Selective IRAK4 Degradation, Not Kinase Inhibition, Blocks
TLR-activated NF-kB and p38 Signhaling Leading to broad
Cytokine Inhibition
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Figure 1: KTX-545 is a Selective and Potent IRAK4 Degrader
Across Human Peripheral Mononuclear Subsets

Figure 3: IRAK4 Degradation Leads to More Potent
Cytokine Inhibition that is Differentiated from Kinase
Inhibition Following TLR7/8

INTRODUCTION
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p65 and MAPK Signaling Better than Kinase Inhibition Alone
in Both Monocytes and B Cells

Monocyte TLR7/8 Induced Phosphorylation

of Phosphorylation Events Downstream of TLR7/8 Activation
in Monocytes Compared to Kinase Inhibition Alone

Compounds: KTX-545 IRAK4 degrader, KTX-045 degrader negative control (no degrader
function), PF-06550833- IRAK4 kinase inhibitor

Proteomics: TMT-labeled peptides from treated PBMCs were analyzed by LC-MS/MS.
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