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As of 2024, more than 1 billion people are estimated to be living with obesity worldwide.1 The 
glucagon-like peptide-1 receptor agonist (GLP-1RA) and closely related glucose-dependent 
insulinotropic polypeptide (GIP/GLP-1) dual agonist medication classes offer a promising 
strategy to treat obesity and prevent its downstream health complications. However, the 
optimal use of these medications is currently hindered by many unanswered questions, ranging 
from how best to select the optimal patients for treatment to their long-term effects to how to 
manage their costs. Among these is an increasingly urgent concern about the coverage and 
optimal treatment duration of GLP-1RAs at obesity dosing and evidence-based approaches to 
off-ramping, defined as the tapering or withdrawal of a GLP-1RA after this treatment period 
and its replacement by an alternative approach to weight maintenance. 

The science behind obesity care begins with the acknowledgment that obesity is a chronic 
disease. Although not a single entity, obesity therefore often requires some form of lifelong 
intervention, much like hypertension or diabetes. Several studies have shown that complete 
withdrawal of an obesity treatment dose of a GLP-1RA without other structured care leads to 
weight regain in most people.2 However, it remains unclear whether lifelong treatment of 
obesity should always consist of GLP-1RAs at full obesity dosing or whether a range of 
alternative strategies can enable some subset of people with obesity to maintain their weight 
loss after a limited duration of initial treatment, followed by tapering, discontinuing, or off-
ramping these agents. 

Off-ramping strategies may include, alone or in various combinations: (1) prescribing lower or 
less frequent doses of a GLP-1RA until achieving a regimen that allows for weight 
maintenance; (2) continuing older, cheaper, well-tolerated weight loss medications; and (3) 
offering lifestyle support programs with a focus on structured physical activity or diet.3 There 
are preliminary data that support the possible efficacy of these off-ramping approaches and 
several early studies that are being pursued to test them. First, a 2024 meta-analysis of more 
than 48 000 people from 132 clinical trials showed that phentermine-topiramate was among 
the most effective medications for obesity for achieving sustained weight loss of 5% or more, 
even as GLP-1RAs led to a greater overall magnitude of weight loss; this effectiveness suggests 
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a potential role for phentermine-topiramate in off-ramping.4 Second, a small 2024 randomized 
clinical trial compared weight regain following cessation of several weight maintenance 
strategies. This study from Denmark began with an 8-week lifestyle intervention for all, after 
which participants were randomized to one of four 52-week regimens (placebo, GLP-1RA 
alone, supervised exercise alone, and GLP-1RA plus supervised exercise). This study showed 
that 52 weeks after cessation of all treatment (ie, 52 weeks of therapy plus 52 weeks without 
any further treatment), more than 63% of the GLP-1RA plus supervised exercise combination 
group had maintained 5% or more weight loss and 45% of those had maintained greater than 
10% weight loss.5 Far fewer (33% and 16%, respectively) in the GLP-1RA alone group 
sustained this weight loss. Thus, exercise may be an important component of treatment itself 
and may play a role in off-ramping. Finally, interventions targeting dietary behaviors and food 
environments, such as Food is Medicine, in which healthy food is provided with the goal to 
prevent, manage, or treat specific clinical conditions, or group-based nutrition education, have 
been suggested as additional lifestyle approaches that warrant testing in off-ramping 
strategies.3 

There are both health and economic motivations to study off-ramping. First, not all people with 
obesity will be able to tolerate or adhere to long-term GLP-1RA therapy. Additionally, loss of 
lean muscle mass alongside weight loss on GLP-1RAs may not maximize health in all patients 
and little is known about the long-term effects of changes in body composition. Moreover, the 
economic implications of off-ramping are significant. For most people with obesity, long-term 
therapy with GLP-1RAs is anticipated to remain inaccessible due to high medication pricing 
and strong patent protections.6 Even in the wealthiest nations, such as Denmark, insurers have 
been forced to limit coverage of GLP-1RAs for people with obesity due to high costs. In the 
US, if all eligible adults received a GLP-1RA, the cost would approximately equal that of all 
other prescription drug spending combined. Hence, the ability to treat some people for shorter 
periods and then maintain weight loss via a lower-cost strategy could have significant budget 
implications; however, future decreases in drug prices may affect this economic motivation for 
off-ramping. 

