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Introduction
Obesity is a major global health challenge that 
affects more than 1 billion individuals world-
wide.1 A pooled analysis of 3663 population-rep-
resentative studies from 200 countries and 
territories estimated that 879 million adults and 
159 million children and adolescents aged 
5–19 years were living with obesity.2 In the United 
States, the estimated age-adjusted adult obesity 
prevalence was 41.9% from August 2017 to 
March 2020.3 Obesity is associated with type 2 
diabetes, cardiovascular disease (CVD), several 
cancers, musculoskeletal disorders, and prema-
ture mortality.4 The estimated aggregate direct 
medical cost among adults in the United States 
was $260.6 billion in 2016.5 The burden also 

includes impaired quality of life and productivity 
and falls unequally across populations, making 
effective and equitable treatment a health system 
priority.1

For decades, pharmacological treatment of obe-
sity has been characterized by modest efficacy 
and important safety concerns, contributing to the 
view that obesity should be managed through life-
style modification alone. Glucagon-like peptide-1 
(GLP-1) receptor agonists have changed the treat-
ment landscape. In randomized trials, semaglutide 
produced a mean 14.9% weight reduction at 
68 weeks, and tirzepatide produced a mean 20.9% 
reduction at 72 weeks at the 15 mg dose.6,7 In 
adults with established CVD and overweight or 
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obesity but without diabetes, semaglutide 
reduced the hazard of cardiovascular death, 
nonfatal myocardial infarction, or nonfatal 
stroke by 20% relative to placebo.8 These find-
ings support a therapeutic role that extends 
beyond weight reduction, although the broader 
effects of this drug class still require indication-
specific evidence.

However, these clinical advances do not ensure 
routine delivery. Primary care is expected to play 
a central role in long-term obesity management; 
however, clinicians report gaps in training  
and confidence with anti-obesity medications 
(AOMs).9,10 Clinical inertia, weight bias, and fail-
ure to recognize obesity as a chronic disease fur-
ther constrain evidence-based treatments.11 Price 
comparisons also require a temporal context. A 
2023 analysis reported United States monthly list 
prices of $1349 for Wegovy and $1023 for 
Mounjaro; however, manufacturer self-pay pro-
grams available in June 2026 listed lower cash 
prices: Wegovy at $199 for the first two starter-
dose fills and $349 thereafter, and Zepbound 
from $299 to $449 depending on dose and pro-
gram conditions.12–14 These program prices are 
not equivalent to insurers’ net prices, may 
change, and do not eliminate coverage barriers. 
Racial and ethnic minority groups, low-income 
communities, and publicly insured patients also 
face documented barriers to prescriptions and 
refills.15

In December 2025, the World Health Organ
ization (WHO) issued conditional recommenda-
tions supporting long-term GLP-1 therapy for 
adults with obesity, excluding pregnant women, 
as part of comprehensive care for obesity. The 
conditional rating reflected limited long-term  
evidence, cost, inadequate health system prepar-
edness, and equity concerns.16,17 Against this 
background, this review examines primary care 
readiness, financial and structural determinants 
of access, disparities in prescribing and use, 
adherence, and policies that may prevent a two-
tiered obesity care system.

Literature identification and scope
This narrative review used a topic-directed litera-
ture identification approach, updated until June 
2026, to synthesize evidence relevant to GLP-1 
receptor agonist treatment of adult obesity in pri-
mary care. Sources were selected for their direct 

relevance to the review’s substantive domains: 
clinical efficacy and safety, primary care readi-
ness, insurance coverage and cost, racial, ethnic, 
and socioeconomic disparities, treatment persis-
tence, and policy responses. The evidence base 
includes randomized trials, meta-analyses, obser-
vational studies, surveys, modeling and economic 
analyses, peer-reviewed reviews and commentar-
ies, and authoritative institutional sources used 
when current pricing, coverage, or policy infor-
mation was required. Studies limited to popula-
tions with diabetes were included only when they 
reported mechanisms, safety, treatment delivery, 
or persistence relevant to obesity care. This was a 
narrative rather than a systematic review; no pre-
specified protocol, duplicate screening, or formal 
study-level risk of bias assessment was used.

The GLP-1 revolution: Clinical efficacy  
and expanding indications
Clinical evidence supporting the use of GLP-1 
receptor agonists for weight management spans 
multiple agents, formulations, and endpoints. A 
meta-analysis of 47 randomized controlled trials 
involving 23,244 participants found mean differ-
ences versus placebo of −4.57 kg for body weight 
(95% confidence interval (CI), −5.35 to −3.78), 
−2.07 kg/m2 for body mass index (BMI; 95% CI, 
−2.53 to −1.62), and −4.55 cm for waist circum-
ference (95% CI, −5.72 to −3.38).18 Subgroup 
analyses suggested larger effects among younger 
participants, women, people without diabetes, 
those with higher baseline weight or BMI, lower 
baseline glycated hemoglobin, and those treated 
for longer durations. These subgroup findings are 
exploratory and should not be interpreted as indi-
vidualized causal-treatment effects.

The magnitude of these effects is, therefore, bio-
logically plausible. Native GLP-1 is an incretin 
hormone released by intestinal L cells in response 
to nutrient intake. It enhances glucose-dependent 
insulin secretion, suppresses glucagon levels, 
delays gastric emptying, and activates central 
pathways involved in satiety and food reward. 
Long-acting receptor agonists extend this signal-
ing and support sustained appetite reduction. 
Tirzepatide also activates the glucose-dependent 
insulinotropic polypeptide (GIP) receptor; dual 
GIP and GLP-1 receptor agonism may contrib-
ute to its effects on energy intake and metabo-
lism, although the relative contributions of each 
pathway remain under investigation.19,20
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The safety history of earlier anti-obesity drugs 
provides important information. Rimonabant, a 
cannabinoid type 1 receptor antagonist, was with-
drawn from the European market after evidence 
of increased psychiatric adverse events, including 
depressed mood and anxiety.21 Sibutramine was 
withdrawn after the Sibutramine Cardiovascular 
Outcomes Trial showed an increased risk of non-
fatal myocardial infarction and nonfatal stroke in 
high-risk patients.22 Lorcaserin was voluntarily 
withdrawn in 2020 after a post-marketing cardio-
vascular safety trial showed an excess of cancer 
diagnoses.23 Unlike these earlier agents, semaglu-
tide has demonstrated cardiovascular benefits  
in a defined secondary prevention population. 
Mechanistic differences may contribute to the 
contrasting safety profiles, but they do not estab-
lish why outcomes differ.

