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Lead del.CRBN mutants and CRIMP mutants demonstrated

activity below target

sensitivity of 4 nM pomalidomide. /n vitro validation of selected candidates from the
CRIMP and del.CRBN library identified several variants with improved sensitivity to

pomalidomide compared to their wildtype counterparts.
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Conclusions & Next Steps

Conclusions

» Optimization IMiD-responsive binding domains by computational
design and high throughput screening vyielded transcriptional

switches that Induce payload expression

in vitro at SM

concentrations expected in the serum and brain of patients following

an FDA-approved dosing regimen.

» Engineered CRIMP domain demonstrates improved tagged protein
stability while maintaining IMiD-induced degradation.

Next Steps

» Combine CRIMP and delCRBN mutants to increase
responsiveness of the IMiD-regulated transcriptional switch.

» Generate combinatorial library from lead del. CRBN and CRIMP
variants for improved sensitivity to pomalidomide.

» ldentify CRIMP variants that do not degrade in the presence of
pomalidomide to further enhance transcriptional switch

performance.

» Generate combinatorial library from lead single CRIMP mutations
and screen for CRIMP variants that further improve degradation.

Acknowledgments:

This work was done in collaboration with BlueRock Therapeutics

and on behalf of Senti Biosciences




