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ABSTRACT

The Duke Clinical Research Institute hosted a think tank, “Anti-Obesity Pharmacotherapy: Need for Guidance, Access, 
and Equity” in October 2024. This brought together multi-industry stakeholders to align and advance the field of obesity 
medications (OMs). Key themes included the need for an evidence-based, patient-centric definition of obesity 
incorporating alternative measures of excess or dysfunctional adiposity, obesity symptoms, and obesity-related 
complications; barriers to OM access (cost and availability) that perpetuate inequalities in care; ambiguity in optimal 
clinical OM use; challenges of novel clinical trial designs; and ethics of placebo-controlled trials. Action items included a 
cross-stakeholder obesity research roadmap, standardized obesity measures inclusive of and beyond body mass index, 
strategies to ensure equitable OM access, and a forum to address regulatory and payer challenges. The complex, rapidly 
developing field of obesity research and OM development requires a strategy to ensure equitable, streamlined research 
and access to OMs. (JACC Adv. 2026;■:102713) © 2026 The Authors. Published by Elsevier on behalf of the American 
College of Cardiology Foundation. This is an open access article under the CC BY-NC-ND license (http:// 
creativecommons.org/licenses/by-nc-nd/4.0/).

O besity and overweight impact the lives of 
approximately 172 to 205 million adults in 
the United States.1,2 At a societal level, 

obesity is estimated to cost ∼425 billion U.S. dollars 
annually,3,4 and the prevalence of overweight and 
obesity is expected to reach over 50% of the U.S. pop
ulation by 2030,5 further increasing the potential 
financial burden.

Multifaceted strategies involving a wide range of 
stakeholders are essential to combat rising obesity 
rates and associated comorbidities. Recent de
velopments in obesity medications (OMs) have 
proven effective in treating obesity;6-8 however, 
these developments have resulted in unique imple
mentation challenges. In early days, manufacturers 
struggled to keep up with unexpected demand, 
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leading to drug shortages that made it diffi
cult for health care systems to meet patient 
demands, and the cost of OMs continue to 
make them unattainable for many. Addi
tional challenges include identifying pa
tients most likely to benefit from OMs, 
ensuring equitable access, determining stra

tegies for long-term weight maintenance, identifying 
relevant nonweight-based endpoints, and developing 
clinical trial designs to efficiently address these un
knowns and elucidate the optimal use of OMs in 
chronic disease treatment and the prevention of 
obesity-related complications. The navigation of 
current and upcoming challenges will shape the field 
of obesity care for decades, highlighting the impor
tance of coordinated, equitable, and efficient actions 
from multiple stakeholders. This report has been 
compiled with the goal of identifying concrete action 
items to advance this field (Central Illustration).

METHODS

The Duke Clinical Research Institute hosted a think 
tank titled “Anti-Obesity Pharmacotherapy: An Ur
gent Need for Guidance, Access, and Equity” on 
October 16 to 17, 2024. The think tank comprised 
thought leaders and experts across the spectrum of 
the clinical research enterprise. The think tank or
ganizers (P.G., C.H., J.J., A.J., and N.P.) developed an 
outline for topics of interest related to antiobesity 
pharmacotherapy that were purposefully matched to 
potential speakers across stakeholder groups, 
leveraging pre-existing relationships and prior think 
tank participation. This structured, multistakeholder 
approach was intended to ensure that the perspec
tives and recommendations presented would reflect 
practical considerations across clinical care, trial 
design, regulatory science, and payer decision- 
making rather than the views of any single 
discipline. As such, the themes outlined in this 
manuscript are meant to complement existing 
empirical evidence by highlighting cross-cutting 
challenges and opportunities that are difficult to 
capture through traditional single-stakeholder 
studies alone. Participants were subsequently 
invited with the possibility of recommending addi
tional speakers and fine-tuning discussion topics. All 
meeting sessions were recorded and summarized at 
the end of each session, with specific themes and 
potential action items identified. These summaries 
were presented at the end of each day to participants 
to ensure that they were representative of the dis
cussion and to provide an opportunity for clarifica
tion. Following the meeting, a meeting brief was 

created that outlined key concepts and action items 
with iterative feedback from participants. The key 
themes and actionable items that emerged from the 
discussions are outlined within this manuscript.

KEY THEMES

DEFINING OBESITY. The definition of obesity has 
been long debated, but there has been agreement 
that obesity is a chronic disease. Obesity has an un
derlying neurometabolic biology that results in 
excess body fat accumulation. Although obesity can 
be quantified with the use of body mass index (BMI), 
BMI is a calculated measure that was designed to be a 
screening tool, not a diagnostic tool. Obesity has 
historically been defined as having a BMI of $30 kg/m2 

and overweight as having a BMI $25 kg/m2.9

However, due to a lack of diversity in the populations 
studied to create these BMI criteria, sex and racial 
and ethnic variations are not captured accurately in 
historic categorizations of BMI.10 Recognizing 
these limitations, prior guidelines have introduced 
waist circumference as a complementary measure of 
central adiposity and incorporated BMI, adiposity 
distributions, and obesity-related comorbidities into a 
risk-stratified framework to guide clinical assessment 

HIGHLIGHTS

• The Duke Clinical Research Institute 
brought together stakeholders to 
participate in a think tank titled “Anti- 
Obesity Pharmacotherapy: An Urgent 
Need for Guidance, Access, and Equity” 
to align on actionable action items to 
advance the field of obesity medications.

• Key actionable items include the devel
opment of a roadmap for obesity 
research, standardization of obesity 
metrics and endpoints, ensuring equi
table access to obesity medications, and 
evaluation of the regulatory and payer 
framework.

• Key components of the obesity research 
roadmap should include further under
standing of the lifelong epidemiology 
and pathophysiology of obesity, an 
evidence-based approach to the defini
tion of obesity and obesity outcomes, 
enhanced understanding of role of 
obesity medication, and efforts to 
improve education and health literacy 
among patients and providers alike.

A B B R E V I A T I O N S  

A N D  A C R O N Y M S

BMI = body mass index

GLP-1 = glucagon-like 
peptide-1

OM = obesity medication
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and treatment decisions.11 Together, BMI and waist 
circumference demonstrate a predictable relationship 
with total and central adiposity across a popula
tion.12,13 These anthropometric measurements remain 
easy, cost-effective measurements that may be 
leveraged to monitor trends on a population level or as 
a screening tool. However, the definition of obesity 
needs to advance beyond these 2 anthropolog
ical measurements.

