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BACKGROUND

RESULTS Figure 4. Orally Administered IRF5 Degrader Leads to Significant Activity across Multiple Lupus Models

both TLR7 and TLR9Y induced pro-inflammatory cytokines, including TNFa (shown), IL-6, IL-12p40, IFNB (not shown).
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D der A h: KT-579 Peripheral blood mononuclear cells (PBMCs) derived from healthy or patient donors were cultured with KT-579 in the presence or absence of TLR7, TLR8 or TLRY activation to evaluate KT-579 selectivity 1.Wen, L., et al. Toll-like receptors 7 and 9 regulate the proliferation and differentiation of B
IRF5 Hvperactivation cgrader pproac. - by global proteomics, potency to degrade IRF5 by flow cytometry or western methods, and functional activity via cytokine release, plasmablast differentiation and IgG release by flow cytometry or ELISA. cells in systemic lupus erythematosus. Frontiers 2023. (PMID: 36875095) .
YP « TPD allows for a single and Following 4x daily oral administration of KT-579, plasma cytokines and IRF5 levels were measured in the spleen in mouse models of acute TLR7 or TLR9 systemic activation. Oral IRF5 degrader or KT-579 2. BUI;!T.G’ JR, etfaIHAEIJ_’ﬁ;)&rSmunedp?(’ghwayg In m.lcesar)d hur_rll_ans larl\e/lb!jqckedzbglp;hall;rp/lalg).loglcaI
‘ specific binding event to drive doses (100-200mg/kg) achieving maximum IRF5 degradation were tested across the different mouse lupus models. KT-579 or IRF5 degrader, MC049, Deucravacitinib (30mg/kg), Afimetoran (10mg/kg), étf34'"12828)r] of the PSHECOIINEASE COMEAIN: SCIENEE Tanst HECICne ( '
Persistent Inflammation, Tissue Damage depletion of the protein and Enpatoran (1mg/kg) were administerezd orally via gavage. Cyclophosphamide (50mg/kg? was administered i.p. and anti-IFNAR 20-25mg/kg (5A3) was admini‘st.ered S.C. Cprpparator doses were selected to This study was funded by Kymera Therapeutics. Campbell, Cocoran, Lurier, Zhang, Massa,
: disrupt all IRF5 signaling cover reported efficacious exposures?. Cyclophosphamide was dosed .p. used as a positive control. KT-579 at doses of 5, 15, and 50mg/kg were orally administered daily in the MRL.Ipr lupus mouse Leedberg, Ca.rqll, Ho, Chen, Lal.ondg, Mehovic, Zhao, Howqrth, Breitkopf, Martlne.z, Ford, Fei,
model to evaluate dose response effects on relevant lupus disease terminal endpoints subsets. All data are graphed as mean * error unless otherwise noted. Sathappa, Williams, Weiss, Mainolfi are Kymera Therapeutics employees and equity owners.
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