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Background

Treatment options for inflammatory bowel disease (IBD) are limited by low remission rates and loss of response. Most therapies target  O3R-5671 is a potent and selective oral SIK3 inhibitor that inhibits multiple pathogenic cytokines including TNFa,, IL-23 and IL-12 and is
single pathogenic pathways and while combinations of biologics targeting different pathogenic cytokines can increase clinical remission designed to avoid off-target effects of first-generation SIK inhibitors. The prodrug, O3R-5671-PRO, was engineered to optimize PK
rates, dosing schedules are inconvenient. properties and target coverage, and is active in a translational mouse model of ulcerative colitis

Salt-inducible kinases (SIKs), a subfamily of serine/threonine kinases in the AMP-activated protein kinase (AMPK) family, act as key
regulators of immune cell signalling. Three SIK isoforms exist: SIK1, SIK2 and SIK3. SIK inhibitors targeting multiple isoforms have been
investigated. The SIK2 inhibitor G2001501 showed adverse bone marrow decreased hematopoietic cellularity in 2-wk rat toxicology
studies. In clinical trials, the dual SIK2/SIK3 inhibitor GLPG3970 demonstrated some activity in patients with ulcerative colitis and psoriasis.
However, safety concerns related to hERG inhibition and SIK2 inhibition, and insufficient target coverage impeded further development of
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First-in-Human Study Results
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Healthy volunteers' exposure data confirm the flat PK

8 Subjects/cohort: 6 Active/2 Pbo for 14 days
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Randomized, placebo-controlled, double-blind Phase 1 study: 64 ° « A food effect cohort (25mg single dose) demonstrated a

healthy male participants have received single or multiple ascending minimal effect on PK parameters, with a 10% reduction
doses of O3R-5671-PRO or a placebo QD. PK samples were drawn pre- in AUC and no effect on C
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hours prior to TNFa quantification in plasma by MSD V-PLEX

immunoassay.

2. Single doses of 10, 25 & 35 mg O3R-5671 and 5, 10 & 15 mg at steady state have stronger effect on PD marker than 400 mg of GLPG3970 that showed activity in Pso and UC
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Conclusions
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PK/PD correlation data indicates that doses of 15
mg of O3R-5671 and above lead to maximum
TNFo inhibition in the range of that achieved
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* Study still blinded, safety and tolerability
conclusion based on aggregated data for all
subjects per cohort (6 active; 2 placebo)
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