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Executive Summary

This report presents a comprehensive analysis of what happens when
patients  discontinue GLP-1  receptor agonists (e.g., semaglutide,
tirzepatide), commonly used for weight loss and diabetes management.
While these medications are highly effective in supporting weight
reduction and improving metabolic health, cessation often leads to
significant weight regain and a reversal of benefits.

Most individuals regain of their lost weight within a year of .
stopping treatment, with increased appetite, reduced metabolism, and ceee
worsened glycemic control contributing to the rebound. The report oo

emphasizes that for sustained success, these therapies are best regarded
as long-term treatments—similar to chronic medications for blood pressure
or cholesterol.

To help mitigate negative effects upon discontinuation, the report outlines
strategies such as gradual tapering, intensive lifestyle support, and
medical supervision.
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Effects of Stopping GLP-1 Agonists on Weight,
Metabolism, and Health

Patients who discontinue GLP-1 receptor agonists (semaglutide [Ozempic/Wegovy], tirzepatide [Mounjaro/
Zepbound], etc.) almost invariably regain much of the weight they lost. In trials, people on semaglutide
2.4mg weekly lost ~17.3% of body weight during treatment and regained ~11.6 percentage points (about
two-thirds) of that loss within one year after stopping ' . Similarly, in a tirzepatide trial (SURMOUNT-4),
patients who stopped the drug regained about 14% of body weight in one year, whereas those continuing
treatment lost another 5.5% 2 . In real-world cohorts, most patients on GLP-1s discontinue within 1-2
years, and weight regain is the typical result: one study found 53.6% had stopped by 1 year and ~72% by 2
years, with those without diabetes discontinuing at higher rates 3 . As the American Diabetes Association
(ADA) notes, abrupt cessation typically returns 1/2 to 2/3 of prior weight loss in ayear 4 5 .In practice
this means very few patients maintain full weight loss off therapy.

* Magnitude of regain: Clinical trials show recovering most lost weight. For example, semaglutide-
treated subjects kept only ~5.6% net loss at one year offdrug ' 6 .In SURMOUNT-4, a 52-week
withdrawal phase led to a 14% weight gain vs continued loss in the placebo-switched group 2 .

* Frequency of regain: Weight rebound is extremely common. Observational data show the majority
of patients regain significant weight when they stop GLP-1s 4 2 . Many experts now emphasize
that continuous therapy is usually needed for sustained obesity management 5 7 .

* Net effect: Even after regain, patients often weigh less than baseline (e.g. ~5-6% below), but most of
the treatment benefit is lost. Half or more of treated patients still keep =5% loss at 1 year off drug

8 , but this is far below the losses achieved during therapy.

Appetite, Metabolism, and Insulin Sensitivity

When GLP-1 drugs are stopped, the physiologic effects reverse. Appetite suppression vanishes, so hunger
and “food reward” return to prior levels 9 6 . In practice, patients report cravings and voracious hunger
within days to weeks. For example, one medical summary notes that “your full appetite may return within a
week” after stopping Ozempic, often leading to increased calorie intake and rapid weight gain 9 .
Underlying this, levels of hunger hormones (ghrelin, etc.) rebound upward after weight loss, and without
GLP-1 to blunt these signals the drive to eat intensifies 10 .

Metabolically, weight loss itself causes adaptation: the body burns fewer calories at rest. GLP-1 therapy-
induced weight loss leads to a reduced resting metabolic rate, and when treatment stops this lower rate
persists, making weight maintenance more difficult. (In other words, caloric burn stays down while appetite
goes up.) This is a well-known “starvation response” to weight loss 6 11 . GLP-1 agents may also directly
affect energy expenditure, but the dominant effect is the biology defending lost weight.

For glucose metabolism, GLP-1 agonists improve insulin sensitivity and lower blood sugar in diabetes. When
therapy ends, these benefits are lost. Trials show HbA1c and glucose levels rise after GLP-1 withdrawal.
For example, in the STEP-1 extension (semaglutide 2.4 mg), mean HbA1c was reduced by treatment, but one
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year off drug it crept back up toward baseline (though still slightly better than placebo) 11 . Similarly, many
patients with prediabetes who normalized glucose on GLP-1 relapse into prediabetes or diabetes once the
drug is stopped 2. In short, insulin sensitivity worsens and glycemic control deteriorates post-
discontinuation unless another therapy is started.

