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Role of IRAK4 in Lymphomagenesis
IRAKIMiDs are a Novel Therapeutic Option to Target MYD88-Mutated DLBCL
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IRAKIMiDs Degrade IRAK4 and Induce Apoptosis
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IRAKIMIiDs Display Superior Efficacy Compared to IRAK4 Kinase Inhibitors and IMiDs
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Exposure to IRAKiMIDs leads to Superior Activity Compared to
IRAK4 Kinase Inhibition and IMiDs in a Panel of DLBCL Cell Lines
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1. IRAKIMIiDs lead to superior cytotoxicity (lower IC50) compared to IRAK4 Kinase Inhibitors and IMiD compounds
2. IRAKIMiDs demonstrate activity in GCB-DLBCL cell lines paralleling activity observed with newer generation IMiDs alone
3. Within the ABC-DLBCL cell lines, MYD88-mutated DLBCL are more sensitive to IRAKIMiDs compared to MYD88-WT
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KTX-475 is Synergistic with Rational Compounds that Target ABC-DLBCL Biology
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Conclusions

* Novel heterobifunctional degraders that target both IRAK4 and IMiD biology (IRAKIMIDs) leads to
potent cell kill in DLBCL cell line models

* IRAKIMIDs induced superior cellular toxicity compared to IRAK4 kinase inhibition as determined
by lower IC50s and induction of apoptosis

« MYD88-mutated ABC-DLBCL cell lines are more sensitive to IRAKIMID exposure as compared to
wild type

« Combination of IRAKIMID in conjunction with ibrutinib, venetoclax and umbralisib is synergistic in
the OCI-LY10 cell line model

* Alead IRAKIMID candidate has been identified, and plans for first-in-hnuman clinical trial in B-cell
lymphomas is planned for second half of 2021
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THANK YOU!

Questions?

Email: Jennifer Lue, jkI2160@cumc.columbia.edu
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