Consensus was reached by the think tank partici
pants that the definition of obesity should evolve to 
more accurately capture various aspects of obesity, 
including metrics of adiposity (central and visceral 
adiposity and imaging metrics), functional limita
tions (joint/muscle pain, mobility, fatigue, sleep, and 
strength), psychological symptoms (stress, noci
ception, depression, anxiety, and cognitive impair
ment), complications of obesity (arthritis, 
obstructive sleep apnea, hypertension, metabolic 
dysfunction-associated steatotic liver disease, heart 
disease, and glucose dysregulation, including 

type 2 diabetes), and concomitant comorbidities/ 
manifestations.14 In January 2025, the Lancet Com
mission on Obesity proposed new diagnostic criteria 
for obesity,15 re-emphasizing the importance of con
firming obesity with an additional anthropometric 
measurement such as waist circumference or direct 
fat measurement. The diagnosis of obesity should 
also require the presence of either signs or symptoms 
of organ dysfunction secondary to obesity or limita
tions of mobility or activities of daily living due to 
obesity.

To translate an expanded definition of obesity into 
clinical practice, a pragmatic, tiered approach will be 
required. In routine care, BMI may continue to 
function as an initial screening tool, with confirma
tion of clinical obesity based on readily obtainable 
adjunctive measures (such as waist circumference 
and body fat composition) and screening for obesity- 
related symptoms or complications. In parallel, 
further studies will be required to identify which 
individuals are most likely to benefit from 

CENTRAL ILLUSTRATION Action Items to Address Challenges With Obesity Medications 

Gouda P, et al. JACC Adv. 2026;■(■):102713. 

Key actions items identified included the development of an obesity research roadmap with input from all stakeholders, the standardization 
of current and novel obesity metrics, development of a regular process to evaluate the regulatory and payer framework with regards to 
obesity medications, and development of strategies to ensure and measure equitable access to obesity medications.
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pharmacologic therapy based on these new criteria. 
Such an approach provides a transparent framework 
for payers by linking treatment eligibility to demon
strable disease burden and anticipated clinical 
benefit rather than anthropometry alone. For clinical 
trials and regulatory programs, sponsors could 
operationalize this definition through standardized 
inclusion criteria for obesity incorporating measures 
of adiposity and functional or organ-level impair
ment and through the incorporation of endpoints 
that extend beyond weight loss to include improve
ments in physical function, metabolic health, and 
obesity-related complications. These measures could 
align trial design, health benefit design, reimburse
ment decisions, and real-world effectiveness.

COMPREHENSIVE APPROACHES TO OBESITY 

MANAGEMENT. A core principle of obesity manage
ment centers around empowering patients to make 
lifestyle changes. Numerous studies have demon
strated that individualized nutrition consultation 
with a focus on creating a sustained energy deficit is 
an effective method of weight loss.16 Similarly, 
enabling patients to achieve 30 to 60 minutes of 
moderate aerobic activity accentuates weight loss in 
addition to improving a range of cardiovascular out
comes.17,18 Despite their proven effectiveness, access 
to these services and to obesity services in general 
remains a major barrier.19,20 A holistic approach to 
obesity management requires the concurrent 
assessment and management of mental health, with 
a known bidirectional relationship between mental 
health and obesity.21 Improving access to multidis
ciplinary, comprehensive obesity care that empha
sizes nutrition, physical activity, and mental health 
remains a strategic priority to improve obesity- 
related outcomes. While these comprehensive 
approaches are effective, their resource-intensive 
nature highlights the need for the complementary 
integration of pharmacological therapy. The inte
gration of pharmacological therapy in the primary 
care setting with multidisciplinary care models re
quires clear clinical pathways, appropriate provider 
education, and alignment of the reimbursement 
structure to support long-term, coordinated care.

THE VALUE AND COST OF OBESITY MEDICATIONS.

At the time of the think tank, several therapies had 
been approved for obesity-management (phenter
mine/topiramate [2012], naltrexone/bupropion 
[2014], liraglutide [2014], semaglutide [2021], tirze
patide [2023]);6-8,22,23 these therapies have been 
shown to lead to a mean weight loss ranging 
from − 8% to − 23% of baseline body weight over 

approximately 1.5 years. Several of these therapies 
also have additional benefits. The 2 most effective 
agents, semaglutide and tirzepatide, have demon
strated improved outcomes related to cardiovascular 
health,24-26 diabetes prevention,27 osteoarthritis,28

obstructive sleep apnea,29 and metabolic 
dysfunction-associated steatohepatitis30 among in
dividuals with obesity. Although these therapies can 
be expensive,31 the cost-effectiveness of these ther
apies on an individual and societal level is unknown. 
Microsimulation models estimate the cost- 
effectiveness ratios of OMs to range from 237,000 
(semaglutide) to 483,000 (liraglutide) U.S. dollars per 
quality-of-life year gained,32 which would suggest 
that these therapies are not cost-effective. However, 
these models have fundamental flaws in that they do 
not account for the cost savings associated with im
provements in obesity-related conditions such as 
cardiovascular outcomes, osteoarthritis, or sleep ap
nea, as supportive data are lacking. Importantly, a 
comprehensive assessment of the societal value of 
OMs must account for their potential lifetime, mul
tiorgan system benefits, as current cost-effectiveness 
analyses are largely derived from time-limited, sin
gle-disease trial data and therefore systematically 
underestimate their true preventive and economic 
impact. Data from employer-sponsored insurance 
programs suggest that employees with obesity who 
reduced their BMI by >5% demonstrated a 7% 
decrease in health care spending.33 The most recent 
draft report from the Institute of Clinical and Eco
nomic Review highlights that when accounting for 
obesity-related complications, semaglutide and tir
zepatide are highly cost effective, with the cost per 
quality-adjusted life-year ranging from 53,400– 
69,300 U.S. dollars,34 but further data from real- 
world effectiveness are still required.
IMPROVING EQUITY WITH OBESITY MEDICATIONS.

Obesity does not affect all populations equally. 
Obesity prevalence differs markedly by race, 
ethnicity, and geographic location.35 These dispar
ities are exacerbated because rural-dwelling, older, 
lower-socioeconomic status, and non-White in
dividuals are less likely to receive appropriate treat
ment for obesity,36-38 translating into disparities in 
obesity-related complications and mortality.39 The 
use of OMs can be harnessed to minimize these dis
parities but requires representation in clinical trials 
and equitable access. For instance, even though 
obesity disproportionately impacts Black individuals, 
especially Black women, obesity clinical trials are 
largely (74%) composed of non-Hispanic White par
ticipants.40 To date, recent trials have not 
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consistently achieved population-level representa
tion, underscoring the need for diversity plans to 
ensure that obesity clinical trial populations mirror 
real-world demographics. In terms of access, non- 
White individuals are 30 to 60% less likely to be 
started on a glucagon-like peptide-1 (GLP-1) receptor 
agonist,41 largely due to financial barriers.42 The 
financial burden (including co-payments) may lead to 
a disproportionate increase in the use of unregulated 
compounded OMs among marginalized populations; 
unregulated compounded OMs are not studied in 
clinical trials or Food and Drug Administration 
approved, and they have been associated with sig
nificant adverse effects.43