Rebound Effects and Symptoms

There is no classic drug “withdrawal” syndrome from GLP-1s, but rebound effects occur:

+ Rapid weight regain: As above, weight returns when the appetite and metabolic suppressions of
GLP-1 therapy vanish 4 6 . Experts often call this “Ozempic rebound.” Cardiometabolic gains
(lower blood pressure, lipids, inflammation) also largely reverse: blood pressure and blood fats tend
to climb back toward pretreatment levels once weight is regained 4 13 .

* Hunger and cravings: Patients feel much hungrier off drug. GLP-1 drugs slow gastric emptying and
blunt appetite, so stopping them “fires up” the body’s hunger machinery again ° 6 . Many people
report intensified cravings and food preoccupation.

* Glucose spikes: Those on GLP-1 for diabetes often see rising blood sugar after cessation. For
patients, this means A1c and glucose levels climb if no alternative therapy is given 11 9 .Insome
cases, medications or insulin must be re-introduced to maintain control.

+ Other side effects: Any gastrointestinal side effects of the drug (nausea, diarrhea) typically resolve
after stopping. There are no well-documented physical “withdrawal” symptoms like pain or anxiety.
Rarely, patients mention fatigue or mood changes, but these are usually related to returning
metabolic abnormalities, not a formal drug withdrawal.

In summary, the “rebound” is chiefly physiologic - hunger returns and weight and metabolic markers move
back toward their original states - rather than a distinct withdrawal syndrome.

Medical Guidance on Tapering or Stopping

Clinical experts strongly advise that weight-loss GLP-1 therapies be continued indefinitely to maintain
benefits 5 . The ADA Standards of Care (2024) explicitly state that sudden discontinuation of semaglutide
or tirzepatide usually causes half to two-thirds of the lost weight to return within a year 5 . For this reason,
clinicians generally treat these drugs as chronic maintenance therapy, akin to antihypertensives or statins.

If stopping is unavoidable (due to side effects, cost, or patient choice), most specialists recommend gradual
tapering and intensified lifestyle support. For example, a recent Danish study found that tapering off
semaglutide over ~2-8 weeks (instead of abrupt cessation) while providing diet/exercise coaching
prevented weight regain for at least 6 months 4 7 . In that practice, patients reduced dose slowly to
zero, lost an extra 2.1% of weight during taper, and on average maintained their weight (no net gain) 26
weeks after stopping 4 7 . As the researcher noted, “tapering seems to allow patients to avoid
regaining weight after coming off semaglutide” when combined with lifestyle changes 7 .

Key clinician recommendations include:

+ Continue if possible: Keep patients on the lowest effective dose to preserve weight loss and
metabolic gains. One expert says most weight management medications “should be continued
beyond reaching weight loss goals” for maintenance 5 .
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+ Consider switching or tapering: If a patient must stop, some suggest tapering down the dose
gradually rather than abrupt stop 14 . Alternatively, switching to a lower-dose or less expensive
agent (e.g. lower-dose GLP-1, or another obesity drug) may help bridge to full discontinuation 15 .

« Optimize alternatives: For diabetics, plan an alternative glycemic treatment before stopping (e.g.
another incretin or insulin). For obesity, clinicians may switch to other FDA-approved weight drugs.

+ Close monitoring: Patients stopping GLP-1s should have frequent follow-up. Weight, blood
pressure, and A1c should be tracked, and therapy re-instated if needed. In the ADA 2025 updates,
experts stressed engaging patients in shared decision-making: options include continuing
medication at a minimal dose, switching drugs, or stopping only with a robust lifestyle and
monitoring plan 15 .

In short, while there are no official universal tapering guidelines, the consensus is clear: plan any

discontinuation carefully, keep patients under supervision, and use lifestyle programs to buffer the effects
5 7

Lifestyle Measures to Mitigate Rebound

Intensified diet and exercise are critical when GLP-1 therapy ends. Since the drug’s appetite suppression is
gone, patients must rely on behavioral strategies to avoid overeating. Evidence shows that combining
GLP-1s with structured exercise vastly improves maintenance. In a randomized trial (eClinicalMedicine
2024), patients who took a GLP-1 (liraglutide/Saxenda) plus regular supervised exercise maintained a 10%
body-weight loss one year after treatment, while those without exercise regained much of the weight 16

17 . Exercise made participants 4.2 times more likely to keep off their loss. Specialists note that exercise
and lean muscle mass help preserve metabolic rate, countering some adaptive slowdown 18 16 .

