Characterization of ORKA-001, a Novel Extended Half-life Monoclonal Antibody Targeting IL-23
for the Treatment of Psoriasis
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Figure 6: ORKA-001 demonstrates an extended half-life in Non-Human Primates (NHP)
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Figure 7: Predictive simulations of ORKA-001 PK in humans suggest potential

Reference: 1. Harrington et al. 2005, Nat Immunol; 2. Ruggiero et al. 2023, Immunol Res, 3: Blauvelt et al. Presented at AAD Figure 4: ORKA-001 binds IL-23p19 at a similar epitope as risankizumab for dosing every six to twelve months

2024, San Diego, CA, 4. Daniele et al. 2024 JID Innov with similar affinity
— ORKA-001 (50d half-life): 300 mg WO, 4, Q6M — RIS: 150 mg WO, 4, Q12W (approved regimen)
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Figure 1: ORKA-001: A novel highly specific extended half-life monoclonal antibody - ORKA-001 has affinity <5 picomolar for
targeting IL-23p19 IL-23p19
« Cryo-EM structural analysis
Binds specifically demonstrates ORKA-001 has a nearly
to IL-23p19 identical epitope as RIS (Figure 4)
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- Predictive simulations of ORKA-001 PK in humans suggest that a half-life of ~50 days would enable
subcutaneous maintenance dosing every 6 months while a half-life of ~75 days would enable subcutaneous
maintenance dosing every 12 months while maintaining trough antibody concentrations equal to or above
risankizumab (Figure 7)
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human IgG1 Fc .- ORKA-001 potently inhibited STAT3 activity in cell lines and IL-17 secretion in IL-23-stimulated * YTE-modified antibodies on average have a human half-life that equals approximately 2x to 4x the NHP half-
human PBMC and mouse splenocytes (Figure 5) life. The half-life for ORKA-001 observed in NHPs (Figure 6) therefore supports the potential to achieve at least

- ORKA-001 functional potencies for IL-23 antagonism were comparable to or better than those of Q6M and even Q12M dosing
RIS and GUS - All half-life and dosing scenarios result in higher average exposures for ORKA-001 compared to risankizumab,

which has the potential to lead to higher efficacy based on published results with risankizumab2

Figure 2: ‘'YTE’ substitution increase pH-dependent affinity of the Fc region for

FcRn, extending antibody half-life

References: 1. Khatri et al. 2019 J Clin Pharmacol. 2. Blauvelt et al. Presented at AAD 2024
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