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N-Mdm2/nutlin-3a under accession code of 4J3E [http://doi.org/10.2210/pdb4J3E/pdb]. The initial structure models for MdmX were the X-ray crystal structures of
N-MdmX/Cpd15 and N-MdmX/p53 analog under accession code of 6Q9W [http://doi.org/10.2210/pdb6Q9W/pdb] and 6V4F [http://doi.org/10.2210/pdb6V4F/
pdb]. The X-ray crystal structures of the MdmX/p53 peptide complexes and the MdmX/WK298 complexes used for structure comparison were under accession code
of 3DAB [http://doi.org/10.2210/pdb3DAB/pdb] and 3LBJ [http://doi.org/10.2210/pdb3LBJ/pdb], respectively. The initial structure of N-Mdm2 for MD was isolated
from the N-Mdm2/p53p complexes under accession code of 1YCR [http://doi.org/10.2210/pdb1YCR/pdb]. Source data are provided with this paper.

No sample size calculations were performed, but several replication were performed where appropriate for concordance and to establish
consistent results.

No data were excluded from the analyses.

Multiple biologically independent samples were performed in order to verify reproducibility for each experiment. All experiments were
repeated at least twice. Detailed information on replicates were described in the figure legends. All attempts at replication were successful.

1) Protein crystallization structure determination has been successfully reproduced twice with diffracting crystals.

2) The NMR experiments were replicated with two successful independent samples and we chose a better one to present.

3) The compound screening were replicated with two successful independent samples and a mean was presented.

4) For fluorescence polarization assays, ITC Titration, real-time qPCR assay and MTT experiments, independent experimental repeats were
performed at least three times to insure reliability and reproducibility of the results.

5) For western blot assay, at least two replicates with independent cell samples were taken to verify the reproducibility of the experimental
finding.

Randomization was not considered within the experimental samples tested since cell lines used were genetically identical.

Blinding was not considered within the experimental samples tested since this study was not practical and no subjective results were
gathered.




