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Immune Evasion Engineering (IEE) for allogeneic cell therapies GentiBio’s Engineered Regulatory T cells (EngTregs)
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1. Rejection of B2M KO EngTreg is significantly related to the frequency of 4. |IEE protected HLA KO EngTreg in vivo using a PBMC humanized
“Receptor X"+ NK cells in PBMCs NSG-hIL15 mouse model
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2. Expression of a prototypic Receptor X Ligand protected B2M KO EngTreg from PBMC 5. IEE enabled months-long persistence of HLA KO EngTreg in vivo

killing and provided consistently better protection than field standard NK inhibitors using a CD34+ HSC humanized NSG-hIL15 mouse model
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3. Optimized Receptor X Ligand (IEE) outperforms field standard and emerging NK 6. IEE readily integrates with GentiBio’s AAV-based platform for producing

inhibitors in a rigorous 7-day in vitro rejection assay next-generation off-the-shelf EngTreg therapies for autoimmune diseases
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CONCLUSIONS

Killing of B2ZM KO EngTreg by PBMCs was significantly related to the frequency of “Receptor X” expressing NK cells, and not other immune subsets, implicating Receptor X+ NK cells as key drivers of HLA KO T cell rejection (Panel 1)

« B2M KO EngTreg expressing a prototypic Receptor X Ligand was protected from PBMC killing consistently better than CD47 or HLA-E (Panel 2)

* In an aggressive in vitro model of rejection, an optimized Receptor X Ligand (IEE) enabled superior persistence of HLA KO EngTreg compared to CD47, HLA-E, and CD300A TASR (Panel 3)
 HLA KO EngTreg expressing IEE persisted significantly better in vivo than HLA KO EngTreg without an NK inhibitor using a PBMC humanized model (Panel 4)

 HLA KO + IEE enabled months-long persistence of allogeneic EngTreg in a CD34+ HSC humanized NSG-IL15 model, where control cells were quickly rejected (Panel 5)

* |EE readily incorporated into GentiBio’s dual-AAV platform to generate off-the-shelf allogeneic EngTreg products with durable persistence (Panel 6)

* GentiBio IEE approach could enable long-term persistence of other allogeneic therapies to deliver on lower cost per dose and greater accessibility than autologous products
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