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Ethical Challenges in Obesity Treatment: Efficacy, Safety, and

the Balance of Risk

Jinseung Kim

Department of Family Medicine, Busan Paik Hospital, Inje University College of Medicine, Busan, Korea

Obesity is a chronic disease associated with increased risks of metabolic disorders,
cardiovascular disease, cancer, impaired quality of life, and premature mortality. Re—
cent advances in anti—obesity pharmacotherapy, particularly glucagon-like peptide—1
(GLP-1) receptor agonists and dual GLP-1/glucose-dependent insulinotropic poly—
peptide receptor agonists, have substantially improved weight-loss outcomes and
demonstrated significant cardiometabolic benefits. These developments have shifted
the treatment paradigm from a focus on weight reduction to broader improvements
in health outcomes. However, the history of anti—obesity medications highlights the
importance of balancing treatment efficacy with long—term safety. Several agents,
including fenfluramine, sibutramine, and lorcaserin, were withdrawn because of seri—
ous adverse events identified during clinical use or post-marketing surveillance. In
addition, the emergence of highly effective pharmacotherapies has raised important
ethical questions regarding obesity medicalization, lifelong pharmacotherapy, treat—
ment accessibility, health equity, obesity stigma, and the role of social determinants
of health. Issues related to patient autonomy and shared decision-making have also
become increasingly relevant in the GLP-1 era. This review examines the evolution of
anti—obesity treatments, the changing risk—benefit balance of contemporary obesity
management, and the major ethical challenges associated with modern obesity care.
A balanced approach integrating clinical effectiveness, long-term safety, patient—
centered decision—-making, and social responsibility is essential to achieve sustain-
able and equitable obesity treatment.

Keywords: Obesity, Anti-obesity medication, Ethics, Medicalization, Lifestyle intervention, Risk
perception
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Withdrawal due to safety concerns
1

Modern era: incretin-based therapies

Fenfluramine/ Rimonabant Sibutramine Lorcaserin Semaglutide 2.4 mg Tirzepatide Next-generation
dexfenfluramine (GLP-1 RA) (GLP-1/GIP RA) incretin-based
& therapies
\ @ " Aancd 6
% %j v q° ; Voo w A
o =
Mechanism Mechanism Mechanism Mechanism Mechanism Mechanism Mechanism
Serotonin release Selective CB, NES#des e Selective 5-HT,¢ GLP-1 receptor Dual GLP-1 and GIP N(gl‘_’gl $gg?§ts{comb?‘s
(includes 5-HT,q agonism) receptor antagonist reLEptakae inhi;)ition) receptor agonist agonist receptor agonist ( -ar;'lylin.’ gtggago i
1990s 2006-2008 2010 2020 2021 2022 Future
ficacy ~5-10% ~4-6% ~5-7% ~3-4% ~14-15% ~18-21% Ongolngistudies

(weight loss)

Valvular heart disease
(pulmonary hypertension,
regurgitation)

Increased risk of
nonfatal Ml and
nonfatal stroke

Neuropsychiatric adverse
events (depression, anxiety,
suicidal ideation)

Major safety
concern

Not approved by FDA;

Withdrawn from market withdrawn in Europe

(1997-1998)

A

Withdrawn from market
(2010)

Regulatory
outcome

Key lessons from past experience

Substantial weight loss from several agents was overshadowed
by serious adverse events affecting the cardiovascular
system or neuropsychiatric health, leading to market withdrawal.

Increased occurrence of
cancer (colon, pancreas,
lung) in long-term study

Marketed withdrawal

(2020)

T

13 1. Evolution of anti-obesity medications and major safety concerns.
Abbreviations: 5-HT, 5-hydroxytryptamine (serotonin); CB1, cannabinoid—1; SNRI, serotonin-norepinephrine reuptake inhibitor; GLP-1 RA,
glucagon-like peptide—1 receptor agonist; GIP RA, glucose-dependent insulinotropic polypeptide receptor agonist; MI, myocardial infarction;

CVQT, cardiovascular outcome trial.
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(potential for >20%)

Gl adverse events common;
Improvements in glycemia, BP,
lipids, and CV risk factors

Long-term safety and
outcomes under
investigation

Gl adverse events common;
Cardiometabolic benefits
demonstrated in CVOTs

Approved for obesity
treatment (2021)

Approved for obesity

treatment (2022) Under investigation

Progress in the modern era
Incretin-based therapies achieve unprecedented weight loss
(~15-21%) and demonstrate cardiometabolic benefits with
an acceptable safety profile in clinical trials to date.
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-
- Substantial weight loss
(up to ~20%)
- Improvement in cardiometabolic
risk factors
- Better quality of life and P

&

™~

Safety

« Short- and long-term adverse
events monitoring

- Uncertainties of lifelong
pharmacotherapy

- Surgical risks and nutritional
deficiencies

- Risk-benefit balance over
the life course

Efficacy

functional status

Autonomy &
shared decision-making

- Respect patient preferences,
values, and goals

- Provide balanced information on
benefits and risks

- Foster collaboration and
informed choices

Obesity
treatment in

.
the GLP-1 Era 5 S v
Beneficence & Patient-centered, ;
non-maleficence / evidence-based, \ Jugtice .& g
- Maximize health benefits ethically responsible ) Ensufe fair access to
' o e effective treatments
‘ > Ian o o - Address cost, insurance
H h‘jl:‘rﬁ;n?;: ::n:]c;nzzsm coverage, and resource
treatment and undertreatment aIIocahon. il
B e ——) a S — ~ - Reduce disparities in care
S Structural determinants and outcomes
risk mitigation
of health \ )
- Address social, economic, and
a environmental factors
?ﬂ - Improve food environment, physical
X activity opportunities, and health
literacy
- Support policies for equitable and
sustainable health
A /
[ @ ® A integrated approach combining effective therapies, ethical principles, and social responsibility
... is essential for optimal obesity care in the GLP-1 era.
13 2. Ethical framework of obesity treatment in the GLP-1 era.
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Sustainable health

improvement and
equitable care

- Reduce obesity-related

morbidity and mortality

- Enhance quality of life

and well-being

- Achieve equity in obesity

treatment and outcomes

. MAEAZ |71 World
49 9I(social determi-
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