INITIATION, MAINTENANCE, AND DISCONTINUATION 

OF OBESITY MEDICATIONS. Guidelines typically 
recommend the initiation of OMs in adults with a BMI 
of $30 kg/m2 or a BMI of $27 kg/m2 with at least 1 
obesity-related comorbidity or complication after 
assessment of readiness/barriers to lifestyle 
changes.44,45 However, the observed variability in 
effectiveness of OMs highlights the need for studies 
that evaluate phenotype-driven (metabolic vs 
behavioral) and personalized approaches to OMs.46,47

One of the critical unresolved questions in this field 
is the long-term management of obesity. There is a 
significant need to develop an evidence-based defi
nition of “weight maintenance” and to determine 
whether weight maintenance is associated with 
improved outcomes and improved long-term body 
composition parameters. Another critical question 
centers on the duration of therapy with OMs. Studies 
have shown significant weight regain when incretin- 
based OMs like semaglutide48 and tirzepatide49 are 
stopped, which is expected, as obesity requires long- 
term therapy akin to any other chronic disease.50

Whether strategies such as a reduced-dose mainte
nance phase, gradual withdrawal of OMs, or inter
mittent “booster periods” with short-term OM use 
are effective remains to be investigated. Importantly, 
any such studies should consider whether such 
changes in intervention have been effective in the 
setting of other chronic diseases. Harnessing real- 
world data to understand what occurs when pa
tients start and stop these OMs as part of routine care 
will be important.

An additional and increasingly salient consider
ation in long-term obesity pharmacotherapy is the 
potential for adverse effects related to body compo
sition, particularly loss of lean skeletal muscle mass 
and the downstream risk of sarcopenia. Emerging 
imaging-based and body composition analyses from 
clinical trials of GLP-1-based therapies demonstrate 

that a meaningful proportion of total weight loss may 
derive from lean mass, with substantial interindi
vidual variability.51 These changes may have impor
tant implications for physical function, frailty, 
metabolic resilience, and long-term cardiovascular 
risk, particularly among older adults and individuals 
with established cardiovascular disease. Accordingly, 
the cardiometabolic community has increasingly 
recognized the need to contextualize pharmacologi
cally induced weight loss within broader frameworks 
of muscle health and functional outcomes.52

Concerns regarding potential long-term effects on 
muscle mass and physical function are commonly 
encountered in clinical discussions and reflect the 
chronic nature of obesity treatment. Interventions to 
minimize muscle loss during pharmacologic weight 
reduction will likely require deliberate coin
terventions, including resistance exercise, adequate 
protein intake, and periodic assessment of strength 
and physical performance.53 Several “muscle- 
sparing” agents are currently being evaluated to 
explore the utility of these agents in preserving lean 
muscle mass during weight loss. Bimagrumab is an 
activin type II receptor blocker that has demon
strated the ability to increase lean mass by 3.6% 
while decreasing body weight by 6.5% in a phase 2 
weight loss intervention study in patients with dia
betes.54 A phase 2 study exploring the utility of 
bimagrumab in conjunction with tirzepatide among 
patients without diabetes is currently underway, 
with results expected by the end of 2026 
(NCT06643728). Two additional agents (trevogru
mab, a human monoclonal antibody targeting myo
statin, and garetosmab, a human IgG4 monoclonal 
antibody that targets activin A) are being explored in 
a variety of combinations in addition to semaglutide 
in an ongoing phase 2 trial (NCT06299098). Enobo
sarm, a selective androgen receptor modulator that 
mimics testosterone, is also being evaluated in 
combination with GLP-1 receptor agonists 
(NCT06282458). Overall, the regulatory path forward 
with these agents remains unclear. Further clarity is 
required to define who should be considered for 
these agents, which may include all-comers or target 
those who are at highest risk of sarcopenia. In addi
tion, the recommended timing of the use of these 
interventions, that is, whether they should be initi
ated at the time of weight loss therapy initiation or 
when there is objective evidence of sarcopenia, re
mains unknown. To clarify these aspects, collabora
tion between clinicians, researchers, industry, 
regulators, and patient advocates will be required.

Future long-term trials and postmarketing sur
veillance should therefore incorporate standardized 
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measures of body composition, muscle strength, and 
functional status to better characterize benefit-risk 
trade-offs and to guide durable, patient-centered 
treatment strategies. Such an approach is particu
larly important given the emerging recognition of 
sarcopenic obesity as a clinically relevant phenotype 
rather than a theoretical construct.55

CLINICAL TRIAL DESIGN. Clinical trials in the field 
of obesity should evolve to include pragmatic study 
designs and the recruitment of a more diverse and 
generalizable population. Adopting platform study 
designs could improve trial efficiency, particularly 
when multiple indications are sought for a single 
drug, by enabling the concurrent use of clinical trial 
sites and shared control groups. Unlike traditional 
trials, platform trials allow simultaneous investiga
tion of multiple interventions with the flexibility to 
add or remove therapies as new evidence emerges.

Another pragmatic element of interest includes 
the use of digital technologies to enable virtual or 
remote follow-up. All study designs, including bas
ket/platform trials, have inherent advantages and 
limitations, which require careful consideration on a 
case-by-case basis.56,57 A promising new model for 
obesity research is exemplified by the American 
Heart Association’s Healthy Living BEYOND Weight 
Study (NCT07075341), a nationwide observational 
cohort study designed to capture long-term, real- 
world health experiences of adults living with over
weight or obesity and those engaged in weight 
management, including medication use or bariatric 
procedures. Unlike traditional clinic-based trials, this 
study will recruit participants directly through digital 
platforms and use app-based surveys and optional 
electronic health record linkage to longitudinally 
assess lifestyle, treatment exposures, health behav
iors, and outcomes across a broad spectrum of 
individuals. By prioritizing large-scale, direct-to- 
participant engagement and repeated remote as
sessments, Healthy Living BEYOND Weight has the 
potential to generate highly generalizable data on the 
effectiveness, tolerability, and real-world impact of 
weight management strategies outside of controlled 
settings. This approach may accelerate understand
ing of how emerging therapies and integrated life
style factors influence cardiovascular, metabolic, and 
quality-of-life outcomes over time, offering insights 
that can complement traditional randomized trials 
and inform both clinical practice and public health 
strategy.

The use of placebo arms is also increasingly 
becoming an ethical issue in the obesity space now 
that there are several effective and safe products on 

the market.6-8 The decision to switch from placebo to 
an active comparator is nuanced. On one side, there 
may be clinicians who believe that given currently 
available evidence, it would be unethical to 
randomize an individual to placebo when non
investigational, proven efficacious therapies are 
available. Conversely, current access to OMs remains 
complicated, and patients may not have access to 
them without participating in a trial. An additional 
challenge with the use of placebo is retention; due to 
the unique, visible effects of active OM drugs, when 
patients realize they are on placebo, they may dis
continue the trial and pursue alternative OM access 
routes, therefore affecting the data quality. This 
phenomenon is now increasingly being observed in 
the placebo-treated arms of studies of obesity. One 
potential solution to address this concern is to offer 
all participants access to the investigational drug in 
long-term extension phases following study 
completion, contingent on the drug demonstrating 
safety and efficacy. An alternative to this approach 
that is being used in obesity pharmacotherapy trials 
is the use of a putative placebo.58 In obesity research, 
a putative placebo refers to an externally derived 
estimate of expected weight change in the absence of 
active pharmacologic therapy informed by prior 
randomized placebo-controlled trials, run-in periods, 
or historical control data. This approach may be 
useful in active-comparator or pragmatic study de
signs to contextualize observed weight loss and to 
assess whether treatment effects exceed those plau
sibly attributable to placebo response alone.