Thus, a range of important questions remain that define a clear research agenda for the optimal 
duration of GLP-1RA therapy and these activities should be prioritized by public funders, such 
as the National Institutes of Health and the Patient-Centered Outcomes Research Institute. Such 
studies will lead to a better understanding of the possible approaches and health consequences 
of off-ramping (Table). 
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This research agenda must include diverse populations, the presence of various social 
determinants of health that may hinder scalability or contextual adaptation, and the presence of 
medical comorbidities, such as chronic HIV infection or use of weight gain–inducing 
medications like antipsychotics. These trials should assess not only weight and cardiometabolic 
measures but also general health indicators, such as body composition (particularly lean muscle 
mass and visceral fat), physical function, and quality-of-life end points.7 Implementation 
science research will be needed to translate trial results into feasible clinical algorithms. 
Finally, for those people in whom lifelong treatment of obesity with a GLP-1RA is the best or 
only reasonable treatment option, there is a pressing need to increase affordability and access 
and support adherence. 

Although we remain far from a world in which obesity care is available to all who need it, 
GLP-1RAs have given us a novel tool to make that vision a reality. Although this landscape is 
fast moving, evidence to define the appropriate duration of therapy and optimal strategy for 
tapering, discontinuing, or off-ramping GLP-1RAs where able will be a critical next step on 
this path to sustainable, global access to obesity care. 



4 
 

Conflict of Interest Disclosures: Dr Manne-Goehler reported receiving funding from the 
National Institute of Diabetes and Digestive and Kidney Diseases and consulting for the World 
Health Organization. Dr Venter reported receiving funding from the Bill & Melinda Gates 
Foundation, South African Medical Research Council, National Institutes of Health, Unitaid, 
Foundation for Innovative New Diagnostics (FIND), Merck, and the Children’s Investment 
Fund Foundation (CIFF); previously receiving funding from US Agency for International 
Development; and receiving drug donations from ViiV Healthcare, Merck, Johnson & Johnson, 
and Gilead Sciences for investigator-led clinical studies to his institution; participating in 
commercial drug studies (including antiobesity medications) for Merck and Novo Nordisk; and 
receiving honoraria for educational talks and advisory board membership from Gilead 
Sciences, ViiV Healthcare, Mylan/Viatris, Merck, Adcock Ingram, Aspen, Abbott, Roche, 
Johnson & Johnson, Sanofi, Boehringer Ingelheim, Thermo Fisher Scientific, and Virology 
Education. No other disclosures were reported. 

Additional Contributions: We would like to thank Mohammed K. Ali, MD, MSc, MBA 
(Emory University), and Jing Luo, MD (University of Pittsburgh), who were not compensated, 
for their excellent contributions to this paper via review of submission drafts. 

References 
1. NCD Risk Factor Collaboration (NCD-RisC).  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. doi:10.1016/S0140-6736(23)02750-2  

2. Aronne  LJ, Sattar  N, Horn  DB,  et al; SURMOUNT-4 Investigators.  Continued 
treatment with tirzepatide for maintenance of weight reduction in adults with obesity: 
the SURMOUNT-4 randomized clinical trial. JAMA. 2024;331(1):38-48. 
doi:10.1001/jama.2023.24945 

3. Mozaffarian  D.  GLP-1 agonists for obesity—a new recipe for success? JAMA. 
2024;331(12):1007-1008. doi:10.1001/jama.2024.2252 

4. Shi  Q, Wang  Y, Hao  Q,  et al.  Pharmacotherapy for adults with overweight and 
obesity: a systematic review and network meta-analysis of randomised controlled 
trials. Lancet. 2024;403(10434):e21-e31. doi:10.1016/S0140-6736(24)00351-9  

5. Jensen  SBK, Blond  MB, Sandsdal  RM,  et al.  Healthy weight loss maintenance with 
exercise, GLP-1 receptor agonist, or both combined followed by one year without 
treatment: a post-treatment analysis of a randomised placebo-controlled 
trial. EClinicalMedicine. 2024;69:102475. doi:10.1016/j.eclinm.2024.102475  

6. Barber  MJ, Gotham  D, Bygrave  H, Cepuch  C.  Estimated sustainable cost-based 
prices for diabetes medicines. JAMA Netw Open. 2024;7(3):e243474. 
doi:10.1001/jamanetworkopen.2024.3474 

7. Yates  T, Biddle  GJH, Henson  J,  et al.  Impact of weight loss and weight gain 
trajectories on body composition in a population at high risk of type 2 diabetes: a 
prospective cohort analysis. Diabetes Obes Metab. 2024;26(3):1008-1015. 
doi:10.1111/dom.15400  


