Potent and Selective First-in-Class Oral IRF5 Degrader, KT-579, Inhibits Endosomal TLR-induced Responses in ‘
SLE Derived PBMCs and Significantly Reduces Disease Activity in the MRL.Ipr Mouse Lupus Mode| K Y M E R A

Emily Lurier, Erik Corcoran, Virginia Massa, Jordan Leedberg, Yi Zhang, Ryan Camire, Chris Ho, Revonda Mehovic, Charles Howarth, Susanne Breitkopf, Sarah Martinez, Murugappan Sathappa,
Juliet Williams, Nello Mainolfi, Veronica Campbell

Kymera Therapeutics, Inc., 500 North Beacon Street, Watertown, MA 02472

RESULTS Figure 4. KT-579 Potently Degrades IRF5 in Human SLE-derived B Cells and Inhibits Secretion of Pathogenic IgG Subtypes in 7-day Plasmablast Studies

BACKGROUND

IRFS is a transcription factor and master regulator of pro-inflammatory immune . .. : A) Total IRF5 Expression B) KT-579 Degradation of C) KT-579 Blocks IgG1 and IgG3 Release in 7-day TLR9 Induced Plasmablast Studies
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Despite its strong mechanistic and genetic validation, IRF5 has historically remained 95 . s : : : ;
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responses driven by IRF5. 0 ; IRIFI-\;WQFZ A) Total IRF5 levels, as measured by flow, in healthy and SLE B cells across rs2004640 genotypes (N=22). B) KT-579 treatment for 24h led to potent degradation in heathy and SLE B cells across all donors. C) SLE PBMCs were cultured with TLRY
IRF3 "IRF4 agonist +/- KT-579 at 100nM for 7 days. On day 7, TLR9 induced secreted levels of IgG1 and IgG3 were measured and inhibited by KT-579 across donors (n=20)
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