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Weight regain after cessation of GLP-1 drugs

Weight management drugs are no magic bullets for treating obesity

Qi Sun associate professor of medicine

Obesity is one of the major public health and clinical
concerns globally, including in industrialised
countries, as well as lower middle income countries
such as India and Egypt. For example, the prevalence
of obesity among adults has reached 40.3% in the
US! and 26.2% in the UK.? Obesity and excess weight
gain predispose people to an increased risk of
developing numerous chronic diseases, including
type 2 diabetes, cardiovascular conditions, and
certain types of cancer, along with decline in
cognitive function, dementia, and premature death.3

Unfortunately, obesity is not a disease that can be
easily treated and managed. Numerous dietary and
lifestyle modifications are recommended to help
clinicians manage this condition in patients. It is,
however, well known that the effects vary among
individuals, and weight regain is almost inevitable
for most people who initially lose weight. Procedures
such as bariatric surgery seem to be more effective
in achieving substantial, sustained weight loss,
although the invasive nature of such surgeries and
other concerns limit their application for the
treatment of obesity.*

More recently, medications such as glucagon-like
peptide-1 (GLP-1) receptor agonists have gained
popularity as the preferred drug treatments for
obesity and related conditions. The efficacy of these
medications has been demonstrated in clinical trials,
which collectively showed that, on average, the use
of GLP-1receptor agonists may lead to a 4.6 kg weight
loss or >2 unit reduction of body mass index.>
Although the efficacy of these medications is highly
encouraging, the consequences of the cessation of
treatment have not been previously systematically
reviewed, until the linked systematic review and
meta-analysis by West and colleagues
(doi:10.1136/bmj-2025-085304).° This is a timely
investigation because, as the authors pointed out,
real world observations suggested that a large
proportion of people would discontinue use of a GLP-1
receptor agonist within 12 months of initiation.” The
results from West and colleagues’ meta-analysis
indicated that, after an average of 39 weeks’
treatment, cessation led to 0.4 kg/month weight
regain, resulting in a body weight that would return
to baseline values in less than two years.

The results are not surprising given that it is well
documented that reduced adherence to, or cessation
of, dietary and lifestyle interventions leads to similar
patterns of weight regain. Nevertheless, the study
findings casted doubt on the notion that GLP-1
receptor agonists are a perfect cure for obesity. Issues
such as high costs, side effects, and the
inconvenience of injections are among some common
reasons for discontinuing the medications.” ® How
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shall we deal with the weight regain after treatment
is discontinued? One strategy is perhaps to switch to
healthy diets and healthy lifestyles that have been
robustly and consistently proven to be effective in
preventing excess weight regain in observational
studies with extended follow-up,® although further
research is needed to study weight regain in
individuals who adopt a heathier lifestyle after the
cessation of GLP-1 receptor agonists.

Considerable weight loss, even if followed by weight
regain, can still lead to beneficial long term
consequences for people living with obesity.'°
Participants in the Diabetes Prevention Program trial
achieved 5-7% weight loss through a structured
healthy lifestyle intervention.' Even though the
lifestyle intervention group eventually regained
weight, the cumulative incidence of developing
diabetes was lower in the lifestyle intervention group
compared with placebo group. In observational
studies, individuals with obesity who intentionally
lost 4.5 kg of body weight through various strategies,
ranging from dietary modifications to commercial
weight loss programmes, had a statistically
significantly lower incidence of diabetes than their
counterparts without weight loss attempts.'? One
caveat, however, is that individuals in the healthy
body mass index range (18.5-24.9), when intentionally
losing weight through these strategies (except for
exercise), had an increased risk of developing
diabetes compared with their counterparts who did
not seek to lose weight. This phenomenon is probably
due to the mechanism of “fat overshooting,” whereby
individuals with a healthy body mass index lose more
lean mass than people with obesity and, upon
regaining weight, experience a faster increase in fat
mass than lean mass."3

GLP-1 receptor agonists should not be relied on as a
magic cure for treating obesity. While considerable
weight loss, even if temporary, may still bring some
health benefits for those with obesity, people using
GLP-1 receptor agonists should be aware of the high
discontinuation rate and the consequences of
cessation of medications. Healthy dietary and lifestyle
practises should remain the foundation for obesity
treatment and management, with medications such
as GLP-1 receptor agonists used as adjuncts. Such
practises not only help prevent excess weight gain
but can also lead to numerous health benefits that
go beyond weight control. Effective public health
measures, such as taxation on sugary beverages, clear
food labelling, and subsidies for fresh fruit and
vegetables, should be in place to facilitate the
adherence and improvement of diet quality.

