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Virus-like Particles for in vivo delivery of gene editing cargos

Viral Vector Virus-Like Particle (VLP)
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DLVR-M is a novel type of VLP with a minimal configuration

Viral Vector Virus-Like Particle (VLP)
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DLVR-M show similar/superior editing efficiency compared to
Conventional VLPs
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DLVR-M can accommodate and deliver a variety of cargos
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DLVR-M PH domain optimization
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1st generation DLVR-M particles show high efficiency in vivo

Systemic delivery Analysis conducted 7 days after delivery
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Development of Humanized DLVR-M Particles (HuDLVR-M)
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Hematopoietic Stem/Progenitor cells (HSPC)

CD34+ cells

Delivery I HSC T ealls
vector Therapeutic MPP — ETP’)
genetic LP
payload SR NK cells

Dendritic B cells

cells

Monocytes

HSC = Hematopoietic Stem Cells

MPP = Multipotent Progenitors

Platelets MLP = Multi-Lymphoid Progenitors
ETP = Early T cell Progenitors

. BNK = PreB/NK progenitors

MEP = Megakaryocytes-Erythroid Progenitors

Neutrﬂph |IS CMP = Common Myeloid Progenitors

GMP = Granulocytes/Macrophage Progenitors

Red blood cells Basophils
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HuDLVR-M can transduce human HSPC with high efficiency

HuDLVR-M Outperforms BaEVR-Less
in resting human HSPCs
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HuDLVR-M v2.0 displays selective high
potency in resting human HSPC in vitro
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Achieving multiplex editing with a single editor and multiple gRNAs

Multiplex editing in resting human HSPC in vitro
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Combining editing cargos in huDLVR-M to achieve multiplex editing

Multiplex editing in resting human HSPC in vitro
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Achieving prime editing in resting HSPC with huDLVR-M

Prime editing in resting human HSPC in vitro
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Efficient editing in vivo with low dose of ABE8e
>80-90% in vitro editing (Cas9, Cas12 & BE) in unstimulated HSPCs (without
transduction enhancers or electroporation)

Delivery of CRISPR nucleases and base/prime editors
>80-90% multiplex editing in HSPCs with multiple editors/guides in single particle

Validated interchangeability of particle components
Human-derived envelopes deliver to HSPCs, neurons and skeletal muscle

Developed huDLVR-M which lacks virus derived components (e.g., protease,
Gag/Pol, etc.)
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