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Solid-Phase DNA-Encoded Synthesis

Bifunctional Resin

MacConnell et al., ACS Comb Sci. (2015) —
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HEK293T Bead Seeding Occurs Rapidly

Callie Fredlender (unpublished)






Hydrogel Coat is a Multifunctional Signal Detection Scaffold

Hydrogel Shell
Signaling Scaffold

Fryer et al., ACS Cent Sci. (2022)
Cavett et al., ACS Cent Sci. (2023)
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Co-polymerized Affinity Tag Ligands Capture Tagged Proteins

Hydrogel Signal Scaffold
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Callie Fredlender (unpublished)
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Fluorescent Protein Capture from HEK293T Spheroids (Constitutive Reporters)

Reporter - mCherry-Halo mCherry-Halo mCherry-Halo

Secretion Tag — — + &4

Promoter — PGK (low) PGK (low) CAG (high)

Callie Fredlender (unpublished)
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Constitutive Reporter Labels DEL Beads @ ~10 uM Equivalent Labeling Rxn
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Cherry-HaloTag STING Reporter Line Responds Similarly to Commercial Line
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Control Bead Structure
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Control PC-MSA-2 Beads Used to Generate Mock Libraries (1 & 10% Hit Rates)

NEG PC-MSA-2
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Party Light Photocleavage of Spheroid DEL Culture

UCI ﬁChaS Farr:'nly Cancer Center
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Robust Separation Observed in Flow Cytometry of PC-MSA-2 Beads
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Mini-DEL Explores Structural Themes of Known STING Agonists
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Cellular DEL Screens Isolate High Cherry Fluorescence Beads as Hits
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Cellular DEL Screening: Hit Structure Deconvolution
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Two Selected Cellular DEL Screening Hits Validate in Spheroid Culture

Normalized Count

Callie Fredlender (unpublished)
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@ Cells form spheroids around DEL beads
On-bead secreted reporter capture is proximity-driven

Photocleavage liberates sufficient ligand to stimulate signaling

. Labeled beads can be sorted and sequenced to find hits

Center
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