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Abstract

GLP-1 receptor agonists such as semaglutide (Ozempic, Wegovy) have rapidly
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gained popularity for obesity treatment, with unprecedented public enthusiasm

and off-label use among otherwise healthy populations. While these agents
demonstrate substantial weight-loss efficacy, emerging concerns highlight
potential pharmaceutical dependency, ethical dilemmas, and long-term safety
uncertainties. This article critically examines the mechanisms, benefits, and risks
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of GLP-1 agonists, emphasizing the need for regulatory oversight, psychological

safeguards, and integration with lifestyle interventions. We propose a clinical
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framework in which GLP-1 agonists serve as a temporary adjunct, while structured
exercise, dietary intervention, and behavioral therapy remain the standard of care

for sustainable health.

Introduction

GLP-1 receptor agonists have shifted from niche
pharmacotherapy for type 2 diabetes to mainstream weight-
loss interventions, propelled by social media, celebrity
endorsements, and aggressive direct-to-consumer marketing
[1,2]. Obesity remains a leading public health challenge,
contributing to cardiometabolic disease, disability, and
healthcare costs [3]. Weight-loss outcomes with GLP-1 agonists
are often dramatic; yet concerns regarding over-reliance
on medication, rebound weight gain after discontinuation,
and proliferation of unregulated compounded formulations
demand critical evaluation [4].

Mechanisms and clinical benefits

GLP-1 receptor agonists mimic the action of endogenous
incretin hormones, stimulating insulin secretion, suppressing
glucagon release, delaying gastric emptying, and reducing
appetite. Clinical trials consistently report significant weight
loss and improved cardiometabolic profiles among individuals
with obesity and type 2 diabetes [4-6]. These findings have
accelerated off-label prescribing for non-diabetic populations,
despite limited long-term safety data [7].

Emerging concerns: Dependency and
discontinuation
A growing pattern of weight regain following
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discontinuation raises concerns about psychological and
behavioral dependency. Patients often describe a fear of weight
regain and a loss of control, reflecting a cycle of pharmacologic
reliance: appetite suppression, weight loss, cessation, rapid
rebound and re-initiation [5,6]. Unlike medications such as
anticoagulants, which prevent immediate, life-threatening
events, GLP-1 agonists primarily influence behavioral drivers
of weight gain, raising ethical questions about indefinite use
for a condition that is largely modifiable through lifestyle.

Economic and regulatory challenges

The high cost of GLP-1 therapy, often exceeding $1,000
monthly, combined with limited insurance coverage has
fueled demand for compounded formulations marketed
through online clinics and wellness spas. These compounded
products frequently lack standardized dosing, quality control,
and regulatory oversight, amplifying risks beyond those of
FDA-approved agents [8-10]. Recent reports underscore
the urgency of implementing stronger safeguards to protect
patients from substandard or counterfeit medications while
also addressing inequities in access to evidence-based obesity
care [1].

Lifestyle interventions remain foundational

While pharmacotherapy offers short-term efficacy,
empirical evidence consistently demonstrates that structured
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exercise and dietary interventions remain essential for
sustainable weight management, cardiometabolic health,
and preservation of lean body mass [11,12]. Rapid weight
loss without concomitant resistance training increases the
risk of sarcopenia and frailty, particularly in middle-aged and
older adults [13]. Healthcare practitioners should emphasize
resistance training, protein intake, and long-term behavioral
strategies to safeguard lean mass.

Ethical and policy implications

The normalization of GLP-1 agonists as cosmetic
‘quick fixes’ risks marginalizing behavioral medicine and
perpetuating a pharmaceutical-first paradigm. Expanding
insurance access, regulating compounded alternatives, and
mandating integration of exercise and nutrition counseling
into obesity treatment protocols represent essential
steps toward responsible clinical practice [4,8,9]. Recent
discussions have emphasized the need for equitable access,
long-term safety monitoring, and safeguards against misuse
in otherwise healthy populations [1].

Conclusion

GLP-1 receptor agonists represent a powerful but double-
edged tool in obesity management. Their efficacy is clear;
however, the risks of psychological dependence, economic
burden, and erosion of lifestyle-based care demand a more
balanced approach. Pharmacotherapy should complement, not
replace, evidence-based exercise and nutrition interventions.
Sustainable metabolic healthrequires empowering individuals
through behavioral change rather than fostering long-term
pharmaceutical reliance.
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