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PKPD: In vitro/in vivo extrapolation

Degradation kinetics are
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PKPD/Efficacy: In vitro/in vivo extrapolation
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Bespoke PKPD/Effi

cacy semi-mechanistic modelling

Delayed efficacy model> driven by turnover The PKPD/E model is fitted to dose- ) The PKPD/E model successfully predicts efficacy

model, in turn driven by tumor PK response on continuous dosing dose-responses with intermittent scheduling
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Conclusions

The challenges related to the IVIV translation of PROTACs PKPD/E relationship can be overcome by a pragmatic modelling approach which accounts for
the sensitivity of degradation to endogenous conditions (i.e. ligase/target baselines), as well as mechanistic efficacy metrics based on cell/tumor
growth kinetics rather than single timepoint data (such as cell viability or TGI). This enables acceleration of drug discovery programs.
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