This strategy was employed in the SURPASS-CVOT 
(Study of Tirzepatide Compared with Dulaglutide on 
Major Cardiovascular Events in Participants with 
Type 2 Diabetes), which allowed the trial to simul
taneously assess superiority of tirzepatide against a 
putative placebo benchmark and noninferiority 
against dulaglutide.58,59 However, putative placebo 
comparisons rely on strong assumptions of 
exchangeability across trials and populations and are 
highly sensitive to differences in background life
style intervention, follow-up duration, baseline BMI, 
metabolic status, and secular trends in weight man
agement. Importantly, a putative placebo does not 
represent a randomized counterfactual or a formal 
estimand and therefore cannot support confirmatory 
inference, control of type I error, or causal attribution 
of treatment effects.

Accordingly, comparisons against a putative pla
cebo should be interpreted as contextual or descrip
tive rather than inferential. Clear prespecification of 
the data sources, assumptions, and uncertainty un
derlying any putative placebo estimate (including 
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sensitivity analyses across plausible benchmark sce
narios) is essential, particularly when such compari
sons are used to support claims of clinical relevance 
or to inform regulatory, payer, or clinical decision- 
making.

ACTIONABLE ITEMS

DEVELOP AN OBESITY RESEARCH ROADMAP. The 
field of obesity research would benefit from an 
obesity research roadmap that would highlight key 
challenges and unanswered questions that need to be 
addressed and prioritized by researchers and fun
ders. Establishing these priorities would simulta
neously allow for harmonization of obesity research 
across all stages of drug development, from preclin
ical to postapproval studies (Figure 1).

STANDARDIZE OBESITY METRICS. There is a need 
for standardization in the field of obesity research, 
including an evidence-based approach for defining 
obesity and treatment success. Standardization of 
these definitions will allow for data sharing across 
clinical trials and real-world registries. The January 
2025 Lancet Commission on the Diagnostic Criteria of 
Obesity began the process of updating and moving 
toward standardization of the definition of obesity on 
a population/epidemiological level15 by requiring an 
additional anthropometric criterion or direct body fat 
measurement as well as the presence of obesity- 
related organ dysfunction or significant limitations 

in daily activities or mobility due to obesity. These 
definitions, when applied to retrospective and pro
spective clinical trials, will provide additional data 
on the prognostic importance of these changes. 
However, the commission concomitantly highlights 
that the absence of data adequately characterizing 
obesity and other obesity-related metrics (such as 
criteria for disease control) will need to be evaluated 
as new evidence becomes available. Going forward, it 
will be important for sponsors to establish consensus 
on the most critical data elements to capture in 
clinical trials, such as changes in fat and lean mass, 
physical function, and other relevant biomarkers. 
Aligning on these priorities will enable more precise 
characterization of obesity, support the development 
of personalized treatment strategies, and ultimately 
impact clinical outcomes.

ENSURE EQUITABLE ACCESS TO OBESITY MEDICATIONS.

As with all novel pharmacotherapies, disparities exist 
in the utilization of OMs. As such, understanding the 
use of OMs throughout the United States will be the 
key to understanding the changing landscape of 
obesity. These evaluations could provide insights on 
differences in utilization across sexes, visible mi
norities, socioeconomic statuses, and rural/urban 
populations. Any observed disparities should trigger 
deeper qualitative evaluations to understand their 
underlying causes, inform strategies to address 
identified barriers, and assess the effectiveness of 
resulting interventions and programs. These 

FIGURE 1 Obesity Research Roadmap 

Key components of an obesity research roadmap will require enhanced understanding of the lifelong epidemiology (patient journey) and pathophysiology of obesity, 
improvements of various definitions used to describe obesity and obesity outcomes, further data regarding the utility of obesity medications in different stages of 
obesity and how they should be used long term, and development of initiatives to improve education and health literacy among the general public and healthcare 
providers. OM = obesity medication.
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assessments should harness generalizable, 
population-wide databases, including claims data
bases, electronic health records from a variety of 
health systems, and registries. This evidence will 
further support development of precision medicine 
and provide clarity into its impact on clinical out
comes and health utilization.

EVALUATE THE REGULATORY/PAYER FRAMEWORK.

Collectively, the think tank recognized that the field 
of OMs is rapidly evolving; as such, a forum where 
regulators, payers, and employers can meet with 
other stakeholders (clinicians, industry, and patient/ 
advocacy organizations) to routinely evaluate topics 
of interest and debate would be of great use. Topics 
that may require regular re-evaluation include reim
bursement standards in special populations, class 
indications for labeling, use of innovative clinical 
trial designs, novel endpoints in obesity trials, and 
the need for continued use of placebo-controlled 
trials. This forum will serve as a facilitator of policy 
changes and accelerate implementation in the field 
of obesity.

CONCLUSIONS

Obesity science is evolving at an unprecedented 
pace, and the introduction of novel OMs demon
strates both great potential as well as significant 
challenges. In the face of the global health crisis that 
is obesity, the speed and effectiveness with which 
these challenges are navigated will have significant 
implications for population health. Amid these un
certainties, the think tank participants underscore 
the need for increased attention and prioritization of 
obesity research across a broad spectrum of stake
holders to ensure that innovation translates into 
meaningful health outcomes.

ACKNOWLEDGMENTS The authors would like to 
thank Jennifer Gloc for her assistance in organizing 
the think tank and Diana Steele Jones for her 

assistance in preparation and submission of this 
manuscript.

