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Kymera has developed selective IRAK4 degraders for the treatment of Disease-causing
autoimmune and inflammatory diseases where IL-1R/TLR activation 0 Target Protein
plays a central role in driving the inflammatory response. In
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IL-1R signaling. IL-1R signals through the myddosome which is
dependent on the kinase and scaffold functions of Interleukin-1
receptor associated kinase 4 (IRAK4) to induce downstream

Figure 3: Quantification of IRAK4 degradation via Western blot in PBMCs, Fibroblasts, and Keratinocytes treated with IRAK4 degraders for 24, 48, 72, and 96hrs (n-=2-3
human donors)
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biopsies were serially collected for targeted mass spectrometry and
multiplexed immunofluorescence (skin only), including on Day 14

(ClinicalTrials.org identifier: NCT04772885).

Pan cytokeratin (panCK) is used as the eidermal marker

Baseline IRAK4 levels in skin substantially lower compared to PBMC

Mean IRAK4 levels at 200 mg dose nearing the lower limit of quantification (LLOQ) by Day 14

Robust IRAK4 knockdown also seen at doses of 50-100 mg, with steady state degradation not reached at Day 14
Comparable degradation in PBMC shows that effect of KT-474 is independent of baseline expression level

Representative image from patient in 50mg cohort
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« KT-474 induces IRAK4 degradation in Fibroblasts and Keratinocytes, similar to PBMCs, although the kinetics vary across cell types
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- Maximal degradation is observed after 24 hrs of treatment in PBMCs and Fibroblasts in vitro, while maximum degradation occurs in keratinocytes after 96hr
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