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The HDX-MSdata are available in Supplementary Data 1, global and diGly proteomic data in Supplementary Data 2. Additionally, the HDX-MS data (accession code:
PXD066563), the global and diGly proteomic data (accession code: PXD067088), and other MS data (accession code: PXD063550) have been uploaded to the
ProteomeXchange Consortium via the PRIDE partner repository.70 The MD force field parameters for BI8626, MD-derived models and the AF3-based dataset have
been deposited to Zenodo (DOI: 10.5281/zenodo.15772692). Source data are provided with this paper.
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Note that full information on the approval of the study protocol must also be provided in the manuscript.
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The data presented in the manuscript represent the averages and/or representatives of at least 3 independent replicates (see section
"statistics and reproducibility") . These sample sizes were chosen to generate data at sufficient depth and assess differences between
conditions robustly. These sample sizes are sufficient, since the observed effects of interest are clearly detectable between conditions and
robust across replicates.

No data were excluded.

All experiments were performed for at least n=3 independent samples, as described, and all attempts were successful. Immunoblots and
enzyme assays were performed independently 3 times with similar results. Biochemical in-vitro experimets and functional cell-based assays
were performed on separate and fully independent occassions and verified each other.

Gel-based samples were run in different orders with the same result.

MS data were analyzed with script-based pipelines, in which results are largely independent from interference of the researchers. The precise
workflows are detailed in the methods section. Gel-based assays were replicated by different individuals. The investigators were not blinded,
which is standard in this type of study due to multiple steps that require precise operations for accuracy and precision.
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