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Introduction

T cell engagers (TCEs) redirect T cells to bind target cells by linking T cells with target- IIIIIIIIII IIIIIIIII III B
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These unique properties potentially solve the challenge of current B cell depleting TCE’s, 4- T v I
like Blinatumomab (CD19 - BLI) and Mosunetuzumab (CD20 - MOS) where dysfunctional | (gl 0 llll--l-—-l | b et bl
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anti-CD19 - s| - Fig. 6. Dynamic changes of T cell phenotypes in PBMCs treated with INB-619, BLI and MOS.
anti-ydTCR 2 51 SLE donor PBMCs were treated with INB-619, BLI, or MOS at varying concentrations. Frequencies of
anti-CD3 e . . - s - - ’ - - - effector/memory phenotypes in ap T cells and V&1+ and V62+ y6 T cells were quantified by flow cytometry on
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expansion domain) Fig. 3. B cell depletion, ap and yé6 T cell levels in healthy and SLE donor PBMCs treated with INB-619, BLI and
MOS.
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Fig. 1. INB-619 is a pan-y6 T-cell engager targeting CD19* B cells. I o Eunen Ll 08 hich —| NoTxt é 2 oo 2,
. . . Sl i midhi e o =y o O 200 000 1
(A) Schematic representation of INB-619, Blinatumomab (BLl) and Mosunetuzumab (MOS). (B) INB-619 T e L midhien VoS michien
targets CD19* B cells and induces robust activation and expansion of pan-ys T cells, including both the all B B | e e
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V61+ and Vé2+ subsets. Fig. 4. Comparative, time-course analysis of B-cell depletion at varying concentrations of INB-619, BLI and $0‘¢n§v<§«°\\§\§&§\é‘@° Qo«‘“?«:g‘g@‘<&°\«\(§j§<&°§g‘g@& $o«§v§v§®év§&\§®bv§&\§®b
MOS in SLE donor PBMC:s. Fig. 7. Cytokine secretion from SLE donor PBMCs treated with INB-619, BLI, and MOS.
INB-619 iInduces vO T CytOtOXICIty agalnst CD19+ target cells Comparative, time-course analysis of B-cell depletion at varying concentrations of BLI, MOS, or INB-619 in PBMCs Cytokines were measured in culture supernatant from SLE donor PBMCs treated with varying concentrations
from healthy donors and SLE patients. of INB-619, Blinatumomab (BLI), or Mosunetuzumab (MOS) on day 4, following complete B cell elimination.
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Vo1 * Robust expansion of both Vé61+ and Vé62+ y6 T cells drives the complete depletion of B cells
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C 2 | 25 | 25 25 « INB-619 demonstrated complete depletion of B cells comparable to commercially available,
g Iggj9 T 1 I clinical CD3-based bi-specific engagers with a more favorable cytokine release profile.
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N ; — o required for total B cell depletion was multiple times lower for INB-619
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&3 T roE o S T Fig 5. INB-619 induces dose-dependent expansion of V61" and V62* y5 T cells. « INB-619 expanded y86 T cells and exhibited a robust depletion of its target with minimal
Fig. 2. INB-619 induces y6 T cell activation and target-specific cytotoxicity. PBMCs from a healthy donor (A) and two SLE donors (B and C) were treated with BLI, MOS, or INB-619 for 8-days. release of CRS associated cytokines. This demonstrates a precise and potentially safer
Expansion of y6 T cells, including both V61" and V62" subsets, was quantified by flow cytometry. approach to TCE mediated cell targeting in autoimmune diseases with a larger therapeutic

(A) INB-619 elicits dose-dependent y& T cell-mediated killing of NALM-6 (CD19+) target cells. (B) . . ; . . . . .
Cytotoxicity is restricted to CD19" target cells. (C) Expression of activation and degranulation markers window, which could allow for higher dosing to achieve total B cell depletion and immune

(CD107a, CD69, PD-1) was quantified by flow cytometry. reset.
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