Likewise, diet must be carefully managed. Patients who stop GLP-1 should adhere to a calorie-controlled,
nutrient-dense diet that matches their new (lower) metabolic needs. This often means continuing or
intensifying the meal plans learned during therapy. Registered dietitians and weight-management
programs can support this transition. In practice:

« Meal planning: Focus on lean proteins, vegetables, whole grains, and fiber to promote fullness.
Since GLP-1 is gone, smaller portions and mindful eating become more important.

* Monitor hunger cues: Patients should be coached to recognize true hunger versus cravings.
Strategies like keeping a food diary or eating slowly can help prevent overeating when appetite
returns.

* Regular exercise: Aim for daily activity (aerobic + strength training). Regular exercise not only burns
calories but also helps regulate appetite and maintain muscle mass. As noted, those who combined
GLP-1 treatment with exercise were far more likely to sustain weight loss after stopping 16 17 .

In summary, lifestyle intervention (diet, exercise, behavior changes) is essential to blunt the rebound.
These measures cannot fully replace the drug's effects, but evidence suggests they significantly reduce
weight regain. The ADA and experts emphasize that stopping medication must be coupled with “optimized
lifestyle management and close monitoring of weight” to minimize harm 15 .
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Differences: Diabetes Use vs. Weight-Loss Use

GLP-1 discontinuation effects depend partly on why the drug was used. Key differences:

* With Type 2 Diabetes (T2D): GLP-1 agonists are primarily prescribed for glycemic control (e.g.
Ozempic, Rybelsus). Weight loss is a secondary benefit. Data show that patients with T2D have lower
discontinuation rates (=46.5% stop by 1 year) than those without diabetes (=64.8% stop) 3 .
Clinicians often keep diabetics on these drugs longer because of their proven cardiovascular and
renal benefits. When a diabetic stops a GLP-1, blood sugar control typically worsens substantially:
Alc and glucose will rise, increasing risk of diabetes complications unless another therapy is started

9 11 . Weight regain also occurs, but the bigger concern clinically is loss of glycemic benefit.
Patients with T2D are more likely to restart GLP-1 therapy after discontinuation: in one study, 47.3%
of diabetics had reinitiation within a year vs. 36.3% of non-diabetics 19 .

« For Weight Loss Only (no diabetes): Many people are prescribed semaglutide or tirzepatide off-
label solely for obesity. These patients tend to have higher discontinuation (often for cost or side
effects) and less follow-up. The main consequence of stopping for them is weight rebound and loss
of cardiometabolic improvements. Since their baseline HbA1c is usually normal, hyperglycemia is not
a factor, but their blood pressure and lipids will worsen as weight returns. These patients also have
fewer options to restart (insurance often won't cover weight drugs long-term). Clinicians emphasize
lifestyle even more in this group. Importantly, patients without diabetes are more likely to cite
cost or lack of access as reasons to stop 20, whereas diabetics more often stop due to side
effects.

In both cases, medical guidance is to consider the patient's overall risk. For diabetics, stopping a GLP-1
often means adding another glucose-lowering agent immediately. For weight-management patients,
providers may switch to alternative obesity therapies (such as other GLP-1s, GLP-1/GIP dual-agonists, or
older drugs) if stopping is desired. But the principle is the same: discontinuing GLP-1s reverses much of
their benefit in both populations. Notably, the ADA advises that weight-loss medications (including GLP-1s)
“should be continued beyond reaching weight loss goals to maintain all the health benefits of weight
loss” 5 , regardless of diabetes status.

In summary: when stopped, GLP-1 agonists cause hunger and metabolic shifts that lead to rapid weight
regain in almost everyone. Cardiometabolic improvements (glycemia, blood pressure, lipids) also regress. To
counter these effects, experts recommend planning any discontinuation carefully: taper doses, double
down on diet/exercise, and closely monitor health. Recognizing that GLP-1-induced weight loss is often only
maintained by ongoing therapy is critical. In practice, most patients will need to stay on some form of

therapy or intensive lifestyle support to keep weight and diabetes in check after stopping a GLP-1 agent 5
7

Sources: Recent clinical trials and reviews of GLP-1 therapy (STEP and SURMOUNT trials), ADA Standards of
Care updates, and expert reports confirm these effects © 2 5 7 . These findings underscore that
weight loss from GLP-1 drugs is pharmacologically supported, and cessation without compensation
typically leads to reversal of benefits.
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