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Figure 1. KT-621: A Highly Selective Picomolar Degrader of STATé Figure 2: KT-621 Fully Blocks IL-4/13 Functions in Human Primary Cells, More Potently
KT-621 Degradation KT-621 Functional :
A : KT-621 —¢— Human CD3+ T cell Selectfi;vity Selectivity than Dupllumab
A PRy Gl DCs, (pM) 1507 =~ Human CD14+ Monocyte Human PBMC at 100 x DC90
O —&— Human CD19+ B cell } :
Hematopoietic cell, all TH2 disease S oSTAT S e~ Cellular Functional Assay IET le\}l) ?gpnl(urrl\n:)b
Human PBMC 13 0 100 STAT6 , ® Other STATs STAT Assays IC M 50 \P 50 \P
= ¢ : 50 (NM) TARC Serum Th2 biomarker, chemoattractant for IL-4 TARC release in human PBMC 62 194
Blood Human CD3 T cell 36 % Th2 cell IL-13 TARC release in human PBMC 43 113
00 Human CD14 monocyte 60 T 50 m : IFN-a induced pSTAT1 >1000 CD23 B cell activation marker, correlates with IgE class IL-4 CD23 expression in human CD19 B cell 125 354
g < : : switch IL-13 CD23 expression in human CD19 B cell 98 1070
Human CD19 B cell 86 K% 2 IFN- induced pSTAT2 1000 PERIOSTIN Serum Th2 biomarker and ECM protein associated IL-13 Periostin release in human bronchial smooth muscle cell 24 637
Human eosinophil 99 0 , , , , | > : : with tissue remodeling in atopic diseases IL-13 Periostin release in human esophageal smooth muscle cell 39 431
0 1 2 3 4 5 & :
Epithelial cell, AD, PN, CSU, asthma, COPD o 10 Conclé’ntraﬁ;g (pM)lo 10 S IL-10 induced pSTATS  >1000 . o o .
Human keratinocyte (adult) 29 o0 ] IL-4 Induced TARC Release in IL-13 Induced CD23 Expression in IL-13 Induced Periostin Release in
Skin Y —e— Human Keratinocyte Adult v . Human PBMC Human CD19 B Cell Human Bronchial Smooth Muscle Cell
Human keratinocyte (neonatal) 18 1509 _m Human Small Airway Epithelial Cell IL-12 induced pSTAT4 ~1000 o KT-621 o KT-621 o KT-621
Lunes Human bronchial tracheal epithelial cell 33 g —— Human Bronchial Smooth Muscle Cell - 8 IL-2 induced bSTATS 1000 § . ~#- Dupilumab g ~#— Dupilumab 3 100 —#— Dupilumab
-Z Inauce > _| Il _ 1
g Human small airway epithelial cells 35 0O 100- STAT5E :: Lo i & 100 &) 10 %
o STAT5A STAT3 o o o
Smooth muscle cell, asthma, COPD, EoE é) T T T IL-3 induced pSTAT6 0.042 ED é} *g')’o
Airway Human bronchial smooth muscle cell 25 2 5. Log2(Fold-Change) 2 2 2
(&} [0} (O} (O}
Throat  Human esophageal smooth muscle cel 33 § A) Consistent degradation by KT-621 across all disease relevant . § -
Blood o cell types evaluated. B) Exquisite STAT6 degradation selectivity in * | | | _ | | | | * | | | |
y OOI Endothelial cell, all TH2 disease o 1 10 proteomics experiment and complete functional selectivity of KT- 10 100 100 106 10¢  10° 0 100 100 100 10f 105 10 100 100 106 10f  10°
essels Human vascular endothelial cell 46 Concentratlon pM 621 against all other STATSs. Concentration (pM) Concentration (pM) Concentration (pM)
Neurons Neuron (AD, PN, CSU)
Human iPSC derived sensory neuron 22
Figure 3. KT-621 Shows Dupilumab-like Activity in IL-4-stimulated Figure 4. KT-621 Potently Degrades STATé6 and Inhibits IL-13 Induced Expression of Genes Involved in ltch and Pain
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(red) or downregulated (blue) in atopic dermatitis lesional 3 1 ILI3RA1 and STAT6 are expressed in human iPSC derived sensory neurons. C) 24 hours of IL-13 (20 ng/ml) stimulation increased the expression of IL-4/13 pathways genes (IL13RA1 and STATé) and genes
skin vs non-lesional skin (Mobus et al. JACI. 2021) were involved in itch and pain (TAC1, NPPB, and SCN9A). D) KT-621 potently degrades STAT6 in human iPSC derived sensory neurons with a potency similar to that in human PBMC. E) KT-621 potently inhibits IL-
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Figure 5: KT-621 Has Robust in vivo Activity Figure 6: KT-621 Prevents Disease Progression and Reverses Disease in Both Prophylactic and Therapeutic HDM Asthma Models Equally or More Effectively
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;Torl)een(.)sDeZSIIL?r\;lvaeb dosed 4 tir;es Schcheagrrgoaslli)/?2r£essrpnepck|§c/§/iyéénamvegzﬁ 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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