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2); https://doi.org/10.5281/zenodo.4563896 (compound 2); https://doi.org/10.5281/zenodo.5563359 (SB203580); https://doi.org/10.5281/zenodo.5563655
(SB203580); https://doi.org/10.5281/zenodo.5564118 (compound 1 simulated in compound 2 metastable state 2-S3); https://doi.org/10.5281/zenodo.5564208
(compound 1 simulated in compound 2 metastable state 2-S3; dataset: VIII); https://doi.org/10.5281/zenodo.5564586 (well-tempered metadynamics simulations of
compounds 1 and 2); https://doi.org/10.5281/zenodo.5570882 (well-tempered metadynamics simulations of compounds 1 and 2) https://doi.org/10.5281/
zenodo.5571352 (well-tempered metadynamics simulations of compounds 1 and 2). Other data generated in this study are provided in the Supplementary
Information and Source data file.

3que [http://doi.org/10.2210/pdb3QUE/pdb]

5tbe [http://doi.org/10.2210/pdb5TBE/pdb]

6zqs [http://doi.org/10.2210/pdb6ZQS/pdb]

Sample sizes of 300 - 1000 cell per analyzed measurements were chosen as those are suffcient for statistical analysis. Any details on statistics
are given in the method section.

As stated, cells with ratios within the 10 - 90 percentiles of all measured cells were taken into account for statistical analysis.

All cellular experiments were performed in 3 individual replicates and 300 - 1000 cells were analyzed for each condition. All replications were
successful.

MD simulations were run in 1–15 replicates for each individual starting configurations (see details in Supplementary Figures 34 and 35), a few
short simulations failed during the run due to a technical error at the supercomputer (these were not repeated); well-tempered
metadynamics simulations were conducted with 20 independent replicates for each MSM derived structures, with all replications being
successful.

Since we used cells stably expressing MK2-GFP, all cells within the 10 - 90 percentiles were taken into account. Thus, randomization was not
applicable.

Investigators were not blinded. Cells were subjected to automated quantitative measurements of the distribution of the fluorescent signal,
therefore results were not affected by subjective bias.




