD between OFG 

groups and PBO based on MMRM analysis (efficacy estimand). Notes: Data are mean (SE) unless stated otherwise. The curves shown from Week 0 to Week 

72 based on observed mean with SE using efficacy estimand data points set, including all data points obtained during the treatment period and up to the 

earliest date of discontinuation of study treatment or initiation of prohibited weight management treatments. ETD=estimated treatment difference; MBE=model-

based estimate; MMRM=mixed model for repeated measures; N=total number of participants; OFG=orforglipron; PBO=placebo; SE=standard error. 

Weeks

-7.8

-12.4

-0.9

-9.3

***
-11.5

***
-8.4

***
-6.9

Treatment Regimen Estimand (N=3127)

-2.1

-7.5

-8.4

-11.2

-15

-12

-9

-6

-3

0

C
h

a
n

g
e
 i
n

 B
o

d
y
 W

e
ig

h
t 

a
t 

W
e

e
k

 7
2

 (
%

)

-5.5***

-6.3*** 

-9.1*** 
Weeks

-7.8

-12.4

-0.9

-9.3

***
-11.5

***
-8.4

***
-6.9

72



Conclusion – Obesity Medicine and Cardiac 
Care

• Obesity is genetic and drives inflammation

• Semaglutide 2.4mg is effective for weight loss and 
cardiac protection

• Emerging evidence from the entire GLP1 class for 
improvement in cardiac risk factors

• Oral medications may be more appealing to 
cardiologist and non metabolic MDs.
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Jennifer Kuk, PhD
Sarah Vanderlelie, BSc
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