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Figure 2: TOP) Our workflow includes an end-to-end process that starts with quantum mechanics (GAUSSIAN) to generate
topologies and uses docking (AUTODOCK) as a rapid initial condition generator for interactors that can be further evaluated
in a full simulation environment like GROMACS. This workflow is iterative at many levels, especially through the experience
of our medicinal chemists. BOTTOM) MD 5 nano second simulations (CMD 1,2,3) indicate that SYK residues ARG22,
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Figure 1: Intégrin signaling via the non receptor tyrosine kinase Syk is an early event in
monocyte/macrophage expression of a number of pro-inflammatory cytokines like IL-1(3. Signaling
is mediated through direct interaction of Syk with integrin cytoplasmic domains. Targeting this
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Figure 4: Above are a series of dose-response inhibition curves that evaluate integrin signaling IC5, values, the ligand Microsoft CRM:0740135 (Craft). Center for Advanced Computing and Data
: concentration at which 50% of the phosphorylated signal is inhibited. Ligands B, C,and D evolved from the initial SAR Science Award SeFAC: 63445-B5006 (Craft)), Summer Undergraduate
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elements from earlier iterations, these ligands represent a 'best-of-both-worlds' approach—achieving low-nanomolar (Merlinsky). University of Houston clusters (sabine and carya).

potency while maintaining the maximal signal suppression required to fully disrupt the integrin-Syk signaling axis.




