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Quick Takes

e The prevalence of obesity and its associated cardiometabolic complications
have increased to historic levels in the US, with a disproportionate burden
among individuals in minority racial/ethnic groups and those with low
socioeconomic status. However, effective therapeutic options for obesity
management are limited.

e In this study, once weekly 2.4 mg semaglutide injection versus placebo in
conjunction with lifestyle modification therapy among non-diabetic
individuals with obesity (or BMI =27 kg/m? with comorbidities) caused
significant improvements in body weight (15% reduction vs. 2.4% in the
placebo arm, over 68 weeks), cardiometabolic risk factors, self-reported
physical functioning, and body composition, with low rates of major
adverse effects or safety concerns.

e Obesity pharmacotherapies, including GLP-1 receptor agonists, are
expensive and often not covered by insurance in the US, raising concerns
for disparities in access to these medications, especially in populations
disproportionately affected by obesity. There is need for improved
coverage of these increasingly effective obesity pharmacotherapies, to
enhance our ability to manage excess weight in clinical environments.

Obesity is a chronic, life-limiting disease associated with several cardiometabolic
disorders,’? which drive significant morbidity and premature mortality.3® Over the
past three decades, there have been upward trends in the prevalence of obesity
across the United States (US)” and by 2030, nearly 50% of US adults are estimated
to be classified as obese.? In the US, obesity disproportionately affects individuals
from minority race/ethnic groups, with the highest prevalence in non-Hispanic
black adults,” causing important disparities in cardiometabolic disease. In recent
years, there has been a plateau and possible reversal in the previously observed
national downwards trends in cardiovascular disease (CVD) mortality,” which is
hypothesized to be associated with the rise in obesity and diabetes prevalence.®?

This site uses cookies to improve your experience.

By continuing to use our site, you agree to our Cookie Policy, Privacy Policy and Terms of Service.

OK

https://www.acc.org/latest-in-cardiology/articles/2021/07/21/14/06/high-dose-semaglutide-for-weight-loss-and-cardiometabolic-risk-reduction 2/8


https://www.acc.org/footer-pages/cookie-policy
https://www.acc.org/footer-pages/privacy-policy
https://www.acc.org/footer-pages/terms-and-conditions
javascript:return false;

4/26/23, 10:50 AM High Dose Semaglutide for Weight Loss and Cardiometabolic Risk Reduction in Overweight/Obesity - American College of Cardi...

triglycerides, and glycemia, as well as prevention of type 2 diabetes mellitus
onset.'% Greater degrees of weight loss are associated with further
cardiometabolic improvements, with a dose-response relationship. Lifestyle
interventions, including behavioral modification, medical nutrition therapy and
physical activity, are fundamental to obesity management and are the first line
recommendation for the prevention and treatment of excess weight and
cardiometabolic disease.’® However, weight loss through lifestyle intervention is
difficult to achieve and maintain, with weight regain remaining a common
challenge.! Bariatric surgery has been shown to be an effective intervention for
weight loss in those with severe obesity, leading to clinically significant weight loss
and long term-improvements in many CVD risk factors and outcomes.'>4
However, not all individuals qualify for bariatric surgery and it is expensive,
invasive, and can be associated with complications.’™ ' Further, weight regain
after bariatric surgery is also a common occurrence with studies showing only
40% of individuals maintaining at least 30% of their post-surgery weight loss.'®
Pharmacologic therapy is recommended as an adjunct to lifestyle modification for
those with a BMI =30 kg/m?, or a BMI =27 kg/m? with comorbidities. However,
the use of pharmacologic therapy has been limited by moderate efficacy,
significant side effects, and poor affordability. With the prevalence of obesity and
related-cardiovascular complications on the rise, there is clear need for additional
effective, non-surgical strategies for treating overweight and obesity.

The recent randomized placebo-controlled trial published in the New England
Journal of Medicine by Wilding et al. (2021) shows promising results for the use of
the new weight loss dose of the glucagon-like peptide-1 (GLP-1) analog,
semaglutide, for sustained, safe, well-tolerated weight loss in adults with obesity
(or BMI =27 kg/m? with comorbidities) and without diabetes." This randomized
control trial had a number of important findings:

First, it showed that in combination with lifestyle modification, a weekly
semaglutide dose of 2.4 mg subcutaneously resulted in a substantial average
weight loss of 14.9% of body weight, versus 2.4% with placebo, over a 68-week
period. Notably, weight loss was progressive throughout most of the study, with
the weight loss nadir occurring near or at the end of the follow-up period. The

This site uses cookies to improve your experience.