Beyond weight loss, observational evidence has 
identified potential benefits and risks for other 
outcomes. A United States Department of Vet
erans Affairs cohort compared 215,970 GLP-1 
receptor agonist initiators with several active 
comparators and 1,203,097 individuals receiving 

usual care, mapping associations across 175 out-
comes. GLP-1 receptor agonist use was associ-
ated with lower risks of several substance use, 
neurocognitive, seizure, and cardiometabolic out-
comes but higher risks of several gastrointestinal, 
hypotensive, renal, and pancreatic outcomes.24 
Because this was an observational analysis, the 
associations should not be interpreted as proof of 
causation. Oral formulations are also advancing 
in ATTAIN-1, orforglipron 36 mg produced a 
mean 11.2% weight reduction at 72 weeks versus 
2.1% with placebo.25 Together, these findings 
broaden the research agenda, although indication-
specific randomized evidence remains necessary. 
Figure 1 compares pivotal weight loss trials, and 
Table 1 summarizes their designs and outcomes.

Primary care readiness: Training  
gaps and clinical inertia
Barriers to routine GLP-1 receptor agonist deliv-
ery can be organized across provider, health sys-
tem, and patient levels. Provider-level barriers 
include limited familiarity, prescribing confi-
dence, and weight bias; system-level barriers 

Figure 1.  Mean percent body weight reduction from baseline across pivotal GLP-1 and GLP-1/GIP receptor 
agonist trials in adults with obesity. The values shown are for orforglipron 36 mg at 72 weeks (ATTAIN-1), 
semaglutide 2.4 mg at 68 weeks (STEP 1), and tirzepatide 10 mg and 15 mg at 72 weeks (SURMOUNT-1); 
the shaded band represents the placebo response (approximately 2%–3%) across the three trials.6,7,25 The 
comparison highlights substantially greater mean weight loss with tirzepatide than with semaglutide or oral 
forforglipron, while all active treatments exceeded the placebo.
GIP, glucose-dependent insulinotropic polypeptide; GLP-1, glucagon-like peptide-1.

https://journals.sagepub.com/home/tae


Therapeutic Advances in 
Endocrinology and Metabolism Volume 17

4	 journals.sagepub.com/home/tae

include weak obesity care workflows, prior authori-
zation, coverage exclusions, and inadequate multi-
disciplinary support; and patient-level barriers 
include cost exposure, stigma, treatment burden, 
and difficulty sustaining therapy. These levels inter-
act, so readiness depends on coordinated action 
rather than isolated clinician education.27–29

Provider-level barriers
Despite the robust evidence base, primary care 
systems appear inadequately prepared to inte-
grate GLP-1 receptor agonists into routine  
obesity management, as illustrated by a recent 
UK-focused review of obesity management in 
primary care.9 A survey of 1168 primary care pro-
viders found that although nearly two-thirds had 
prescribed AOMs in the preceding 12 months, 
those who had not prescribed them cited a lack of 
familiarity with the medications and concerns 
about drug safety as their primary reasons.10 
Another cross-sectional survey of 785 healthcare 
professionals reported that while 65% were very 
or extremely familiar with GLP-1 receptor ago-
nists, only 30% were familiar with GIP receptor 
agonists and 16% with glucagon receptor agonists, 
suggesting that knowledge has not kept pace with 
the evolving pharmacological landscape.27

Undertreatment also reflects the role of weight 
bias and stigma, forces that operate at both the 
provider and patient levels. Research has consist-
ently documented that healthcare providers hold 
implicit and explicit negative attitudes toward 
patients with obesity, which may influence clini-
cal decision-making and reduce the likelihood of 
initiating evidence-based pharmacotherapy.10,30 

These biases may be compounded by the persis-
tent view that obesity is primarily a consequence 
of individual behavioral choices rather than a 
complex, multifactorial chronic disease, a per-
spective that undermines the rationale for phar-
macological intervention.28

System-level barriers
Clinical inertia is another substantial obstacle. 
Even when obesity is diagnosed, evidence sug-
gests that only a minority of eligible patients 
receive pharmacotherapy for obesity. Data from 
large health systems in Ohio and Florida revealed 
that only 8.0% of adults with a BMI ⩾30 who 
attended weight management programs received 
an AOM prescription, and only 4.4% filled those 
prescriptions.15 This gap between guideline rec-
ommendations and clinical practice reflects 
broader challenges, including provider discom-
fort with prescribing, weight bias and stigma, and 
limited insurance coverage.31

Patient-level barriers
Patients also report stigma within healthcare and 
insurance systems, which may deter engagement 
in obesity care. In a qualitative study of people 
whose AOM coverage was discontinued, partici-
pants described the decision as stigmatizing and 
unjust and reported hopelessness and fear after 
losing access.29 These experiences show how 
patient-level barriers interact with coverage policy 
and reinforce the need to treat obesity as a chronic 
disease, without stigma.28 The next section 
directly examines these financial and insurance 
constraints.

Table 1.  Key GLP-1 receptor agonist clinical trials for obesity and cardiometabolic outcomes.

