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CLN-619, a clinical-stage MICA/MICB-specific IgG1 antibody, restores the MICA/MICB-NKG2D axis to
promote NK-mediated tumor cell lysis cutl“‘]an
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Figu re 1: CLN-619 M UItiple Modes of Action A-B) Cells were incubated with antibodies for 24 hours, N=2. A) MICA/MICB was measured in the cell supernatant by ELISA. B) MICA/MICB MICA binding to NKG2D expressing NK cells by flow cytometry. CLN-619 antibodies were pre-incubated with recombinant
cell surface expression was measured by flow cytometry using the 6D4 antibody. C) Cells were incubated for indicated time points with 10 MICA (rMICA) followed by incubation with NK cells. NK cells were either A) untreated or B) pre-blocked with anti-NKG2D
ug/ml of antibody, and MICA/MICB cell surface expression was measured by flow cytometry using the 6D4 antibody, N=2. antibody. (Mean 1 SD, N=2). Control samples were not treated with CLN-619 antibodies.
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3. Enhancement of binding of MICA to NKG2D ** P<0.0001 by one-way ANOVA multiple comparisons. C) Serum § 2007 - Monkeys were injected with CLN-619 IV at 3, 30 and 101.4 mg/kg, Q1W for 5 weeks sera from CLN-619 treated animals.
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4. Reduction in decoy of NKG2D by shed MICA/B, avoiding NKG2D downmodulation/ measured by quantitative ELISA. *P<0.05; ***P<0.0001. § 0 -{'-----& -------------- LLOQ «  12d half-life in monkeys; 27d half-life estimated in humans = A Phase 1 clinical trial with CLN-619 as monotherapy and in combination with
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