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Supplementary Note 2, respectively. Source data are provided with this paper.

Self-reporting sex was collected as a baseline characteristics. Of 248 participants enrolled, 48% were male and 52% were
female.

In this phase 2 study, sample size within each treatment group was limited and sex-based subgroup analysis was not pre-
specified in the protocol and not conducted therefore.

In addition, male participants generally had a greater body weight at baseline than females. Baseline body weight was used
as a covariate in both primary and sensitivity analyses of the primary endpoint.

This study was conducted in China and all participants were Asian. No other socially relevant groupings were collected.

This study enrolled Chinese adults (aged 18–75 years, both inclusive) with overweight (body-mass index [BMI] "24 kg/m2)
accompanied by hyperphagia and/or at least one obesity-related comorbidity (pre-diabetes, hypertension, dyslipidaemia,
fatty liver, weight-bearing arthralgia, dyspnoea or obstructive sleep apnoea syndrome) or with obesity (BMI "28 kg/m2), and
without diabetes.

The enrolled participants had a mean age of 35·5 years, a mean baseline bodyweight of 89·4 kg and a mean baseline BMI of
31·8 kg/m2. A total of 208 participants had a BMI of 28 kg/m2 or greater at baseline.

Investigators from 20 hospitals in China screened and enrolled participants into this study. Participants must meet the all the
inclusion criteria and should not meet any one of the exclusion criteria as defined in the clinical study protocol. All
participants provided written informed consent before study entry. This was a randomized, double-blind study where the
participants, investigators, study site personnel involved in treating ans assessing participants ans sponsor personnel were
masked to the study treatment allocation. Possibility for potential self-selection bias or other biases were minimized with the
strict adherence to the inclusion and exclusion criteria, and randomization and masking procedures as defined in the
protocol.

The study protocol and informed consent form were approved by ethics committees of all study sites: Peking University
People's Hospital; The First Affiliated Hospital and Clinical Medicine College of Henan University of Science and Technology;
The Fourth Affiliated Hospital of Harbin Medical University; Huzhou Central Hospital; Shandong Province Qianfoshan Hospital;
Pingxiang People' s Hospital; The First Affiliated Hospital of Bengbu Medical College; Jinan Central Hospital; The Second
Hospital of Hebei Medical University; Chu Hsien-I Memorial Hospital; Jiangsu Province Hospital; Sun Yat-Sen Memorial
Hospital; Shanghai Tenth People's Hospital of Tong Ji University; Qilu Hospital of Shandong University; Inner Mongolia
Autonomous Region People's Hospital; Luoyang Central Hospital; Tonghua Central Hospital; Jingzhou Central Hospital; The
First Affiliated Hospital of Nanyang Medical College.

The sample size of 240 participants was estimated to provide at least 95% power to show the superiority of optimal mazdutide dose to
placebo in terms of bodyweight change from baseline to week 24, at a two-sided significance level of 0·05. In the calculation of the sample
size, it was assumed the mean percentage change in bodyweight from baseline to week 24 of 2·3% with placebo and !10% with optimal
mazdutide dose, a common standard deviation of approximately 8%, and a dropout rate of 20%.

No data was excluded from the analysis.

The study has three cohorts, with 62 receiving mazdutide 3 mg, 63 receiving mazdutide 4·5 mg, 61 receiving mazdutide 6 mg and 62 receiving
placebo. This allowed replication and reproducibility of findings across different treatment groups.

A block randomisation method with a block size of 24 was used to randomly assign eligible participants 3:1:3:1:3:1 to receive mazdutide 3 mg,
4·5 mg, 6 mg or matching placebo using an interactive web response system, stratified by BMI at screening (<28 kg/m2 vs "28 kg/m2).
Randomisation list was generated by an independent statistician who was not involved in the clinical operations of the study.

The study drugs and placebo were identically labelled and indistinguishable in appearance. The participants, investigators, study site
personnel involved in treating and assessing participants and sponsor personnel in contact with the investigators and participants were
masked to treatment allocation until the database lock of the first part, while other sponsor personnel remained blinded until all participants