Trial Agent Population Mean weight 
loss

Duration References

STEP 1 Semaglutide 2.4 mg Adults with obesity without 
diabetes

14.9% 68 weeks (6)

SURMOUNT-1 Tirzepatide 15 mg Adults with obesity without 
diabetes

20.9% 72 weeks (7)

SELECT Semaglutide 2.4 mg Overweight or obesity with CVD, 
without diabetes

~10% 208 weeks 
(~4 years)

(8, 26)

ATTAIN-1 Orforglipron 36 mg Adults with obesity without 
diabetes

11.2% 72 weeks (25)

CVD, cardiovascular disease; GIP, glucose-dependent insulinotropic polypeptide; GLP-1, glucagon-like peptide-1.
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Insurance coverage and cost as  
structural determinants of access
Cost remains a major barrier, even after recent 
manufacturer price reductions. Current self-pay 
offers are generally several hundred dollars per 
month and depend on the dose, eligibility, refill 
timing, and program continuation.13,14 Affor
dability assessments have also changed with price. 
A 2022 Institute for Clinical and Economic 
Review (ICER) analysis issued an affordability 
alert when semaglutide’s estimated annual net 
price was $13,618.32 In 2025, the ICER estimated 
annual net prices of $6829 for injectable semaglu-
tide and $7973 for tirzepatide and judged both to 
offer high long-term value, while warning that 
broad uptake could still strain health-system 
budgets.33

A cross-sectional analysis of the National Health 
and Nutrition Examination Survey data estimated 
that semaglutide was indicated for 129.2 million 
U.S. adults for weight management. In that 
weight management group, the authors reported 
that 45.7% of eligible adults were privately 
insured, 18.4% had Medicare, and 10.0% had 
Medicaid. The same study found that 35.0 mil-
lion adults were eligible for semaglutide for diabe-
tes management and 8.9 million for secondary 
CVD prevention, and that across all indications, 
26.8 million were insured by Medicare, 13.8 mil-
lion by Medicaid, and 61.1 million by private 
insurance.34 A separate microsimulation mode-
ling study that expanded Medicare coverage of 
GLP-1 receptor agonists projected that among 
approximately 30 million Medicare beneficiaries 
eligible for obesity treatment, roughly 3 million 
would be treated in the base case and that 
Medicare drug costs would be $65.9 billion with 
$18.2 billion in health-care savings, yielding 
$47.7 billion in net increased spending. The 
same analysis reported that even under a moder-
ate scenario (5% uptake, 20% adherence, and a 
30% price discount), net spending was still pro-
jected to reach approximately $8 billion over a 
decade.35

The insurance landscape is fragmented. Medicare 
Part D has historically excluded drugs used solely 
for weight loss, although semaglutide can be cov-
ered for its cardiovascular indications in eligible 
patients.36,37 As of January 2026, 13 state Medi
caid fee-for-service programs cover GLP-1 thera-
pies for obesity.38 In the commercial market, one 

study found that AOMs were present in only 
10%–16% of United States health-plan formular-
ies, compared with 45%–59% for selected thera-
pies for smoking cessation, migraine, daytime 
sleepiness, and fibromyalgia.39 Table 2 summa-
rizes these differences.

The detailed payer comparison focuses on the 
United States because fragmented commercial, 
Medicare, and Medicaid arrangements make finan-
cial stratification particularly visible. Inequitable 
access is not uniquely American; centralized cov-
erage decisions, manufacturing constraints, and 
affordability also limit availability internationally, 
particularly in lower-resource settings.17,41 These 
financing structures help determine which groups 
progress from clinical eligibility to prescription 
and medication receipt.

Racial, ethnic, and socioeconomic 
disparities in AOM access
Emerging evidence indicates that access to GLP-1 
receptor agonists is not equitably distributed 
across racial, ethnic, and socioeconomic groups. 
A retrospective cohort analysis of over 50,000 
adults in a large health system found that Black, 
Hispanic, and other racial and ethnic minority 
patients had significantly lower odds of receiving 
AOM prescriptions than White patients, even 
after adjusting for clinical and demographic char-
acteristics. Patients insured through Medicaid, 
traditional Medicare, and Medicare Advantage 
also had lower odds of prescriptions and refills 
than those with private insurance.15

Disparities also occur after prescriptions are 
made. In a University of Colorado Health cohort 
linked to the Colorado All Payer Claims 
Database, non-Hispanic Black and Hispanic 
patients had fill rates of 55.3% and 58.4%, 
respectively, compared with 60.9% among non-
Hispanic White patients.42 All participants had 
continuous insurance coverage, and the observa-
tional design did not establish whether afforda-
bility, benefit design, structural bias, or other 
mechanisms caused these differences. In a sepa-
rate health system cohort, greater area depriva-
tion was associated with lower odds of receiving 
and filling AOM prescriptions.15 Together, these 
findings show disparities at both the prescribing 
and fulfillment stages without proving a single 
causal pathway (Table 3 and Figure 2). 
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Discussion

The risk of a two-tiered obesity  
treatment landscape
The convergence of treatment costs, fragmented 
coverage, and existing health disparities can cre-
ate parallel systems of obesity care in which access 
reflects socioeconomic resources and clinical 
needs. A modeling study estimated that expanded 
access to weight loss medications could avert 
more than 42,000 deaths annually in the United 
States, including more than 11,000 deaths among 
patients with type 2 diabetes.43 These are model-
based projections that depend on assumptions 
about eligibility, uptake, adherence, treatment 
effectiveness, and mortality risk; they are not 
observed.

Geographic patterns of interest and current 
affordability reinforce these concerns. A Google 

Trends analysis found that interest in GLP-1 
receptor agonists was concentrated in North 
America and other high-income settings, which 
differs from the global distribution of the obesity 
burden.44 In the United States, manufacturer 
self-pay prices of several hundred dollars per 
month remain unaffordable for many people 
without coverage.13,14 Therefore, unequal access 
may widen existing disparities, although the mag-
nitude of this effect requires direct longitudinal 
studies. Questions regarding access are also 
inseparable from appropriate use, product integ-
rity, and long-term safety.