FUNDING SUPPORT AND AUTHOR DISCLOSURES 

Dr Ryan has received honoraria from Novo Nordisk, Lilly, and PPD; 
consulting fees from Abbvie, Altimmune, Amgen, AstraZeneca, 
Boehringer Ingelheim, Biohaven, Calibrate, Carmot/Roche, CINRx, 
Currax, eMedd, Epitomee, Fractyl, Gila, Lilly, Nestle, Novo Nordisk, 
Pfizer, Regeneron, Source Bio, Structure Therapeutics, Tenvie, 
Wondr Health, and Zealan; and stock/stock options from Calibrate, 
Scientific Intake, Epitomee, Toman, and Xeno Bioscience. Dr Kocsis 
reports that Milken Institute has received project funding from Eli 
Lilly & Co. Allyn is employed by the American Heart Association. Dr 
Belin is employed by Eli Lilly and Company with stock/stock options. 
Dr Jessup is employed by the American Heart Association. Dr Luan is 
employed by AstraZeneca. Dr Waldstreicher has received consulting 
fees from Galapagos Pharmaceuticals; and leadership/fiduciary roles 
or financial interests with Structure therapeutics, Becton Dickinson, 
Poplar Therapeutics, Merck, and Johnson & Johnson. Dr Butler has 
received consulting fees from Abbott, Adaptyx, American Regent, 
Amgen, AskBio, AstraZeneca, Bayer, Boehringer Ingelheim, Bristol 
Myers Squibb, Cardiac Dimension, Cardior, CSLVifor, CVRx, Cytoki
netics, Daxor, Diastol, Edwards, Element Sciences, Faraday, Idorsia, 
Impulse Dynamics, Imbria, Innolife, Intellia, Inventiva, Levator, 
Lexicon, Eli Lilly, Mankind, Medtronic, Merck, New Amsterdam, 
Novartis, NovoNordisk, Pfizer, Pharmacosmos, Pharmain, Prolaio, 
Pulnovo, Regeneron, Renibus, Reprieve, Roche, Rycarma, Saillent, 
Salamandra, Salubris, SC Pharma, SQ Innovation, Secretome, 
Sequanna, Transmural, TekkunLev, Tenex, Tricog, Ultromic, Vera, 
and Zol. Dr Pagidipati reports consulting fees from Alnylam, Amgen, 
Astra Zeneca, Bayer, Boehringer Ingelheim, Corcept, Eli Lilly and 
Company, Esperion, Janssen Pharmaceuticals, Merck, New Amster
dam, Novartis, and Novo Nordisk. Dr Borentain is an employee of 
Bayer AG. Dr George is an employee of Amgen. Dr Kessler is an 
employee of Bristol Myers Squibb. Dr Lartey is an employee of 
Boehringer Ingelheim. Dr Jastreboff serves on scientific advisory 
boards for Amgen, AstraZeneca, Boehringer Ingelheim, Biohaven 
Pharmaceuticals, Inc., Eli Lilly and Company, IntelliHealth (stock/ 
stock options), Novo Nordisk A/S, Pfizer, Regeneron Pharmaceuti
cals, Inc., Scholar Rock, Structure Therapeutics Inc., Terns Pharma
ceuticals, WW International, Inc, and Zealand Pharma A/S. All other 
authors have reported that they have no relationships relevant to the 
contents of this paper to disclose.

ADDRESS FOR CORRESPONDENCE: Dr Neha J. 
Pagidipati, Duke Clinical Research Institute, 300 W 
Morgan Street, Suite 800, Durham, North Carolina 
27701, USA. E-mail: neha.pagidipati@duke.edu.

R E F E R E N C E S

1. Ng M, Dai X, Cogen RM, et al. National-level 
and state-level prevalence of overweight and 
obesity among children, adolescents, and adults 
in the USA, 1990-2021, and forecasts up to 2050. 
Lancet. 2024;404(10469):2278–2298. https:// 
doi.org/10.1016/S0140-6736(24)01548-4

2. Li M, Gong W, Wang S, Li Z. Trends in body 
mass index, overweight and obesity among adults 
in the USA, the NHANES from 2003 to 2018: a 

repeat cross-sectional survey. BMJ Open. 
2022;12(12):e065425. https://doi.org/10.1136/ 
bmjopen-2022-065425

3. OECD. The Heavy Burden of Obesity: The Eco
nomics of Prevention. Paris: OECD Publishing; 
2019. https://doi.org/10.1787/67450d67-en

4. Dall T, Sapra T, Natale Z, Livingston T, Chen F. 
Assessing the economic impact of obesity and 

overweight on employers: identifying paths to
ward work force health and well-being. Nutr 
Diabetes. 2024;14(1):96. https://doi.org/10. 
1038/s41387-024-00352-9

5. Ward ZJ, Bleich SN, Cradock AL, et al. Projected 
U.S. state-level prevalence of adult obesity and 
severe obesity. N Engl J Med. 2019;381(25):2440– 
2450. https://doi.org/10.1056/NEJMsa1909301

Gouda et al J A C C :  A D V A N C E S ,  V O L .  ■ ,  N O .  ■ ,  2 0 2 6  

Need for Progress in Obesity Pharmacotherapy ■ 2 0 2 6 : 1 0 2 7 1 3

8

mailto:neha.pagidipati@duke.edu
https://doi.org/10.1016/S0140%2D6736%2824%2901548%2D4
https://doi.org/10.1016/S0140%2D6736%2824%2901548%2D4
https://doi.org/10.1136/bmjopen%2D2022%2D065425
https://doi.org/10.1136/bmjopen%2D2022%2D065425
https://doi.org/10.1787/67450d67%2Den
https://doi.org/10.1038/s41387%2D024%2D00352%2D9
https://doi.org/10.1038/s41387%2D024%2D00352%2D9
https://doi.org/10.1056/NEJMsa1909301


6. Pi-Sunyer X, Astrup A, Fujioka K, et al. 
A randomized, controlled trial of 3.0 mg of liraglutide 
in weight management. N Engl J Med. 2015;373(1):11– 
22. https://doi.org/10.1056/NEJMoa1411892

7. Wilding JPH, Batterham RL, Calanna S, et al. 
Once-weekly semaglutide in adults with overweight 
or obesity. N Engl J Med. 2021;384(11):989–1002. 
https://doi.org/10.1056/NEJMoa2032183

8. Jastreboff AM, Aronne LJ, Ahmad NN, et al. 
Tirzepatide once weekly for the treatment of 
obesity. N Engl J Med. 2022;387(3):205–216. 
https://doi.org/10.1056/NEJMoa2206038

9. WHO Expert Committee. Physical status: the 
use and interpretation of anthropometry. Report 
of a WHO expert committee. World Health Organ 
Tech Rep Ser. 1995;854:312–344.

10. Stanford FC, Lee M, Hur C. Race, ethnicity, 
sex, and obesity: is it time to personalize the 
scale? Mayo Clin Proc. 2019;94(2):362–363. 
https://doi.org/10.1016/j.mayocp.2018.10.014

11. No authors listed. Clinical guidelines on the 
identification, evaluation, and treatment of over
weight and obesity in adults: executive summary. 
Expert panel on the identification, evaluation, and 
treatment of overweight in adults. Am J Clin Nutr. 
1998;68(4):899–917. https://doi.org/10.1093/ 
ajcn/68.4.899

12. Jackson AS, Stanforth PR, Gagnon J, et al. The 
effect of sex, age and race on estimating per
centage body fat from body mass index: the 
heritage family study. Int J Obes Relat Metab 
Disord. 2002;26(6):789–796. https://doi.org/10. 
1038/sj.ijo.0802006

13. Janssen I, Katzmarzyk PT, Ross R, et al. 
Fitness alters the associations of BMI and waist 
circumference with total and abdominal fat. Obes 
Res. 2004;12(3):525–537. https://doi.org/10. 
1038/oby.2004.60

14. Padwal RS, Pajewski NM, Allison DB, 
Sharma AM. Using the Edmonton obesity staging 
system to predict mortality in a population- 
representative cohort of people with overweight 
and obesity. CMAJ. 2011;183(14):E1059–E1066. 
https://doi.org/10.1503/cmaj.110387