By continuing to use our site, you agree to our Cookie Policy, Privacy Policy and Terms of Service.

OK

https://www.acc.org/latest-in-cardiology/articles/2021/07/21/14/06/high-dose-semaglutide-for-weight-loss-and-cardiometabolic-risk-reduction 3/8


https://www.acc.org/footer-pages/cookie-policy
https://www.acc.org/footer-pages/privacy-policy
https://www.acc.org/footer-pages/terms-and-conditions
javascript:return false;

4/26/23, 10:50 AM High Dose Semaglutide for Weight Loss and Cardiometabolic Risk Reduction in Overweight/Obesity - American College of Cardi...

Second, in an examination of pre-specified secondary endpoints, participants in
the semaglutide group also exhibited significant improvements in clinical and
patient-reported outcomes including decreased waist circumference, decreased
systolic blood pressure and improved self-reported physical functioning.
Moreover, 84% of those with prediabetes in the semaglutide group achieved
normoglycemia by the end of the study. In a subset undergoing DXA scans,
semaglutide was associated with reduced fat mass, with an increase in the
proportion of lean body mass relative to total body mass.

Third, although the main side effects of semaglutide (gastrointestinal disorders)
were higher than with glucose-lowering doses of semaglutide, side effects were
transient, typically mild-to-moderate in severity, and mostly resolved without the
need for treatment discontinuation (4.5% discontinuation for gastrointestinal
symptoms in the semaglutide group). The incidence of serious adverse events was
low, reflecting the dose titration over the 16-week run-in period, and indicating
the safety of high dose semaglutide for potential long-term use. This is key, as the
majority of anti-obesity medications currently approved for use in the US are only
indicated for short-term use because of significant side-effects and safety
considerations.?°

Finally, semaglutide dosing in this study was weekly, as opposed to the daily

dosing in the other dedicated GLP-1 receptor agonist weight loss trial (using the
weight loss dose of daily liraglutide injections, marketed as Saxedna®),?" which
reduces medication burden on individuals and may favor treatment adherence.

This study does have limitations with regards to generalizability, with the study
sample being predominantly white and female. Future studies should have more
demographic inclusivity, including more non-white and non-female participants,
particularly as obesity disproportionately affects individuals from minority
race/ethnicity groups’ and those with low socioeconomic status.?? Additionally,
while the secondary endpoints examining cardiometabolic risk factors appear
promising, there is need to understand the effects of semaglutide on
cardiovascular morbidity and mortality among individuals with obesity but without
dlabetes a question which is currently being assessed in a large 17, 500
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trials), are cause for some optimism. Additionally, recently announced plans to
evaluate the effects of high doses of oral semaglutide on weight loss are
important, as oral formulations may be acceptable to a broader range of patients
than the injectable dose used in this study.

From a health policy standpoint, despite the major clinical and public health
impact of obesity, there is currently poor insurance coverage for obesity
pharmacotherapies in the US. A recent study showed that only 11% of health
insurance marketplace plans had some coverage for obesity medications, with
some coverage available in only nine states, and Medicare completely excludes
drug therapies for the treatment of obesity.?> Patients are therefore often forced
to pay for obesity pharmacotherapies out of pocket, significantly curtailing access
to these medications for those with limited financial resources. As promising
pharmacotherapies for obesity emerge, it will be crucially important to provide
widespread insurance coverage for obesity pharmacotherapies across diverse
populations, including for vulnerable populations with government health
insurance such as Medicare and Medicaid. This is critical to population efforts to
address obesity and to promote health equity. Such broad access to obesity
medications will be of even greater importance if semaglutide and other emerging
obesity pharmacotherapies are associated with long term maintenance of weight
loss and improved cardiovascular outcomes in ongoing clinical trials.

In summary, this important study shows that once weekly 2.4 mg dosing of
semaglutide provides safe, well-tolerated and substantial weight loss in individuals
with overweight or obesity, as well as an improvement in cardiometabolic risk
factors and physical function measures. Notably, the 2.4 mg weekly injection of
semaglutide has recently been approved by the US Food and Drug Administration
(FDA) as of June 2021 (brand name Wegovy) for the chronic management of
weight in adults with obesity or overweight and at least one weight-related
comorbidity,?® providing a powerful new tool in the arsenal of obesity therapies.
However, enhanced coverage of obesity pharmacotherapies is needed to make
sure that such effective agents can actually reach individuals in the community
who might benefit from them. Additionally, ongoing, and future GLP-1 analog
studies that include longer follow-up, more diverse study populations, evaluations
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