Broader indications, safety, and  
public health concerns
Beyond established metabolic indications, the 
musculoskeletal applications of this therapy 
remain investigational. An editorial described 

Table 2.  Insurance coverage barriers to anti-obesity medications across United States payer types.

Payer type Coverage status for obesity indication Key barrier References

Medicare Part D Historically excluded; recent expansion for 
cardiovascular indications only

Statutory exclusion of weight loss 
drugs

(36, 37)

Medicaid Optional; only 13 state programs cover GLP-1s 
for obesity as of January 2026

State-level discretion; budget 
constraints

(38)

Commercial insurance Variable; only ~10%–16% of United States 
health insurance plans cover AOMs, and 
coverage typically requires prior authorization

High drug cost; prior authorization 
requirements

(39)

Employer-sponsored 
plans

Increasing but inconsistent; cost remains 
primary employer concern

Affordability of premiums; limited 
long-term data on cost savings

(40)

AOM, anti-obesity medications; GLP-1, glucagon-like peptide-1.

Table 3.  Documented disparities in anti-obesity medication access across patient characteristics.

Disparity dimension Key finding References

Race and ethnicity Black and Hispanic patients had lower odds of receiving AOM prescriptions 
than White patients

(15)

Insurance type Medicaid and Medicare enrollees had significantly lower odds of AOM 
prescription and fill than privately insured patients

(15)

Area deprivation Patients in the most deprived neighborhoods (fourth quartile, area deprivation 
index) had lower odds of new AOM prescriptions

(15)

Prescription fill rate Non-Hispanic Black (55.3%) and Hispanic (58.4%) patients less likely to fill 
GLP-1 orders than non-Hispanic White patients (60.9%)

(42)

AOM, anti-obesity medications; GLP-1, glucagon-like peptide-1.
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plausible anti-inflammatory and weight-mediated 
benefits but also unresolved risks and did not 
establish GLP-1 receptor agonists as disease-
modifying arthritis therapy.45 A convenience-
sample survey of 657 healthcare professionals 
across 10 countries reported non-diabetic use and 
self-prescribing, supporting the need for inde-
pendent clinical assessment and monitoring; 
however, its self-reported, cross-sectional design 
limits generalizability.46 Counterfeit GLP-1  
products may contain incorrect doses, harmful 
ingredients, or no active drugs.47 Long-term 
oncological safety also remains uncertain; a 
meta-analysis of 9 randomized trials involving 
9078 participants found that short follow-up 
and heterogeneity limited firm causal conclu-
sions.48 Even when use is clinically appropriate, 
and products are authentic, long-term benefits 
depend on treatment persistence.

Real-world adherence and the challenge  
of sustained weight management
Even among patients who gain access to GLP-1 
receptor agonists, sustaining treatment and its 

benefits over the long term presents significant 
challenges. A real-world analysis of over 4000 
commercially insured adults with obesity initiat-
ing GLP-1 therapy found that 1-year persistence 
was only 32.3%, and only 27.2% were considered 
adherent based on the proportion of days cov-
ered.49 Similarly, a UK primary care study of 
patients with type 2 diabetes initiating GLP-1 
receptor agonist therapy found that 45.2% dis-
continued treatment within 12 months, with only 
33.4% achieving clinically meaningful weight loss 
of ⩾5%.50

Weight gain after treatment cessation complicates 
long-term management. In the STEP 1 exten-
sion, participants regained approximately two-
thirds of their prior semaglutide-associated weight 
loss within 1 year after withdrawal, and several 
cardiometabolic measures returned to baseline.51 
A joint professional society advisory recommends 
accompanying GLP-1 therapy with nutrition and 
lifestyle strategies to address gastrointestinal 
symptoms, nutrient intake, muscle preservation, 
and long-term outcomes.52 These findings sup-
port comprehensive multidisciplinary care rather 

Figure 2.  Disparities in GLP-1 receptor agonist access and AOM formulary coverage in the United States.  
(a) GLP-1 receptor agonist prescription fill rates among adults with a new order, stratified by race and 
ethnicity in the UCHealth system linked to the Colorado All Payer Claims Database.42 (b) Percentage of United 
States commercial, Medicare, and Medicaid health insurance plans providing formulary coverage for two AOMs 
(liraglutide 3.0 mg and semaglutide 2.4 mg) compared with representative therapies for smoking cessation 
(varenicline), daytime sleepiness (modafinil), migraine (erenumab), and fibromyalgia (pregabalin).39 Together, 
the panels show that racial and ethnic fill gaps occur alongside substantially lower formulary coverage for 
obesity medications than for comparator drug classes. 
AOM, anti-obesity medications; GLP-1, glucagon-like peptide-1.
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than pharmacotherapy as a standalone interven-
tion (Figure 3).

Evidence-based persistence support should begin 
before the first dose and continue until mainte-
nance. Primary care teams can use shared  
decision-making and structured education to set 
expectations about chronic treatment, likely 
weight regain after discontinuation, nutrition, 
hydration, and early adverse effects; arrange regu-
lar multidisciplinary follow-ups with dietetic and 
behavioral support; and use slower titration, 
temporary dose pauses, dose reduction, or symp-
tom-directed management when gastrointestinal 
adverse effects threaten discontinuation. Proactive 
monitoring of protein and micronutrient intake, 
muscle-preserving physical activity, and treat-
ment affordability can help identify modifiable 
factors for discontinuing therapy.52,53

