The Potent and Selective Oral STAT6 Degrader, KT-621, Affects Gene
Transcripts in Human Keratinocytes as Effectively as Dupilumab, and
Blocks Th2 Inflammation in Atopic Dermatitis and Asthma Mouse Models

Amy Wang, Bin Yang, Karen Yuan, Alamgir Hossain, Rahul Karnik, James Shaw, Huijun Dong, Bruce Follows, Chris Browne, Ralf Schmidt, Rupa Sawant, Bradley Enerson, Chad Nivens, Nello Mainolfi
Kymera Therapeutics, 500 North Beacon Street, 4th Floor, Watertown, MA 02472

KYMERA

I NTRO D U CTI O N STAT6 Biology and Target Rationale Proteome Editing with Targeted Protein Degradation

STATé is an essential transcription factor in the I1L-4/IL- Type | IL-4 Receptor Type Il IL-4 Receptor « STAT6 is the specific * Dupilumab, an IL-4Ra 0 Catching
13 signaling pathways and the central driver of Th2 transcription factor required for  monoclonal Ab has been

inflammation in allergic/atopic diseases. Multiple gain of IL-4/1L-13 cytokine signaling E[“)pepr:;’;’teizs'”;\itﬁx: Bullous
function mutations of STAT6 have been identified to ot el gt L , putiod
: . : : IL-4Ra S Proit - , gt IL-13Ral g lated cvtoki Pemphigoid, Chronic
cause severe atopic/allergic diseases in humans. ) regulated cytokines are L ‘a
: - , clinically validated targets for Rhinosinusitis with Nasal o
Dupilumab, an injectable monoclonal antibody that = S 7T , W lereic di Polyps, COPD, Eosinophilic
blocks IL-4/IL-13 signaling, is an approved therapy for ”“{‘m‘gg%ﬁ«‘ggr sl i . allergic diseases Esophagitis, Prurigo Degrader Tareet Protein
multiple atopic/allergic diseases therefore targeting . . Nodularis, and is in 8
STAT6 in these diseases is supported by both human * Gain qf function (GOF) development for multiple
genetics and dupilumab’s clinical activity. STAT6 mUtat'or;ls of STAT6 cause additional indications
. . . . ver rgic di IN
functions through protein-protein and protein-DNA Eirsaia ergic diseases e Tagging Ubiguitin %
interactions. It has been challenging to selectively and (T-691  STAT6 degradation can Tags
potently inhibit STAT6é with traditional small molecule STATS KO mice devel achieve dupilumab- AR o >
inhibitors. However, STATé is well suited for a novel M N /7"5 J}Nrf ety arrgl\cjiea bleevaen(szfertile like pathway inhibition Degrader
targeted protein degradation approach, where a simple IR | ’ 3 ¥, g o
binding event is sufficient to drive degradation of the T y ] LOF ) R
protein and fully block its functions. Th2 Inflammation * Human heterozygous LOF are S, o
healthy and protected against ngases 27A
Th2 inflammation >
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Figure 3. KT-621 Shows Dupilumab-like Activity in IL-4-stimulated Figure 4. KT-621 Potently Degrades STAT6 and Inhibits IL-13 Induced Expression of Genes Involved in Itch and Pain
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mpk doses showed 69/82/90% STAT6 degradation respectively in mouse
sprl)een. Dupilumab dosed 4 tir;es subcutagneously, 25 rpnpk twi&ée 2 week A lung inflammation model induced by intranasal house dust mite (HDM) administration with dominant Th2 inflammation in the IL4/IL4RA humanized mice (Le Floc’h et al. Allergy. 2020). KT-621 dosed once daily (QD) orally for 31 days at
(IL-4Ra saturating dose); effect equivalent to 300 mg every other week in 2/8/32 mpk doses showed 72/85/91% STAT6 degradation respectively in mouse spleen. Dupilumab dosed 9 times subcutaneously at 25 mpk BIW (IL-4Ra saturating dose), effect equivalent to 300 mg every other week in human. B) HDM-
human. *Significance to PO vehicle (MC903); #Significance to SC IgG4 induced asthma model with a therapeutic regimen, KT-621 administered orally for 4 weeks with continuous HDM stimulation after disease establishment at 4 weeks not only fully prevented disease progression but also reversed pre-
Ctrl 25 mpk. established disease. BAL, bronchoalveolar lavage. *Significance to PO vehicle (HDM), #Significance to SC IgG4 Ctrl 25 mpk. *p < 0.05, **p < 0.01, ***p < 0.001, and ****p < 0.0001.
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