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~2% of cases and mutually exclusive with EGFR/KRAS/ALK e Ligand 4 reduced flexibility and converged the three
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e Unlike KRAS, RIT1 has no direct small-molecule inhibitors. _ . o , i
MD Simulation & Binding Free Energy Calculation Fig 4a: RMSF (Ligand 4 bound)

KRAS (wheat) on RIT1 (rainbow)
ground our repurposing rationale
to target RIT1.

e To explore how RIT1 switch mutations impact protein dynamics. With

non-covalent
inhibitor
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e Mutations reshape dynamics (apo)
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e To identify druggable pockets in RIT1 and investigate whether KRAS
inhibitors can be computationally repurposed as candidate RIT1

e Ligand-free MD reveals mutation-specific

RIT1T WT RIT1 A77G RIT1 M90I
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% * Boltz-2 co-fold of RIT1 with the KRAS G12D g

inhibitor MRTX1133 eLigand 4 bound RIT1 WT, A77G and M90l with high
confidence (Boltz-2 ipTM 0.97-0.98).
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e < ; Conclusion and Future Plan
0.97 across all variants D :
o : e Pairing Al structure prediction (Boltz-2) with all-atom MD
Interactions : nominated Ligand 4 as a binder for the undrugged GTPase
van der Waals Pi-Cation = RIT1.
Contact Colventional Rydegen:bond L | eligand 4 engages the GDP-bound pocket across WT and
SALpon Hydrogen. and EEARY] S —— mutants (AG = -40 kcal/mol); A77G shows incomplete
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Contact: Dr Mark N. Adams Fig 1: Ligand 4 bound to RIT1 Wild-type. (A) Surface (Ligand 4 | Fig 3b: RM*?D (apo). Local flexibility and e A starting point for structure-guided RIT1 inhibitor design.
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MD; cytotoxicity assays.
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