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The central question in obesity pharmacotherapy has shifted from induction to maintenance: once a patient
has lost weight on a GL P-1/GIP receptor agonist, can alower dose hold that 1oss without the drug bill of

the induction phase? Tirzepatide (Mounjaro, Eli Lilly) achieved mean weight reductions of around 20% at

its maximum approved dose of 15 mg weekly in the SURMOUNT programme, but discontinuation data
consistently show rapid weight regain, framing dose reduction as both a clinical and economic pressure point.1
The current evidence does not yet support confident dose de-escalation as a standard strategy, and prescribers
should understand why before patient conversations drift in that direction.

The Pivot: Attention has moved from peak weight loss with tirzepatide to whether lower maintenance doses
can preserve that loss, driven by cost pressures and tolerability concerns.

The Data: The SURMOUNT-1 trial demonstrated a mean body weight reduction of 20.9% with tirzepatide
15 mg versus 3.1% with placebo at 72 weeks (p < 0.001), but dedicated dose-reduction maintenance data
remain limited.1

The Action: Do not routinely de-escalate tirzepatide dose to a lower maintenance level without shared
decision-making; the evidence base for this strategy is not established, and regain risk is real and rapid
upon dose reduction or cessation.

Tirzepatide isadual glucose-dependent insulinotropic polypeptide (GIP) and glucagon-like peptide-1 (GLP-1) receptor
agonist, approved for chronic weight management in adults with obesity or overweight with at least one weight-related
comorbidity. Its efficacy at 15 mg weekly is well-characterised: SURMOUNT-1, a 72-week phase 3 randomised
controlled trial of 2,539 adults without diabetes, reported mean body weight reductions of 15.0%, 19.5%, and 20.9%
at the 5 mg, 10 mg, and 15 mg doses respectively, versus 3.1% with placebo (all comparisons p < 0.001).1 What
SURMOUNT-1 was not designed to answer is whether a patient who reaches maximal weight loss on 15 mg can step
down to 5 mg or 10 mg and sustain that outcome.

Thebiological rationale for dose maintenanceis plausible. Weight losswith GLP-1 and GI P receptor agonists dependson
sustained receptor engagement to suppress appetite and modify energy homeostasis. Preclinical and clinical withdrawal
data show that the neuroendocrine drivers of weight regain, including suppressed leptin and elevated ghrelin, reassert
themselves rapidly when the drug is removed or substantially reduced.2 The SURMOUNT-4 trial, which examined

the consequences of tirzepatide withdrawal after a 36-week lead-in, found that participants who switched to placebo
regained a mean of 14% of body weight over the subsequent 52 weeks, while those who continued tirzepatide lost a
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further 5.5%.3 Thisisnot adose-reduction trial, but it illustrates the dependency of maintained weight loss on continued
pharmacological support.

Obesity isachronic, relapsing disease with acomplex pathophysiology involving genetic, environmental, and behavioral
factors. Pharmacological interventions like tirzepatide target key hormonal pathways that regulate satiety, energy
expenditure, and glucose metabolism. The GIP and GLP-1 receptors are widely distributed in the brain, pancreas, and
gastrointestinal tract, mediating their effects on appetite suppression, delayed gastric emptying, and improved insulin
sensitivity. Sustaining these effectsis crucial for long-term weight management, as the body's homeostatic mechanisms
actively resist weight loss and promote regain, often referred to as adaptive thermogenesis and increased hunger signals.
Therefore, the question of optimal dosing for maintenanceiscritical for clinical practice, balancing efficacy, tolerability,
and cost.