Competing interests: The BMJ has judged that there are no disqualifying financial
ties to commercial companies. The authors declare the following other interests:
none


http://doi.org/10.1136/bmj-2025-085304
https://crossmark.crossref.org/dialog/?doi=10.1136/bmj.r2586&domain=pdf&date_stamp=
mailto:qisun@hsph.harvard.edu
http://doi.org/10.1136/bmj.r2586

EDITORIALS

Further details of The BM] policy on financial interests is here: https://www.bmj.com/sites/default/files/at-
tachments/resources/2016/03/16-current-bmj-education-coi-form.pdf

Provenance and peer review: Commissioned; not externally peer reviewed.

Obesity and Severe Obesity Prevalence in Adults: United States, August 2021-August 2023. In:
National Center for Health S, ed. National Health and Nutrition Examination Survey. Hyattsville,
MD; 2024.

Office for Health Improvement and Disparities. Public health profiles. 2025 https://finger-
tips.phe.org.uk/. Crown copyright 2025.

GBD 2075 Obesity CollaboratorsAfshin A, Forouzanfar MH, Reitsma MB, etal. Health Effects of
Overweight and Obesity in 195 Countries over 25 Years. N Engl ) Med 2017;377:-27.
doi: 10.1056/NEJM0a1614362 pmid: 28604169

luzzolino E, Kim Y. Barriers impacting an individuals decision to undergo bariatric surgery: A
systematic review. Obes Res Clin Pract 2020;14:-20.
doi: 10.1016/j.0rcp.2020.07.001 pmid: 32674935

Wong HJ, Sim B, Teo YH, etal. 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:-300.

doi: 10.2337/dc24-1678 pmid: 39841962

West S, Scragg J, Aveyard P, etal. Weight regain after cessation of medication for weight
management: systematic review and meta-analysis. BV 2026;392:e085304.

Rodriguez PJ, Zhang V, Gratzl S, etal. Discontinuation and Reinitiation of Dual-Labeled GLP-1
Receptor Agonists Among US Adults With Overweight or Obesity. JAMA Netw Open
2025;8:€2457349. doi: 10.1001/jamanetworkopen.2024.57349 pmid: 39888616

Do D, Lee T, Peasah SK, Good CB, Inneh A, Patel U. GLP-1 Receptor Agonist Discontinuation
Among Patients With Obesity and/or Type 2 Diabetes. JAMA Netw Open 2024;7:e2413172.
doi: 10.1001/jamanetworkopen.2024.13172

Mozaffarian D, Hao T, Rimm EB, Willett WC, Hu FB. Changes in diet and lifestyle and long-term
weight gain in women and men. N EnglJ Med 2011;364:-404.
doi: 10.1056/NEJM0a1014296 pmid: 21696306

Hartmann-Boyce J, Theodoulou A, Oke JL, etal. Long-Term Effect of Weight Regain Following
Behavioral Weight Management Programs on Cardiometabolic Disease Incidence and Risk:
Systematic Review and Meta-Analysis. Circ Cardiovasc Qual Outcomes 2023;16:6009348.
doi: 10.1167/CIRCOUTCOMES.122.009348 pmid: 36974678

Diabetes Prevention Program Research GroupKnowler WC, Fowler SE, Hamman RF, etal. 10-year
follow-up of diabetes incidence and weight loss in the Diabetes Prevention Program Outcomes
Study. Lancet 2009;374:-86. doi: 10.1016/S0140-6736(09)61457-4 pmid: 19878986

Si K, Hu'Y, Wang M, Apovian CM, Chavarro JE, Sun Q. Weight loss strategies, weight change,
and type 2 diabetes in US health professionals: A cohort study. PLoS Med 2022;19:e1004094.
doi: 10.1371/journal.pmed.1004094 pmid: 36166473

Dulloo AG, Jacquet J, Montani JP, Schutz Y. How dieting makes the lean fatter: from a perspective

of body composition autoregulation through adipostats and proteinstats awaiting discovery.
Obes Rev2015;16(Suppl 1):-35. doi: 10.1111/0br.12253 pmid: 25614201

the bmj | BMJ 2026;392:r2586 | doi: 10.1136/bmj.r2586


https://www.bmj.com/sites/default/files/attachments/resources/2016/03/16-current-bmj-education-coi-form.pdf
https://www.bmj.com/sites/default/files/attachments/resources/2016/03/16-current-bmj-education-coi-form.pdf
https://fingertips.phe.org.uk/
https://fingertips.phe.org.uk/

