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Supplementary Figure 1. Image of custom manufactured 384‐well microplate pillar lid type 
utilized in lid-based AIME method. Pillars were functionalized with Matrigel, dipped into an S9-
alginate mixture, and then dipped into 0.1 M barium chloride and 0.01% poly-L-lysine 
crosslinking solutions to form microspheres attached to solid supports.
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Supplementary Figure 2. Winning TCPL model curve fits for metabolism-negative (solid blue, 
dH2O-alginate microspheres) and metabolism-positive (solid red, S9-alginate microspheres) 
ERTA assay modes. Plots are shown for all compounds screened in the ERTA assay. Horizontal 
lines indicate the efficacy cutoff (3*bmad) for metabolism-negative (dashed blue) and 
metabolism-positive (dashed red) modes. Compounds were screened in a 9-point titration series 
(0.002-200mM) and are represented as log10 concentration (logc) µM. Data points are zero-
centered normalized responses (resp) plotted for all experimental replicates (n = 4).
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