15. Rubino F, Cummings DE, Eckel RH, et al. Defi
nition and diagnostic criteria of clinical obesity. 
Lancet Diabetes Endocrinol. 2025;13(3):221–262. 
https://doi.org/10.1016/S2213-8587(24)00316-4

16. Williams LT, Barnes K, Ball L, Ross LJ, 
Sladdin I, Mitchell LJ. How effective are dietitians 
in weight management? A systematic review and 
meta-analysis of randomized controlled trials. 
Healthcare (Basel). 2019;7(1):20. https://doi.org/ 
10.3390/healthcare7010020

17. Vissers D, Hens W, Taeymans J, Baeyens JP, 
Poortmans J, Van Gaal L. The effect of exercise on 
visceral adipose tissue in overweight adults: a 
systematic review and meta-analysis. PLoS One. 
2013;8(2):e56415. https://doi.org/10.1371/jour
nal.pone.0056415

18. Mi MY, Perry AS, Krishnan V, Nayor M. 
Epidemiology and cardiovascular benefits of 
physical activity and exercise. Circ Res. 
2025;137(2):120–138. https://doi.org/10.1161/ 
CIRCRESAHA.125.325526

19. Pollack CC, Onega T, Emond JA, et al. 
A national evaluation of geographic accessibility 
and provider availability of obesity medicine dip
lomates in the United States between 2011 and 
2019. Int J Obes (Lond). 2022;46(3):669–675. 
https://doi.org/10.1038/s41366-021-01024-9

20. Kaplan LM, Apovian CM, Ard JD, et al. 
Assessing the state of obesity care: quality, 
access, guidelines, and standards. Obes Sci 
Pract. 2024;10(4):e765. https://doi.org/10. 
1002/osp4.765

21. Friedman M, Chang R, Amin ZM, et al. Un
derstanding the bidirectional association between 
obesity and risk of psychological distress and 
depression in young adults in the US: available 
evidence, knowledge gaps, and future directions. 
Front Psychiatry. 2024;15:1422877. https://doi. 
org/10.3389/fpsyt.2024.1422877

22. Gadde KM, Allison DB, Ryan DH, et al. Effects 
of low-dose, controlled-release, phentermine 
plus topiramate combination on weight and 
associated comorbidities in overweight and obese 
adults (CONQUER): a randomised, placebo- 
controlled, phase 3 trial. Lancet. 2011;377(9774): 
1341–1352.

23. Greenway FL, Fujioka K, Plodkowski RA, et al. 
Effect of naltrexone plus bupropion on 
weight loss in overweight and obese adults 
(COR-I): a multicentre, randomised, double- 
blind, placebo-controlled, phase 3 trial. Lancet. 
2010;376(9741):595–605. https://doi.org/10. 
1016/s0140-6736(10)60888-4

24. Lincoff AM, Brown-Frandsen K, Colhoun HM, 
et al. Semaglutide and cardiovascular outcomes 
in obesity without diabetes. N Engl J Med. 
2023;389(24):2221–2232. https://doi.org/10. 
1056/NEJMoa2307563

25. Kosiborod MN, Abildstrøm SZ, Borlaug BA, 
et al. Semaglutide in patients with heart failure 
with preserved ejection fraction and obesity. 
N Engl J Med. 2023;389(12):1069–1084. https:// 
doi.org/10.1056/NEJMoa2306963

26. Packer M, Zile MR, Kramer CM, et al. Tirzepa
tide for heart failure with preserved ejection frac
tion and obesity. N Engl J Med. 2025;392(5):427– 
437. https://doi.org/10.1056/NEJMoa2410027

27. Jastreboff AM, Roux CWL, Stefanski A, et al. 
Tirzepatide for obesity treatment and diabetes 
prevention. N Engl J Med. 2025;392(10):958–971. 
https://doi.org/10.1056/NEJMoa2410819

28. Bliddal H, Bays H, Czernichow S, et al. Once- 
weekly semaglutide in persons with obesity and knee 
osteoarthritis. N Engl J Med. 2024;391(17):1573– 
1583. https://doi.org/10.1056/NEJMoa2403664

29. Malhotra A, Grunstein Ronald R, Fietze I, et al. 
Tirzepatide for the treatment of obstructive sleep 
apnea and obesity. N Engl J Med. 2024;391(13):1193– 
1205. https://doi.org/10.1056/NEJMoa2404881

30. Sanyal AJ, Newsome PN, Kliers I, et al. Phase 
3 trial of semaglutide in metabolic dysfunction- 
associated steatohepatitis. N Engl J Med. 
2025;392(21):2089–2099. https://doi.org/10. 
1056/NEJMoa2413258

31. Congressional Budget Office. How would 
authorizing medicare to cover anti-obesity medi
cations affect the federal budget. 2024. Accessed 

January 15, 2026. https://www.cbo.gov/ 
publication/60816

32. Atlas SJ, Kim K, Nhan E, et al. Medications for 
obesity management: effectiveness and value: a 
summary from the Institute for Clinical and Eco
nomic Review’s New England Comparative Effec
tiveness Public Advisory Council. J Manag Care 
Spec Pharm. 2023;29(5):569–575.

33. Thorpe KE, Joski PJ. Estimated reduction in 
health care spending associated with weight 
loss in adults. JAMA Netw Open. 2024;7(12): 
e2449200. https://doi.org/10.1001/jama
networkopen.2024.49200

34. Institute for Clinical and Economic Review. 
Semaglutide and tirzepatide for obesity: effec
tiveness and value. 2015. Accessed September 22, 
2025. https://icer.org/wp-content/uploads/2025/ 
09/ICER_Obesity_Draft-Report_For-Publication_ 
090925.pdf

35. Flegal KM, Kruszon-Moran D, Carroll MD, 
Fryar CD, Ogden CL. Trends in obesity among 
adults in the United States, 2005 to 2014. JAMA. 
2016;315(21):2284–2291.

