A translational QSP model to characterize the preclinical pharmacodynamics of combining a KRAS G12C
inhibitor with a SHP2 inhibitor
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QSP model structure
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 The model can be readily adapted as a platform model to
quantify the combination PD of divarasib / migoprotafib Fig 6. QSP model fit to KRAS G12C alkylation% for divarasib / migoprotafib single-agent Fig 7. QSP model fit to DUSP6 inhibition (% of baseline) for divarasib / migoprotafib

with other MAPK pathway inhibitors. and the PD of new and their combination. Blue solid line: model fit; orange dots with bars: observed mean +/- single-agent and their combination. Blue solid line: model fit; orange dots with bars:

. SD data observed mean +/- SD data
molecular entities in development, such as other KRAS

inhibitors. * Model adequately described alkylation and MAPK pathway inhibition across a range of doses of divarasib and migoprotafib, and their combinations given to mice
e Asinvitro and in vivo data can be described by a same set of model PD parameters, the calibrated model has a great potential for human PD translation.
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