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Fragment-based design/
discovery (FBD) approaches
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MCSS-based workflow for
FBD of oligonucleotides
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Preliminary results on RBPs
MCSS+oIpy+CHARMM
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Nucleotide-Protein
Complexes (benchmark120)
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Transferase 41

5’ patchesR010 R110 R210 310 R410

'R-A,C,G,U /’s@ﬁ@f@ (&)5°

Hydrolase 31

Ligase

Lyase 11
Membrane Protein - 5
Na Binding Protein - 4
Oxidoreductase 4 A
Signaling Protein - 3
Unknown Function 3

Biosynthetic Protein{ 2

A

Electron Transport{ 1 v N
Metal Binding Protein{ 1 Minimiled pl‘Otein
chelateseql 1 without ligand
Gene Regulation 1 - . o
0 5 10 15 20 25 30 35 40 45 native pOSe . RMSD(mCSS/exp) = 2-OA

Number

high resolution, non-redundant, etc



Number of structures
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Docking Power:
MCSS/Empirical Scoring
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Docking Power:

Implicit/Hybrid Solvent Models
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Screening Power:

Hard/Soft Predictions
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Conclusions

fragment-based approach applied to single
nucleotide binding

explicit solvent improve predictions of
nucleotide binding

» improved docking power (native poses)
* improved screening power (“true” binders)

other solvent implementations to evaluate ...
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