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Small Molecule Ligands — Screening Technologies

High-Throughput Screening SAR by NMR
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Small Molecule Selection with a DNA-Encoded Library
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Library Synthesis Using Diels-Alder Cycloadditions
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Synthesis of a 4°000 Member DNA-Encoded Library

Synthesis of hexadienyl-derivatized oligonucleotides
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Buller et al. Bioorg Med Chem Lett, 2008, 18, 5926.

e 6 basepair decomolutd S
co‘::i;ga?i:)n %8 Alder product I;)'r(syduclcr
Za CAACGC 13876.0 13867.3
2b ACGCGC 13883.6 13879.6
2c CACGAA 13792.6 13790.5
2d GGCACA 13852.0 13846.3
2e GAGGAG 13794.8 13788.3
2f CTACCG 13881.6 13872.3
2g CTATAT 13828.8 13822.2
2h TTGTTT 13863.0 13861.2
2i GCTCAT 13831.0 13824 .4
2j AAACAT 13865.2 13858.3
2k GGGAGC 13913.8 13907.4
21 CAGAGT 13808.2 13803.5
2m TGCTCT 13887.8 13882.5
4a CTGTGA 13930.2 13923.3
4b CGGATG 13878.6 13872.3
4c GTAGTA 13928.8 139223
4d CACTTT 13898.4 13891.3
de TGGGCG 13903.2 13898.5
af GTCGCT 13918.8 13914.3
4g TTGCGG 13770.4 13770.4




Library Characteristics of the 4‘'000 Member Library
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Library Decoding by 454 High-Throughput Sequencing

Selection against PCR _ 6bp Code | 8bp Code I

5 6ecTcccTCGCGCCATCAGGGAGCTTGTGAATTCTGGX X X X X X 6GACGTGTGTGAATTGTCY Y Y Y Y Y Y Y GTGGTCGGATCCGACTACCTGAGCGGGCTGGCAAGGCS'
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Library Decoding after Affinity-Based Selections
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Statistical Analysis of the Library Decoding
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Hit-Validation of Selected Small Molecules
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Ligands Selected Against Tumor Necrosis Factor (TNF)
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Library Decoding by lllumina Sequencing
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Comparision of 454 and Illlumina Library Decoding

454: 50°000 sequences lllumina: 1.3 million sequences
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DNA-Based Hit-Validation of Selected Compounds
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