Policy pathways toward equitable  
obesity pharmacotherapy
Addressing the structural determinants of access 
requires coordinated policies. The proposed 
Treat and Reduce Obesity Act would remove the 
statutory exclusion of AOMs from Medicare Part 
D; however, enactment and implementation 
remain uncertain.36 In December 2025, the Cen
ters for Medicare & Medicaid Services (CMS) 
announced the voluntary Better Approaches to 
Lifestyle and Nutrition for Comprehensive Health 
Model, which was designed to negotiate lower 
GLP-1 prices and standardize coverage while 
integrating lifestyle support. CMS stated that 
Medicaid participation could begin as early as 
May 2026 and Medicare Part D participation in 
January 2027; a separate Medicare payment dem-
onstration was announced for July 2026.54 These 
dates describe announced program plans and 

Figure 3.  Proposed integrated model for equitable GLP-1 receptor agonist delivery in primary care obesity 
management. The model emphasizes that equitable delivery depends on coordinated assessment, shared 
decision-making, pharmacotherapy, lifestyle support, adherence monitoring, and maintenance.
BMI, body mass index; GLP-1, glucagon-like peptide-1; RDN, registered dietitian nutritionist; SDoH, social determinants of 
health.
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should not be read as confirmed enrollment or 
uptake.

Manufacturer pricing strategies also warrant scru-
tiny. In its 2025 assessment, the ICER recom-
mended that manufacturers consider substantial 
price discounts in exchange for higher volumes 
and that payers avoid coverage policies that worsen 
disparities.33 Internationally, the WHO has called 
for action on manufacturing, affordability, and sys-
tem readiness and stated that it would work with 
stakeholders in 2026 on an equitable prioritization 
framework.17 These recommendations acknowl-
edge that lower unit prices alone will not resolve 
workforce, delivery, and continuity of care barri-
ers. At the clinical level, equitable obesity care 
requires clinician education, decision support, 
multidisciplinary pathways, and attention to the 
social determinants of health. Culturally and lin-
guistically responsive care should be integrated 
with pharmacotherapy, nutrition, physical activity, 
and long-term follow-up.9,17,33 These proposals 
should be interpreted considering the methodo-
logical and evidence-based limitations below.

Limitations
This review has some limitations. The topic-
directed narrative approach was not exhaustive 
and did not use a prespecified protocol, duplicate 
screening, or formal risk of bias assessment; 
therefore, it may have missed non-English-lan-
guage and unpublished evidence. The evidence 
base combines randomized trials, observational 
studies, surveys, and policy reports with heteroge-
neous populations, indications, and outcomes, 
limiting direct comparisons and causal interpreta-
tions. Because coverage rules, manufacturer pro-
grams, drug prices, indications, and supply 
conditions change rapidly, policy and cost esti-
mates may become outdated. The detailed payer 
analysis emphasizes the United States; although 
an international context was added, the conclu-
sions may not be generalizable to health systems 
with different financing and primary care struc-
tures. Finally, several access and adherence find-
ings were derived from commercially insured or 
single-system cohorts, which may underrepresent 
uninsured and lower-resource populations.

Conclusion
GLP-1 receptor agonists have changed obesity 
treatment by producing substantial weight loss 

and cardiovascular benefits in selected popula-
tions. However, their population impact depends 
on more than just efficacy. Primary care readi-
ness, clinician training, weight bias, affordability, 
insurance design, and sustained treatment sup-
port shape who receives and benefits from ther-
apy. Current evidence documents disparities in 
prescribing and prescription fills; however, many 
studies are observational and cannot establish a 
single causal mechanism. Equitable implementa-
tion therefore requires coordinated pricing and 
coverage policies, workforce development, per-
son-centered care, and long-term monitoring. 
The WHO’s conditional recommendation pro-
vides a useful framework because it links clinical 
use to health system preparedness, comprehen-
sive care, and fair access. Without these safe-
guards, effective therapies could reinforce, rather 
than reduce, existing inequities.

Declarations

Ethics approval and consent to participate
Not applicable. This narrative review did not 
involve human participants, identifiable patient 
data, or prospective data collection; therefore, 
institutional review board approval and partici-
pant consent were not required.

Consent for publication
Not applicable. The manuscript contains no 
identifiable patient data or images.

Author contributions
Mohamed Mustaf Ahmed: Writing – original 
draft.

Rahmatullah Nazari: Writing – review & 
editing.

Zhinya Kawa Othman: Data curation.

Shuaibu Saidu Musa: Data curation; Writing – 
original draft.

Olalekan John Okesanya: Data curation; 
Investigation.

Uthman Okikiola Adebayo: Writing – original 
draft.

Francesco Branda: Writing – review & editing.

Abdullahi Hassan Elmi: Writing – review & 
editing.

Don Eliseo Lucero Prisno III: Concept
ualization; Supervision.

https://journals.sagepub.com/home/tae


Therapeutic Advances in 
Endocrinology and Metabolism Volume 17

10	 journals.sagepub.com/home/tae

Acknowledgments
The author acknowledges the support of the 
Center of Research and Development (CRD), 
SIMAD University, Mogadishu, Somalia.

Funding
The authors received no financial support for the 
research, authorship, and/or publication of this 
article.

Competing interests
The authors declare that there is no conflict of 
interest.

Availability of data and materials
Not applicable. No new datasets were generated 
or analyzed for this narrative review.

ORCID iDs
Mohamed Mustaf Ahmed  https://orcid.
org/0009-0006-5991-4052

Zhinya Kawa Othman  https://orcid.
org/0009-0008-3914-0867

Shuaibu Saidu Musa  https://orcid.
org/0000-0003-0138-3261

Uthman Okikiola Adebayo  https://orcid.
org/0009-0000-2000-7451

Abdullahi Hassan Elmi  https://orcid.
org/0009-0006-5038-8017

Declaration of AI use
The author acknowledges the use of Paperpal AI 
(https://paperpal.com/) for its “Language Edit” 
and “Make Academic” features to improve the 
clarity and readability of this manuscript. This 
assistance was limited to language refinement. All 
analyses and interpretations were solely per-
formed by the authors.

