Selective ITK Blockade Modulates T Helper Cell Function and Is Efficacious in Preclinical
Models of T-cell Mediated Inflammatory Disease
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mediated diseases. 468 Kinases Profiled GATA3 & RORy Figure adapted from Weeks, S. et al., iScience , 2021. Soquelitinib is found to be efficacious in Th17 mediated disease model of psoriasis. SQL significantly reduced overall disease score

[Mice skin Psoriasis Area and Severity Index (PASI) scores] (A) which is a summed score of erythema, scaling, & skin thickening.
Soquelitinib reduces epidermal erosion & dermal inflammation (B) which is evident in the representative H&E stained skin sections
(C) above, n=4-10 per group.

SOQUELITINIB CAN EFFECTIVELY SUPPRESS THE TH17 PHENOTYPE

In vivo dosing: In acute asthma and bleomycin-induced fibrosis models, soquelitinib was formulated in a solution and
administered to mice at doses of either 10 or 30mg/kg by oral gavage. In chronic asthma and imiquimod-induced psoriasis models, animals
were treated with chow diets containing soquelitinib. Three chow formulations of 1.2g SQL/kg chow (low dose); 2.4g SQL/kg chow
(intermediate dose) and 7.2g SQL/kg chow (high dose) were evaluated. Measurement of cytokines: Cytokines in Bronchoalveolar lavage
fluid (BALF) and cell culture supernatants from mouse, human Th differentiated cells were analyzed by MSD Multiplex assay kits. Mouse, and

Human CD4 naive cells (CD44hiCD62L'°%) & human (CD45RA+CCR7+) were sorted, cultured for Th17 differentiation condition [IL-6 (10| | Fig. 4 Mouse Th17 cells Fig. 5 Human Th17 cells
ng/ml), IL-1b (10 ng/ml), IL-23 (10 ng/ml), TGF-b (10 ng/ml), anti-IFNg (10 pg/ml), anti-IL-4 (10 pg/ml)]. Statistics: Statistical analysis| | A) B) DMSO SQL 1.25 uM A) B) DMSO SQL 1.25 yM
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significantly inhibited the number of infiltrating leukocyte collected from BALF samples (C), whereas the severity of fibrosis disease score (D) chemokine receptor CCR6 and IL-17A production in both mouse and human Th17 differentiated cells.
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associated gene MMP2 in lung tissues (E) were found to be significantly downregulated at 30 mg/kg dose of SQL. Tissue mRNA levels were REFERENCES
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