36. Wallace AE, Young-Xu Y, Hartley D, 
Weeks WB. Racial, socioeconomic, and rural– 
urban disparities in obesity-related bariatric sur
gery. Obes Surg. 2010;20(10):1354–1360. https:// 
doi.org/10.1007/s11695-009-0054-x

37. Hernandez-Boussard T, Ahmed SM, Morton JM. 
Obesity disparities in preventive care: findings from 
the National Ambulatory Medical Care Survey, 
2005–2007. Obesity. 2012;20(8):1639–1644. 
https://doi.org/10.1038/oby.2011.258

38. Washington TB, Johnson VR, Kendrick K, et al. 
Disparities in access and quality of obesity care. 
Gastroenterol Clin North Am. 2023;52(2):429–441. 
https://doi.org/10.1016/j.gtc.2023.02.003

39. Okobi OE, Beeko PKA, Nikravesh E, et al. 
Trends in obesity-related mortality and racial 
disparities. Cureus. 2023;15(7):e41432. https:// 
doi.org/10.7759/cureus.41432

40. Johnson-Mann CN, Cupka JS, Ro A, et al. 
A systematic review on participant diversity in 
clinical trials-have we made progress for the 
management of obesity and its metabolic 
sequelae in diet, drug, and surgical trials. J Racial 
Ethn Health Disparities. 2023;10(6):3140–3149. 
https://doi.org/10.1007/s40615-022-01487-0

41. Kukhareva PV, Facelli JC, O’Brien MJ, et al. 
Racial and ethnic disparities in prescribing of GLP- 
1 receptor agonists in the United States: a retro
spective cohort analysis. medRxiv. 2024. https:// 
doi.org/10.1101/2024.10.28.24316312

42. Lu Y, Liu Y, Krumholz HM. Racial and ethnic 
disparities in financial barriers among overweight 
and obese adults eligible for semaglutide in the 
United States. J Am Heart Assoc. 2022;11(19): 
e025545. https://doi.org/10.1161/JAHA.121.025545

43. US Food And Drug Administration. FDA’s con
cerns with unapproved GLP-1 drugs used for 
weight loss. Accessed January 15, 2026. https:// 
www.fda.gov/drugs/postmarket-drug-safety-inf 
ormation-patients-and-providers/fdas-concerns 
-unapproved-glp-1-drugs-used-weight-loss

44. Grunvald E, Shah R, Hernaez R, et al. AGA 
clinical practice guideline on pharmacological 

J A C C :  A D V A N C E S ,  V O L .  ■ ,  N O .  ■ ,  2 0 2 6  Gouda et al 
■ 2 0 2 6 : 1 0 2 7 1 3  Need for Progress in Obesity Pharmacotherapy

9

https://doi.org/10.1056/NEJMoa1411892
https://doi.org/10.1056/NEJMoa2032183
https://doi.org/10.1056/NEJMoa2206038
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref9
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref9
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref9
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref9
https://doi.org/10.1016/j.mayocp.2018.10.014
https://doi.org/10.1093/ajcn/68.4.899
https://doi.org/10.1093/ajcn/68.4.899
https://doi.org/10.1038/sj.ijo.0802006
https://doi.org/10.1038/sj.ijo.0802006
https://doi.org/10.1038/oby.2004.60
https://doi.org/10.1038/oby.2004.60
https://doi.org/10.1503/cmaj.110387
https://doi.org/10.1016/S2213%2D8587%2824%2900316%2D4
https://doi.org/10.3390/healthcare7010020
https://doi.org/10.3390/healthcare7010020
https://doi.org/10.1371/journal.pone.0056415
https://doi.org/10.1371/journal.pone.0056415
https://doi.org/10.1161/CIRCRESAHA.125.325526
https://doi.org/10.1161/CIRCRESAHA.125.325526
https://doi.org/10.1038/s41366%2D021%2D01024%2D9
https://doi.org/10.1002/osp4.765
https://doi.org/10.1002/osp4.765
https://doi.org/10.3389/fpsyt.2024.1422877
https://doi.org/10.3389/fpsyt.2024.1422877
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref22
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref22
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref22
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref22
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref22
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref22
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref22
https://doi.org/10.1016/s0140%2D6736%2810%2960888%2D4
https://doi.org/10.1016/s0140%2D6736%2810%2960888%2D4
https://doi.org/10.1056/NEJMoa2307563
https://doi.org/10.1056/NEJMoa2307563
https://doi.org/10.1056/NEJMoa2306963
https://doi.org/10.1056/NEJMoa2306963
https://doi.org/10.1056/NEJMoa2410027
https://doi.org/10.1056/NEJMoa2410819
https://doi.org/10.1056/NEJMoa2403664
https://doi.org/10.1056/NEJMoa2404881
https://doi.org/10.1056/NEJMoa2413258
https://doi.org/10.1056/NEJMoa2413258
https://www.cbo.gov/publication/60816
https://www.cbo.gov/publication/60816
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref32
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref32
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref32
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref32
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref32
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref32
https://doi.org/10.1001/jamanetworkopen.2024.49200
https://doi.org/10.1001/jamanetworkopen.2024.49200
https://icer.org/wp%2Dcontent/uploads/2025/09/ICER_Obesity_Draft%2DReport_For%2DPublication_090925.pdf
https://icer.org/wp%2Dcontent/uploads/2025/09/ICER_Obesity_Draft%2DReport_For%2DPublication_090925.pdf
https://icer.org/wp%2Dcontent/uploads/2025/09/ICER_Obesity_Draft%2DReport_For%2DPublication_090925.pdf
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref35
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref35
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref35
http://refhub.elsevier.com/S2772-963X(26)00132-8/sref35
https://doi.org/10.1007/s11695%2D009%2D0054%2Dx
https://doi.org/10.1007/s11695%2D009%2D0054%2Dx
https://doi.org/10.1038/oby.2011.258
https://doi.org/10.1016/j.gtc.2023.02.003
https://doi.org/10.7759/cureus.41432
https://doi.org/10.7759/cureus.41432
https://doi.org/10.1007/s40615%2D022%2D01487%2D0
https://doi.org/10.1101/2024.10.28.24316312
https://doi.org/10.1101/2024.10.28.24316312
https://doi.org/10.1161/JAHA.121.025545
https://www.fda.gov/drugs/postmarket%2Ddrug%2Dsafety%2Dinformation%2Dpatients%2Dand%2Dproviders/fdas%2Dconcerns%2Dunapproved%2Dglp%2D1%2Ddrugs%2Dused%2Dweight%2Dloss
https://www.fda.gov/drugs/postmarket%2Ddrug%2Dsafety%2Dinformation%2Dpatients%2Dand%2Dproviders/fdas%2Dconcerns%2Dunapproved%2Dglp%2D1%2Ddrugs%2Dused%2Dweight%2Dloss
https://www.fda.gov/drugs/postmarket%2Ddrug%2Dsafety%2Dinformation%2Dpatients%2Dand%2Dproviders/fdas%2Dconcerns%2Dunapproved%2Dglp%2D1%2Ddrugs%2Dused%2Dweight%2Dloss
https://www.fda.gov/drugs/postmarket%2Ddrug%2Dsafety%2Dinformation%2Dpatients%2Dand%2Dproviders/fdas%2Dconcerns%2Dunapproved%2Dglp%2D1%2Ddrugs%2Dused%2Dweight%2Dloss


interventions for adults with obesity. Gastroen
terology. 2022;163(5):1198–1225. https://doi.org/ 
10.1053/j.gastro.2022.08.045

45. Apovian CM, Aronne LJ, Bessesen DH, et al. 
Pharmacological management of obesity: an 
Endocrine Society clinical practice guideline. J Clin 
Endocrinol Metab. 2015;100(2):342–362. https:// 
doi.org/10.1210/jc.2014-3415