References
	 1.	 World Health Organization (WHO). Obesity 

and overweight, https://www.who.int/news-room/
fact-sheets/detail/obesity-and-overweight (2025, 
accessed 12 April 2026).

	 2.	 Phelps NH, et al. Worldwide trends in 
underweight and obesity from 1990 to 2022: a 
pooled analysis of 3663 population-representative 
studies with 222 million children, adolescents, 
and adults. Lancet 2024; 403(10431):  
1027–1050.

	 3.	 Bryan S, et al. National Health and Nutrition 
Examination Survey 2017—March 2020 
Prepandemic data files-development of files 
and prevalence estimates for selected health 
outcomes. National Health Statistics Reports, 
No. 158. Hyattsville, MD: National Center for 
Health Statistics, 2021.

	 4.	 The GBD 2015 Obesity Collaborators. The 
health effects of overweight and obesity in 195 
countries over 25 years. N Engl J Med 2017; 
377(1): 13–27.

	 5.	 Cawley J, et al. Direct medical costs of obesity in 
the United States and the most populous states.  
J Manag Care Spec Pharm 2021; 27(3): 354–366.

	 6.	 Wilding JPH, et al. Once-weekly semaglutide in 
adults with overweight or obesity. N Engl J Med 
2021; 384(11): 989–1002.

	 7.	 Jastreboff AM, et al. Tirzepatide once weekly 
for the treatment of obesity. N Engl J Med 2022; 
387(3): 205–216.

	 8.	 Lincoff AM, et al. Semaglutide and cardiovascular 
outcomes in obesity without diabetes. N Engl J 
Med 2023; 389(24): 2221–2232.

	 9.	 Parretti HM, et al. A review of the management 
of obesity in primary care. Clin Obes 2026; 16(1): 
e70040.

	10.	 Smith M, Gallagher C, Weber D, et al. Health 
care providers’ attitudes and counseling behaviors 
related to obesity. Obes Sci Pract 2023; 9(5); 
501–507.

	11.	 Busetto L, Sbraccia P and Vettor R. Obesity 
management: at the forefront against disease 
stigma and therapeutic inertia. Eat Weight Disord 
2022; 27(2): 761–768.

	12.	 Peterson-KFF Health System Tracker. How 
do prices of drugs for weight loss in the U.S. 
compare to peer nations’ prices?, https://www.
healthsystemtracker.org/brief/prices-of-drugs-for-
weight-loss-in-the-us-and-peer-nations/ (2023, 
accessed 21 April 2026).

	13.	 Wegovy. Want to save? You’ve got options, 
https://www.wegovy.com/obesity/what-to-pay-for-
wegovy.html (2026, accessed 29 June 2026).

	14.	 Investors. Zepbound (tirzepatide), the most 
prescribed weight management medication in 
2025, Now available in multi-dose KwikPen. 
https://investor.lilly.com/news-releases/news-
release-details/zepbound-tirzepatide-most-
prescribed-weight-management (2026, accessed 
29 June 2026).

	15.	 Gasoyan H, Pfoh ER, Schulte R, et al. 
Association of patient characteristics and 

https://journals.sagepub.com/home/tae
https://orcid.org/0009-0006-5991-4052
https://orcid.org/0009-0006-5991-4052
https://orcid.org/0009-0008-3914-0867
https://orcid.org/0009-0008-3914-0867
https://orcid.org/0000-0003-0138-3261
https://orcid.org/0000-0003-0138-3261
https://orcid.org/0009-0000-2000-7451
https://orcid.org/0009-0000-2000-7451
https://orcid.org/0009-0006-5038-8017
https://orcid.org/0009-0006-5038-8017
https://paperpal.com/
https://www.who.int/news-room/fact-sheets/detail/obesity-and-overweight
https://www.who.int/news-room/fact-sheets/detail/obesity-and-overweight
https://www.healthsystemtracker.org/brief/prices-of-drugs-for-weight-loss-in-the-us-and-peer-nations/
https://www.healthsystemtracker.org/brief/prices-of-drugs-for-weight-loss-in-the-us-and-peer-nations/
https://www.healthsystemtracker.org/brief/prices-of-drugs-for-weight-loss-in-the-us-and-peer-nations/
https://www.wegovy.com/obesity/what-to-pay-for-wegovy.html
https://www.wegovy.com/obesity/what-to-pay-for-wegovy.html
https://investor.lilly.com/news-releases/news-release-details/zepbound-tirzepatide-most-prescribed-weight-management
https://investor.lilly.com/news-releases/news-release-details/zepbound-tirzepatide-most-prescribed-weight-management
https://investor.lilly.com/news-releases/news-release-details/zepbound-tirzepatide-most-prescribed-weight-management


MM Ahmed, R Nazari et al.

journals.sagepub.com/home/tae	 11

insurance type with anti-obesity medications 
prescribing and fills. Diabetes Obes Metab 2024; 
26(5): 1687–1696.

	16.	 Celletti F, Farrar J and De Regil L. World Health 
Organization guideline on the use and indications 
of glucagon-like peptide-1 therapies for the 
treatment of obesity in adults. JAMA 2026; 
335(5): 434.

	17.	 World Health Organization (WHO). WHO issues 
global guideline on the use of GLP-1 medicines 
in treating obesity, https://www.who.int/news/
item/01-12-2025-who-issues-global-guideline-
on-the-use-of-glp-1-medicines-in-treating-obesity 
(2025, accessed 21 April 2026).

	18.	 Wong HJ, et al. Efficacy of GLP-1 receptor 
agonists on weight loss, BMI, and waist 
circumference for patients with obesity or 
overweight: a systematic review, meta-analysis, 
and meta-regression of 47 randomized controlled 
trials. Diabetes Care 2025; 48(2): 292–300.

