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Retatrutide Just Rewrote the Weight-Loss Ceiling for 
Type 2 Diabetes
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Type 2 diabetes has long blunted the weight-loss effect of obesity drugs: patients with the disease typically lose 

less than those without it on the same medication. Results from the phase 3 TRIUMPH-2 trial, published in The 

Lancet, show the triple hormone agonist retatrutide breaking that pattern, cutting body weight by nearly a fifth 

in adults with both conditions.1

K E Y  TA K E AWAY S

º The Pivot: Retatrutide is the first agent tested at this scale to substantially close the weight-loss gap long 

seen between obesity patients with and without type 2 diabetes.

º The Data: At the 12mg dose, weight fell 18.8% versus 5.1% with placebo (treatment difference 13.8 points), 

with HbA1c improving 1.45 versus 0.45 points.

º The Action: Weigh the strong efficacy at 9mg and 12mg against a real tolerability cost, roughly one in eight 

patients on those doses discontinued for adverse events, when discussing starting dose with a patient.

Obesity medications built around a single hormone target routinely deliver less weight loss in people who also have type 

2 diabetes than in those who do not, a gap usually attributed to insulin resistance and to glucose-lowering therapies that 

themselves promote weight gain. Retatrutide already stood out among obesity drugs for triggering three receptors at 

once, GIP, GLP-1 and glucagon, rather than one or two.1

TRIUMPH-2 tested whether that broader mechanism could close the gap. The trial randomized 1,152 adults with a BMI 

of at least 27 and HbA1c between 6.5% and 10.5% across 92 sites in eight countries, assigning them to weekly retatrutide 

at 4mg, 9mg or 12mg, or to placebo, for 80 weeks.1

The Numbers
At the top dose, retatrutide cut body weight by 18.8%, against 5.1% with placebo, an estimated treatment difference of 

13.8 percentage points.1 HbA1c fell by 1.45 percentage points at 12mg, compared with 0.45 with placebo. Nearly half 

the patients on the top dose, 47%, lost at least a fifth of their starting weight; 31% lost a quarter or more. Placebo managed 

6% and 3%, respectively.

Glycemic control moved just as sharply: 72% of patients on 12mg reached an HbA1c of 6.5% or below, against 29% on 

placebo. Blood pressure, lipid profiles and high-sensitivity C-reactive protein, a marker of systemic inflammation, all 

improved alongside the weight and glucose changes, evidence the drug's effect extends past the two headline endpoints.
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None of this required patients to come off their existing diabetes regimen. Ninety-two percent were already on an oral 

glucose-lowering drug, biguanides, SGLT-2 inhibitors and sulfonylureas among them, at randomization.

The dose-response pattern held cleanly across every measure: 4mg trailed 9mg, which trailed 12mg, on weight, HbA1c 

and the share of patients hitting major weight-loss thresholds.

Where It Falls Short
Gastrointestinal side effects rose with dose. Diarrhoea affected 27% to 34% of patients on active treatment against 13% 

on placebo; nausea ran from 14% to 28% against 8%. These are the same complaints that drive real-world discontinuation 

of GLP-1 drugs, and TRIUMPH-2's own discontinuation data show why that concern is not theoretical.

Permanent discontinuation for adverse events or death hit 12% at 9mg and 8% at 12mg, against 5% on placebo and just 

4% at the lowest dose. That is a meaningfully higher exit rate at the doses that produced the best results, the doses a 

clinician would actually want to prescribe.

Two less-common signals deserve specific attention. Low blood pressure, whether recorded as hypotension, orthostatic 

hypotension or a general drop, appeared in up to 6% of patients on the top dose, against under 1% on placebo. Dysesthesia, 

abnormal skin sensations such as burning, appeared in up to 7%, though none were classified severe or serious.

Seven deaths occurred during the 80 weeks, spread across all four arms including placebo, and investigators judged none 

related to treatment. The trial was not designed or powered to rule out a rare drug-related mortality signal either way.

CLINICAL IMPLICATIONS

A drug that closes the diabetes weight-loss gap is not automatically a drug every patient with diabetes should 

take. The discontinuation numbers say something the topline weight and HbA1c figures do not: at the dose 

that works best, roughly one in eight patients cannot tolerate staying on it. Eli Lilly, which funded the trial and 

will presumably seek approval for retatrutide off the back of results like these, now has an efficacy story that 

is genuinely hard to beat in this population. The tolerability story is a separate negotiation, and it belongs in 

the room when a clinician and patient decide which of the three doses to start.

The trial enrolled adults already managed on oral glucose-lowering therapy, not people newly diagnosed or 

on insulin, which means the 18.8% weight-loss figure describes a specific, well-controlled slice of the type 2 

diabetes population rather than the condition broadly. Whether the same effect holds in patients on insulin, or 

with more advanced disease, is a question TRIUMPH-2 was not built to answer.

The blood pressure and dysesthesia signals are small in absolute terms but worth naming precisely rather 

than folding into a generic gastrointestinal-side-effect summary. A patient reporting burning skin sensations 

or dizziness on standing deserves a clinician who already knows that pattern shows up with this drug.
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Retatrutide is not yet approved for either indication tested here. What TRIUMPH-2 changes is the baseline 

expectation: a triple agonist has now shown that the weight-loss penalty long assumed to come with type 2 

diabetes is not fixed biology. It looks more like a target-selection problem, and hitting three receptors instead 

of one solves a meaningful part of it.
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