46. Khera R, Murad MH, Chandar AK, et al. As
sociation of pharmacological treatments for 
obesity with weight loss and adverse events: a 
systematic review and meta-analysis. JAMA. 
2016;315(22):2424–2434. https://doi.org/10. 
1001/jama.2016.7602

47. Steenackers N, Toumazia J, Deleus E, et al. 
Pharmacotherapy for obesity: are we ready to 
select, tailor and combine pharmacotherapy to 
achieve more ambitious goals? Front Endocrinol 
(Lausanne). 2025;16:1569468. https://doi.org/ 
10.3389/fendo.2025.1569468

48. Rubino D, Abrahamsson N, Davies M, et al. 
Effect of continued weekly subcutaneous sem
aglutide vs placebo on weight loss maintenance 
in adults with overweight or obesity: the STEP 4 
randomized clinical trial. JAMA. 2021;325(14): 
1414–1425. https://doi.org/10.1001/jama.2021. 
3224

49. Aronne LJ, Sattar N, Horn DB, et al. 
Continued treatment with tirzepatide for main
tenance of weight reduction in adults with 
obesity: the SURMOUNT-4 randomized clinical 

trial. JAMA. 2024;331(1):38–48. https://doi.org/ 
10.1001/jama.2023.24945

50. Rodriguez PJ, Zhang V, Gratzl S, et al. 
Discontinuation and reinitiation of dual-labeled 
GLP-1 receptor agonists among US adults with 
overweight or obesity. JAMA Netw Open. 
2025;8(1):e2457349. https://doi.org/10.1001/ 
jamanetworkopen.2024.57349

51. Neeland IJ, Linge J, Birkenfeld AL. Changes in 
lean body mass with glucagon-like peptide-1- 
based therapies and mitigation strategies. Dia
betes Obes Metab. 2024;26(Suppl 4):16–27. 
https://doi.org/10.1111/dom.15728

52. Linge J, Birkenfeld AL, Neeland IJ. Muscle mass 
and glucagon-like peptide-1 receptor agonists: 
adaptive or maladaptive response to weight loss? 
Circulation. 2024;150(16):1288–1298. https://doi. 
org/10.1161/CIRCULATIONAHA.124.067676

53. Memel Z, Gold SL, Pearlman M, Muratore A, 
Martindale R. Impact of GLP-1 receptor agonist 
therapy in patients high risk for sarcopenia. Curr 
Nutr Rep. 2025;14(1):63. https://doi.org/10.1007/ 
s13668-025-00649-w

54. Heymsfield SB, Coleman LA, Miller R, et al. 
Effect of bimagrumab vs placebo on body fat 
mass among adults with type 2 diabetes and 
obesity: a phase 2 randomized clinical trial. JAMA 
Netw Open. 2021;4(1):e2033457. https://doi.org/ 
10.1001/jamanetworkopen.2020.33457

55. Caturano A, Amaro A, Berra CC, Conte C. 
Sarcopenic obesity and weight loss-induced 
muscle mass loss. Curr Opin Clin Nutr Metab 

Care. 2025;28(4):339–350. https://doi.org/10. 
1097/MCO.0000000000001131

56. Dodd LE, Freidlin B, Korn EL. Platform trials — 
beware the noncomparable control group. N Engl 
J Med. 2021;384(16):1572–1573. https://doi.org/ 
10.1056/NEJMc2102446

57. Renfro LA, Sargent DJ. Statistical contro
versies in clinical research: basket trials, umbrella 
trials, and other master protocols: a review and 
examples. Ann Oncol. 2017;28(1):34–43. https:// 
doi.org/10.1093/annonc/mdw413

58. Nicholls SJ, Bhatt DL, Buse JB, et al. Com
parison of tirzepatide and dulaglutide on major 
adverse cardiovascular events in participants with 
type 2 diabetes and atherosclerotic cardiovascular 
disease: SURPASS-CVOT design and baseline 
characteristics. Am Heart J. 2024;267:1–11. 
https://doi.org/10.1016/j.ahj.2023.09.007

59. McGuire DK, D’Alessio D, Nicholls SJ, et al. 
Transitioning to active-controlled trials to eval
uate cardiovascular safety and efficacy of medi
cations for type 2 diabetes. Cardiovasc Diabetol. 
2022;21(1):163. https://doi.org/10.1186/s12933- 
022-01601-w

KEY WORDS glucagon-like peptide-1 
receptor agonist, obesity, obesity 
pharmacotherapy, overweight, think tank

Gouda et al J A C C :  A D V A N C E S ,  V O L .  ■ ,  N O .  ■ ,  2 0 2 6  

Need for Progress in Obesity Pharmacotherapy ■ 2 0 2 6 : 1 0 2 7 1 3

10

https://doi.org/10.1053/j.gastro.2022.08.045
https://doi.org/10.1053/j.gastro.2022.08.045
https://doi.org/10.1210/jc.2014%2D3415
https://doi.org/10.1210/jc.2014%2D3415
https://doi.org/10.1001/jama.2016.7602
https://doi.org/10.1001/jama.2016.7602
https://doi.org/10.3389/fendo.2025.1569468
https://doi.org/10.3389/fendo.2025.1569468
https://doi.org/10.1001/jama.2021.3224
https://doi.org/10.1001/jama.2021.3224
https://doi.org/10.1001/jama.2023.24945
https://doi.org/10.1001/jama.2023.24945
https://doi.org/10.1001/jamanetworkopen.2024.57349
https://doi.org/10.1001/jamanetworkopen.2024.57349
https://doi.org/10.1111/dom.15728
https://doi.org/10.1161/CIRCULATIONAHA.124.067676
https://doi.org/10.1161/CIRCULATIONAHA.124.067676
https://doi.org/10.1007/s13668%2D025%2D00649%2Dw
https://doi.org/10.1007/s13668%2D025%2D00649%2Dw
https://doi.org/10.1001/jamanetworkopen.2020.33457
https://doi.org/10.1001/jamanetworkopen.2020.33457
https://doi.org/10.1097/MCO.0000000000001131
https://doi.org/10.1097/MCO.0000000000001131
https://doi.org/10.1056/NEJMc2102446
https://doi.org/10.1056/NEJMc2102446
https://doi.org/10.1093/annonc/mdw413
https://doi.org/10.1093/annonc/mdw413
https://doi.org/10.1016/j.ahj.2023.09.007
https://doi.org/10.1186/s12933%2D022%2D01601%2Dw
https://doi.org/10.1186/s12933%2D022%2D01601%2Dw

	Obesity Pharmacotherapy
	Methods
	Key themes
	Defining obesity
	Comprehensive approaches to obesity management
	The value and cost of obesity medications
	Improving equity with obesity medications
	Initiation, maintenance, and discontinuation of obesity medications
	Clinical trial design

	Actionable items
	Develop an obesity research roadmap
	Standardize obesity metrics
	Ensure equitable access to obesity medications
	Evaluate the regulatory/payer framework

	Conclusions
	Acknowledgments
	Funding support and author disclosures
	References