	19.	 Müller TD, et al. Glucagon-like peptide 1 (GLP-
1). Mol Metab 2019; 30: 72–130.

	20.	 Müller TD, Blüher M, Tschöp MH, et al. Anti-
obesity drug discovery: advances and challenges. 
Nat Rev Drug Discov 2022; 21(3): 201–223.

	21.	 Christensen R, Kristensen PK, Bartels EM, 
et al. Efficacy and safety of the weight-loss drug 
rimonabant: a meta-analysis of randomised trials. 
Lancet 2007; 370(9600): 1706–1713.

	22.	 James WPT, et al. Effect of sibutramine on 
cardiovascular outcomes in overweight and obese 
subjects. N Engl J Med 2010; 363(10): 905–917.

	23.	 Sharretts J, Galescu O, Gomatam S, et al. Cancer 
risk associated with lorcaserin—the FDA’s review 
of the CAMELLIA-TIMI 61 trial. N Engl J Med 
2020; 383(11): 1000–1002.

	24.	 Xie Y, Choi T and Al-Aly Z. Mapping the 
effectiveness and risks of GLP-1 receptor 
agonists. Nat Med 2025; 31(3): 951–962.

	25.	 Wharton S, et al. Orforglipron, an oral small-
molecule GLP-1 receptor agonist for obesity 
treatment. N Engl J Med 2025; 393(18): 1796–
1806.

	26.	 Ryan DH, et al. Long-term weight loss effects of 
semaglutide in obesity without diabetes in  
the SELECT trial. Nat Med 2025; 30(7): 
2049–2057.

	27.	 Garvey WT, Mahle CD, Bell T, et al. Healthcare 
professionals’ perceptions and management of 
obesity & knowledge of glucagon, GLP-1, GIP 
receptor agonists, and dual agonists. Obes Sci 
Pract 2024; 10(3): e756.

	28.	 Rubino F, et al. Joint international consensus 
statement for ending stigma of obesity. Nat Med 
2020; 26(4): 485–497.

	29.	 Haggerty T, Dekeseredy P, Bailey J, et al. 
Navigating coverage: a qualitative study exploring 
the perceived impact of an insurance company 
policy to discontinue coverage of antiobesity 
medication. Obes Pillars 2024; 11: 100120.

	30.	 Bannuru RR. Weight stigma and bias: standards 
of care in overweight and obesity—2025. BMJ 
Open Diabetes Res Care 2025; 13(Suppl. 1): 
e004962.

	31.	 Henderson Lewis K, Sloan CE, Bessesen DH, 
et al. Effectiveness and safety of drugs for obesity. 
BMJ 2024; 384: e072686.

	32.	 ICER Analytics. ICER publishes final evidence 
report and policy recommendations on treatments 
for obesity management. Institute for Clinical 
and Economic Review (ICER), https://icer.org/
news-insights/press-releases/icer-publishes-final-
evidence-report-and-policy-recommendations-
on-treatments-for-obesity-management/ (2022, 
accessed 21 April 2026).

	33.	 ICER Analytics. Institute for clinical and 
economic review publishes final evidence report 
on treatments for obesity. Institute for Clinical 
and Economic Review (ICER), https://icer.org/
pressreleases/institute-for-clinical-and-economic-
review-publishes-final-evidence-report-on-
treatments-for-obesity/ (2025, accessed 21 April 
2026).

	34.	 Shi I, Khan SS, Yeh RW, et al. Semaglutide 
eligibility across all current indications for US 
adults. JAMA Cardiol 2025; 10(1): 96–98.

	35.	 Hwang JH, Laiteerapong N, Huang ES, et al. 
Fiscal impact of expanded Medicare coverage for 
GLP-1 receptor agonists to treat obesity. JAMA 
Health Forum 2025; 6(4): e250905.

	36.	 Hernandez I, Wright DR, Guo J, et al. Medicare 
Part D coverage of anti-obesity medications: a 
call for forward-looking policy reform. J Gen 
Intern Med 2024; 39(2): 306–308.

	37.	 Mahase E. Semaglutide’s CVD indication could 
cost US Medicare $145bn extra a year. BMJ 
2024; 386: q1878.

	38.	 Kaiser Family Foundation (KFF). Medicaid 
coverage of and spending on GLP-1s, https://
www.kff.org/medicaid/medicaid-coverage-of-and-
spending-on-glp-1s/ (2026, accessed 21 April 
2026).

	39.	 Kim N, et al. The relative value of anti-obesity 
medications compared to similar therapies. 
Clinicoecon Outcomes Res 2023; 15: 51–62.

https://journals.sagepub.com/home/tae
https://www.who.int/news/item/01-12-2025-who-issues-global-guideline-on-the-use-of-glp-1-medicines-in-treating-obesity
https://www.who.int/news/item/01-12-2025-who-issues-global-guideline-on-the-use-of-glp-1-medicines-in-treating-obesity
https://www.who.int/news/item/01-12-2025-who-issues-global-guideline-on-the-use-of-glp-1-medicines-in-treating-obesity
https://icer.org/news-insights/press-releases/icer-publishes-final-evidence-report-and-policy-recommendations-on-treatments-for-obesity-management/
https://icer.org/news-insights/press-releases/icer-publishes-final-evidence-report-and-policy-recommendations-on-treatments-for-obesity-management/
https://icer.org/news-insights/press-releases/icer-publishes-final-evidence-report-and-policy-recommendations-on-treatments-for-obesity-management/
https://icer.org/news-insights/press-releases/icer-publishes-final-evidence-report-and-policy-recommendations-on-treatments-for-obesity-management/
https://icer.org/pressreleases/institute-for-clinical-and-economic-review-publishes-final-evidence-report-on-treatments-for-obesity/
https://icer.org/pressreleases/institute-for-clinical-and-economic-review-publishes-final-evidence-report-on-treatments-for-obesity/
https://icer.org/pressreleases/institute-for-clinical-and-economic-review-publishes-final-evidence-report-on-treatments-for-obesity/
https://icer.org/pressreleases/institute-for-clinical-and-economic-review-publishes-final-evidence-report-on-treatments-for-obesity/
https://www.kff.org/medicaid/medicaid-coverage-of-and-spending-on-glp-1s/
https://www.kff.org/medicaid/medicaid-coverage-of-and-spending-on-glp-1s/
https://www.kff.org/medicaid/medicaid-coverage-of-and-spending-on-glp-1s/


