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Cessation of glucagon-like peptide-1 (GLP-1) receptor agonist therapy frequently leads to significant weight 

regain, undermining initial treatment benefits. Addressing this issue, emerging strategies focus on maintaining 

weight loss through extended pharmacological approaches or structured lifestyle interventions.

K E Y  TA K E AWAY S

º The Pivot: Post-GLP-1 weight regain is a recognised clinical problem, prompting investigation into 

sustained management strategies.

º The Data: Continued pharmacological intervention, such as lower-dose GLP-1 agonists or combination 

therapies, has demonstrated efficacy in weight maintenance.

º The Action: Clinicians should consider long-term management plans for patients initiating GLP-1 agonists, 

including potential for ongoing therapy or structured support post-cessation.

Glucagon-like peptide-1 (GLP-1) receptor agonists have demonstrated substantial efficacy in weight reduction for 

individuals with obesity or overweight with comorbidities.1 However, a significant clinical challenge arises upon 

discontinuation of these agents: a substantial proportion of the initial weight loss is typically regained.2 This regain 

often approaches or exceeds two-thirds of the weight lost during active treatment within 12 months of cessation, 

underscoring the chronic nature of obesity and the need for sustained management strategies.3 The physiological 

mechanisms contributing to this regain include a return to baseline appetite regulation, increased hunger, and decreased 

satiety, which were modulated by GLP-1 agonism.4

Obesity, a complex multifactorial disease, affects over 40% of adults in the United States, contributing to a significant 

burden of comorbidities such as type 2 diabetes, cardiovascular disease, and certain cancers. The advent of GLP-1 

receptor agonists has provided a powerful tool in the medical management of obesity, offering weight loss magnitudes 

previously achievable only with bariatric surgery. However, the observed weight regain post-cessation highlights the 

persistent physiological adaptations that resist weight loss and promote regain, reinforcing the understanding of obesity 

as a chronic, relapsing condition. Addressing this post-cessation weight regain is critical for optimising long-term patient 

outcomes and maximising the clinical utility of GLP-1 receptor agonists. The current clinical dilemma is how to transition 

patients from intensive weight loss phases to effective weight maintenance, particularly given the chronic disease model 

of obesity.5

Emerging Strategies for Weight Maintenance
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Several strategies are being investigated to mitigate post-GLP-1 weight regain. One primary approach involves the 

continuation of pharmacological therapy, albeit potentially at a lower dose or with different agents. Studies have shown 

that patients who continue GLP-1 receptor agonist therapy, even at reduced doses, maintain a greater proportion of 

their weight loss compared to those who discontinue treatment entirely.6 For example, in trials involving semaglutide, 

patients who continued treatment maintained an average weight loss of approximately 15% from baseline, whereas 

those switched to placebo regained approximately two-thirds of their lost weight within one year.7 This suggests that 

obesity management, similar to other chronic conditions like hypertension or type 2 diabetes, often requires ongoing 

pharmacological intervention.

Combination therapies represent another emerging solution. The co-administration of GLP-1 receptor agonists with other 

agents that target different pathways involved in appetite regulation and energy expenditure is under investigation. For 

instance, dual agonists targeting both GLP-1 and glucose-dependent insulinotropic polypeptide (GIP) receptors, such 

as tirzepatide, have shown superior weight loss efficacy compared to GLP-1 monotherapy.8 The sustained use of such 

dual agonists may offer a more robust mechanism for long-term weight maintenance. Additionally, combinations with 

amylin analogues or other novel agents are being explored to enhance satiety and metabolic control.9

Beyond pharmacological interventions, structured lifestyle modification programs are being evaluated as a 

complementary or alternative strategy for weight maintenance post-GLP-1 therapy. These programs typically involve 

intensive dietary counselling, increased physical activity, and behavioural therapy. While lifestyle interventions alone 

may not fully prevent weight regain after the cessation of highly effective pharmacological agents, they can provide a 

supportive framework.10 The integration of digital health tools and remote monitoring may also enhance adherence and 

provide ongoing support, potentially improving long-term outcomes.11

Patient selection and individualised treatment plans are also crucial. Certain patient populations, such as those with a 

higher baseline body mass index or a history of significant weight cycling, may require more intensive or prolonged 

maintenance strategies. Genetic predispositions and individual metabolic responses to GLP-1 agonism and its cessation 

also influence the propensity for weight regain, necessitating a personalised medicine approach. The current evidence 

base, while growing, highlights the necessity of a chronic disease management approach to obesity. Discontinuation of 

effective anti-obesity medications without a robust maintenance plan is associated with predictable weight regain. Further 

research is required to delineate optimal dosing strategies for long-term GLP-1 use, identify patient subgroups most likely 

to benefit from specific maintenance interventions, and evaluate the cost-effectiveness of sustained pharmacological 

therapy versus intensive lifestyle programs. The long-term safety and tolerability profiles of extended GLP-1 agonism 

and novel combination therapies also warrant continued surveillance.12

CLINICAL IMPLICATIONS

The predictable weight regain following GLP-1 receptor agonist cessation is not a failure of the patient, but a 

predictable physiological response to discontinuing an effective chronic disease medication. This necessitates 

a fundamental shift in how clinicians approach obesity management. Prescribing a GLP-1 agonist for a finite 

period without a clear long-term maintenance strategy is akin to prescribing antihypertensives for a few months 

and expecting sustained blood pressure control; it simply does not align with the chronic nature of the condition.

For clinicians, this means engaging in frank discussions with patients about the likelihood of needing 
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ongoing therapy for weight maintenance, similar to managing type 2 diabetes or hyperlipidaemia. The 

industry, particularly companies like Novo Nordisk and Eli Lilly, has a clear incentive to develop and market 

long-term maintenance strategies, whether through lower-dose formulations, extended-release options, 

or novel combination therapies. The economic implications of sustained treatment versus managing the 

comorbidities associated with weight regain will become a critical factor for healthcare systems and payers.

Patients, in turn, must be counselled on the expectation of long-term engagement with their 

weight management plan. This could involve continued pharmacological support, structured behavioural 

interventions, or a combination of both. The notion that obesity can be 'cured' by a short course of medication is 

a misconception that needs to be actively dispelled. Instead, the focus should be on sustainable management, 

recognising that weight regain is a biological reality, not a lack of willpower. This reframing is essential for both 

patient adherence and clinical effectiveness.

EDITORIAL & AI STANDARDS
AI tools are used solely to structure and summarise evidence from peer-reviewed primary sources. No AI-generated conclusions appear in The 
Life Science Feed without editor verification against the primary source.
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