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BACKGROUND KEY TAKEAWAYS ONGOING PHASE 1B CLINICAL STUDIES OF CLN-978

- B cell depleting therapies targeting CD19 have shown benefit in a range of autoimmune diseases, including In this study, we demonstrate the PD activity and therapeutic potential of CLN-978 in disease-relevant preclinical models - Phase 1b studies of CLN-978 are currently being conducted in patients with SjD (Figure 6), SLE (Figure 7),

systemic lupus erythematosus (SLE)?, Sjogren’s disease (SjD)?, and rheumatoid arthritis (RA)3 ] ] . .. . . or RA (Figure 8)
. T cell engagers (TCE) offer off-the-shelf convenience and predictable pharmacokinetic/pharmacodynamic In PBMCs from healthy donors and patients with SjD, SLE, and RA, a similar dose-dependent B cell depletion was observed with CLN-978

(PK/PD) properties of monoclonal antibodies, as well as potential to achieve deep B cell depletion similar to In a humanized mouse model of SLE, CLN-978 had strong PD activity in the periphery and eliminated deposition of pathogenic anti-DNA antibodies in the kidney
chimeric antigen receptor (CAR) T cell therapy** (Figure 1) In cynomolgus monkeys treated with CLN-978, robust B cell depletion was observed in peripheral blood and in lymph nodes, spleen, and bone marrow I

Figure 1. TCEs: protein constructs engineered to redirect T cells to eliminate cells, such as B cells, This deep B cell depletion in both peripheral blood and tissue, along with clinical data in patients with B cell non-Hodgkin lymphoma, supports broad development of CLN-978 Patient population
expressing a specific cell surface target® across autoimmune diseases . SjD according to 2016 ACR/EULAR D1: 10 mecg SC

i S : . : criteria with a disease duration D8: 45 mcg SC Schedule 1 :
HOW T CELL ENGAGERS WORK Phase 1b studies of CLN-978 are ongoing in patients with SjD, SLE, or RA 7 e ; Dose level and schedule will
be selected based on PK/PD
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- The CD3 binding activates the T cell, which releases cD3 Figure 3. CLN-978 induced similar B cell depletion and T cell activation in PBMCs across patients with * In immunodeficient NCG mice engrafted with PBMCs from patients with SLE, CLN-978 treatment depleted human biologic therapies Cohort 2
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Figure 6. CLN-978-SJ-101 study schema (NCT07041099)
Part A (48 weeks) | I Part B (48 weeks)
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Comprised of tandemly arranged CD19- and Figure 2. CLN-978 design
CD3-binding single-chain fragment variable

domains and a single-domain albumin binder

for serum half-life extension (Figure 2)
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In a Phase 1, first-in-human study (NCT05879744), immunogenicity
patients with B cell non-Hodgkin lymphoma received Naive B cell depletion Switched memory B cell depletion |lgD+ memory B cell depletion « Cynomolgus monkeys treated with 4 weekly SC administrations of CLN-978 with doses ranging from 10 to 100
a starting dose of 30 micrograms (ug) SC weekly, CD20+ IgD+ CD27- CD20+ IgD- CD27+ CD20+ IgD+ CD27+ Mg/kg showed the following: Figure 8. CLN-978-RA-101 study schema (NCT06994143)
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In vitro studies: Peripheral blood mononuclear cells (PBMCs) from healthy donors or patients with SjD, SLE, or RA °

were cultured with varying concentrations of CLN-978 for 48 hours followed by flow cytometry analysis
Non-human primates: CLN-978 was administered to cynomolgus monkeys as 4 weekly SC doses of 10-100 pg/kg
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Mouse model of SLE: NOD scid gamma (NCG) mice engrafted with SLE-derived PBMCs were injected with PBS Days post first dose

B cells and T cells were analyzed by flow cytometry and normalized to PBMC-only control. All analyzed cell populations have >500 events. Error bars

or CLN-978 (30 pg/kg) on days 7, 14, and 21, followed by blood and tissue analysis on day 28 denote standard error of the mean. ® Control @10 meghkg SCQWx4 @ 30 meghkg SC QWx4 @ 100 meglkg SC QWx4 o1 -C1°0hr?1r;g1sc
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