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Research involving human participants, their data, or biological material
Policy information about studies with human participants or human data. See also policy information about sex, gender (identity/presentation),
and sexual orientation and race, ethnicity and racism.

Reporting on sex and gender

Reporting on race, ethnicity, or
other socially relevant groupings

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Field-specific reporting
Please select the one below that is the best fit for your research. If you are not sure, read the appropriate sections before making your selection.

Life sciences Behavioural & social sciences Ecological, evolutionary & environmental sciences

For a reference copy of the document with all sections, see nature.com/documents/nr-reporting-summary-flat.pdf

Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

6S34 http://dx.doi.org/10.2210/pdb6s34/pdb

Crystal structure coordinates and structure factors for insulin icodec structure were deposited in the Protein Data Bank (PDB) under the following accession codes:
8RRP. https://pdbj.org/search/status?pdbid=8rrp

The authors declare that the data supporting the findings of this study are available within the manuscript.

Reporting of data from pools of residual PK serum selected from 12 male human subjects. The exploratory metabolite
analysis was described in the clinical trial report (Novo Nordisk Trial ID: NN1436-4314, ClinicalTrials.gov ID: NCT02964104),
and documented independently and reported separately.

Human subjects with type 2 diabetes mellitus

Key inclusion criteria (Novo Nordisk Trial ID: NN1436-4314, ClinicalTrials.gov ID: NCT02964104)

- Male or female, age between 18 and 64 years (both inclusive) at the time of signing informed

consent.

- Subject who is considered to be generally healthy (with the exception of conditions associated

with diabetes mellitus), based on the medical history, physical examination, and the results of

vital signs, ECG and laboratory safety tests, as judged by the investigator.

- Body mass index between 20.0 and 34.9 kg/m2 (both inclusive).

- Type 2 diabetes mellitus (as diagnosed clinically) for "12 months (365 days).

- Treated with or without any metformin formulations (dose documented in the subject medical

record). If treated with metformin, the total daily dose of metformin must have been stable

within the past 90 days prior to the day of screening.

- No change in insulin treatment regimen during the last 90 days prior to screening.

- Current total daily insulin treatment between 0.3 and 1.0 (I) U/kg/day (both inclusive).

- HbA1C !9.0% based on central laboratory analysis

Screening of subjects based on baseline demographic and disease characteristics

Trial protocol, amendments, subject information and consent forms were reviewed and approved by an independent ethical
committee Ärztekammer Nordrhein, Körperschaft des öffentlichen Rechts, Ethikkommission, Germany

Sample size in these preclinical studies was chosen to provide reasonable number of replicates (n=3 minipigs per group; it was not considered
justifiable to use larger group of minipigs for preclinical studies).

No data points were excluded

No study replication

No randomization

No blinding




