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The atomic coordinates and EM maps have been deposited in the Protein Data Bank under accession codes 8WKN (DSR2-DSAD1), 8W56 (DSR2-DSAD1 state 1),
8K9A (DSR2-DSAD1 state 2), 8XKN (TTP), 8WFN (DSR2-TTP state 1), 8K98 (DSR2-TTP state 2), and in the Electron Microscopy Data Bank under corresponding
accession codes EMD-37603, EMD-37272, EMD-36982, EMD-38421, EMD-37497 and EMD-36980. The TTP structures from phages YSD1 (PDB ID: 6XGR), ! (PDB ID:
6P3E) and T5 (PDB ID: 5NGJ), human SIRT1 structure (PDB ID: 4KXQ), ThsA structures (PDB IDs: 7UXT and 6LHX) were used for structural comparison.
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At least three independent replicates of each in vitro NAD degradation assay were performed. The error bars represent the standard
deviations. Each pull-down assay in the manuscript was performed three times, and the gels shown in the figures represent three
independent replicate experiments.

During cryo-EM structure determination, poor-quality images and particles were excluded following standard procedures of RELION-3 or
cryoSPARC. Detailed information regarding the number of particles used in the cryo-EM structure determination is provided in the methods
section of the manuscript and supplementary figures.

The in vitro NAD degradation assays and pull-down assays performed in this study were replicated a minimum of three times. Detailed
information about the replication can be found in the figure legends and methods section.
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