What the evidence on lower doses shows
The SURMOUNT programme does provide indirect information. SURMOUNT-1 showed that the 5 mg dose produced

amean weight reduction of 15.0% at 72 weeks, aclinically meaningful result that is meaningfully lower than the 15 mg
arm but not trivial.1 Whether a patient who achieves 20% weight loss on 15 mg can then be maintained at 5 mg without
reverting toward baseline is mechanistically uncertain and has not been tested in a prospective dose-de-escal ation design.
The SURMOUNT-5trial, comparing tirzepati de agai nst semagl utide 2.4 mg, found that tirzepatide produced 47% greater
relative weight loss than semaglutide at 72 weeks, but again does not isol ate dose-maintenance questions.4

Tolerahility is aseparate but clinically linked consideration. Gastrointestinal adverse events, primarily nausea,
vomiting, and diarrhoea, are dose-dependent and drove discontinuation in a minority of SURMOUNT-1 participants:
discontinuation due to adverse events occurred in 4.3%, 7.1%, and 6.2% of participantsin the 5 mg, 10 mg, and 15

mg groups respectively, versus 2.6% with placebo.1 For patients who cannot tolerate escalation to 15 mg, lower doses
are not a concession but the clinically appropriate ceiling. The prescribing question is different for patients who have
tolerated 15 mg and are asking whether they can reduce for cost or convenience reasons. Here, the honest answer is that
the evidence to guide that conversation does not yet exist in arigorous prospective form.

Limitations are substantial. No published randomised trial has specifically evaluated a step-down maintenance
protocol for tirzepatide. The available data are inferential, drawn from withdrawal studies, cross-dose comparisons
within induction trials, and mechanistic understanding of receptor pharmacology. Real-world dose reduction happens
regardless, driven by supply constraints, cost, and patient preference, but this does not constitute evidence. Until a
dedicated dose-optimisation trial reports, clinicians are extrapolating. Such atrial would ideally involve participants
who have achieved a predefined weight loss target on a higher dose of tirzepatide, followed by randomisation to either
continued high-dose treatment or a step-down to alower maintenance dose, with long-term follow-up to assess weight
regain and adverse events. This design would directly address the clinical uncertainty surrounding dose de-escalation
for sustained weight management.

CLINICAL IMPLICATIONS
The most striking implication of where the evidence currently sits is that the dose-maintenance question
is being answered in clinics rather than in trials. Patients and prescribers are already making tirzepatide
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dose adjustments, partly because of the drug's cost (list price in the UK under private prescription runs to
several hundred pounds per month), partly because NHS commissioning pathways are still evolving, and
partly because patients who have lost 20% of their body weight feel, not unreasonably, that something has
worked and perhaps less of it will continue to work. The absence of a well-designed dose-de-escalation trial
is a gap that Eli Lilly has a commercial incentive not to fill urgently. A 15 mg maintenance patient is more
profitable than a 5 mg maintenance patient, and the withdrawal data from SURMOUNT-4 do the necessary
persuasive work without a trial that might show lower doses are adequate.

Prescribers in primary care are left navigating a situation where the clinical guidelines, including NICE
TA1026 which conditionally recommends tirzepatide within a specialist weight management context, do not
yet address dose optimisation in any granular way. The default is to continue the induction dose indefinitely,
which is defensible pharmacologically but creates access and adherence problems in practice. Patients who
cannot sustain the cost of 15 mg are effectively being told that partial treatment is not an option, when the 5
mg arm of SURMOUNT-1 suggests it very much is, at least for induction. Whether 5 mg is sufficient to prevent
regain after 15 mg-induced loss is the unanswered question that should be driving trial design right now.
For patients, particularly those who have experienced the first meaningful long-term weight loss of their
lives on tirzepatide, the regain data from withdrawal studies land as a life sentence of high-dose, high-cost
pharmacotherapy. This is not a trivial psychological or financial burden, and it is a conversation that needs
to happen proactively at initiation rather than at the point where a patient can no longer afford to continue.
The field would be better served by a head-to-head dose-maintenance trial than by another comparison with
semaglutide. SURMOUNT-5 was commercially useful. A dose-optimisation trial would be clinically useful.
Those are not always the same thing.
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MEDICAL DISCLAIMER

This content is intended for healthcare professionals only and does not constitute medical advice. Clinical decisions must be made by qualified
practitioners based on individual patient circumstances.
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