Therapeutic Advances in 
Endocrinology and Metabolism Volume 17

12	 journals.sagepub.com/home/tae

	40.	 Peterson-KFF Health System Tracker. 
Perspectives from employers on the costs 
and issues associated with covering GLP-1 
agonists for weight loss [Internet], https://www.
healthsystemtracker.org/brief/perspectives-from-
employers-on-the-costs-and-issues-associated-
with-covering-glp-1-agonists-for-weight-loss/ 
(2024, accessed 21 April 2026).

	41.	 Roser P, Bajaj SS and Stanford FC. International 
lack of equity in modern obesity therapy: the 
critical need for change in health policy.  
Int J Obes 2022; 46(9): 1571–1572.

	42.	 Sarpatwari A, Soto MJ, Ganguli I, et al. 
Glucagon-like peptide-1 receptor agonist order 
fills and out-of-pocket costs by race, ethnicity, 
and indication. JAMA Health Forum 2025; 6(10): 
e254258.

	43.	 Pandey A, Ye Y, Wells CR, et al. Estimating the 
lives that could be saved by expanded access to 
weight-loss drugs. Proc Natl Acad Sci U S A 2024; 
121(43): e2412872121.

	44.	 Azizi Z, Rodriguez F and Assimes TL. Digital 
footprints of obesity treatment: GLP-1 receptor 
agonists and the health equity divide. Circulation 
2024; 150(3): 171–173.

	45.	 Nashwan AJ. Glucagon-like peptide-1 receptor 
agonists for arthritis and osteoarthritis. Cureus 
2025; 17(9): e93373.

	46.	 Nashwan AJ, et al. Exploring glucagon-like 
peptide-1 receptor agonists usage among non-
diabetic healthcare providers: a cross-sectional 
multi-country study. Health Sci Rep 2025; 8(4): 
e70638.

	47.	 Rehman A and Nashwan AJ. The rising threat of 
counterfeit GLP-1 receptor agonists: implications 
for public health. J Med Surg Public Health 2024; 
3: 100136.

	48.	 Jaradat JH, et al. Assessing the oncological safety 
of glucagon-like peptide-1 receptor agonists: 
a systematic review and meta-analysis. Cureus 
2025; 17(11): e96071.

	49.	 Gleason PP, Urick BY, Marshall LZ, et al. Real-
world persistence and adherence to glucagon-
like peptide-1 receptor agonists among obese 
commercially insured adults without diabetes.  
J Manag Care Spec Pharm 2024; 30(8): 860–867.

	50.	 Weiss T, et al. Real-world weight change, 
adherence, and discontinuation among patients 
with type 2 diabetes initiating glucagon-like 
peptide-1 receptor agonists in the UK.  
BMJ Open Diabetes Res Care 2022; 10(1): 
e002517.

	51.	 Wilding JPH, et al. Weight regain and 
cardiometabolic effects after withdrawal of 
semaglutide: the STEP 1 trial extension.  
Diabetes Obes Metab 2022; 24(8): 1553–1564.

	52.	 Mozaffarian D, et al. Nutritional priorities 
to support GLP-1 therapy for obesity: a joint 
Advisory from the American College of Lifestyle 
Medicine, the American Society for Nutrition, 
the Obesity Medicine Association, and the 
Obesity Society. Obesity 2025; 33(8): 1475–1503.

	53.	 Gorgojo-Martínez JJ, et al. Clinical 
recommendations to manage gastrointestinal 
adverse events in patients treated with GLP-1 
receptor agonists: a multidisciplinary expert 
consensus. J Clin Med 2022; 12(1): 145.

	54.	 CMA.gov. CMS launches voluntary model 
to expand access to life-changing medicines, 
promote healthier living. Centers for Medicare & 
Medicaid Services (CMS), https://www.cms.gov/
newsroom/press-releases/cms-launches-voluntary-
model-expand-access-life-changing-medicines-
promote-healthier-living (2025, accessed  
21 April 2026).

Visit Sage journals online 
journals.sagepub.com/
home/tae

 Sage journals

https://journals.sagepub.com/home/tae
https://www.healthsystemtracker.org/brief/perspectives-from-employers-on-the-costs-and-issues-associated-with-covering-glp-1-agonists-for-weight-loss/
https://www.healthsystemtracker.org/brief/perspectives-from-employers-on-the-costs-and-issues-associated-with-covering-glp-1-agonists-for-weight-loss/
https://www.healthsystemtracker.org/brief/perspectives-from-employers-on-the-costs-and-issues-associated-with-covering-glp-1-agonists-for-weight-loss/
https://www.healthsystemtracker.org/brief/perspectives-from-employers-on-the-costs-and-issues-associated-with-covering-glp-1-agonists-for-weight-loss/
https://www.cms.gov/newsroom/press-releases/cms-launches-voluntary-model-expand-access-life-changing-medicines-promote-healthier-living
https://www.cms.gov/newsroom/press-releases/cms-launches-voluntary-model-expand-access-life-changing-medicines-promote-healthier-living
https://www.cms.gov/newsroom/press-releases/cms-launches-voluntary-model-expand-access-life-changing-medicines-promote-healthier-living
https://www.cms.gov/newsroom/press-releases/cms-launches-voluntary-model-expand-access-life-changing-medicines-promote-healthier-living

