Compact RNA-guided nucleases from nonpathogenic soil microbes
provide new tools for efficient and robust editing in human cells
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Life Edit Background and Goals
Unique and versatile

G platform of
CRISPR-based enzymes
Curative in vivo

Q therapeutics

Democratized
e access to editing

. Curated, diverse, modular panel of efficient RNA-guided
nucleases and base editors

* Leverage ongoing collaboration with AgBiome to tap an
unparalleled microbial collection

- Curative in vivo therapeutics enabled by small systems
with diverse PAMS

* Leverage existing AAV capabilities at ElevateBio; building
delivery systems through key partnerships and acquisition

- Early validation and tech-transfer readiness established
with ElevateBio

systems " Enabling broad partnering around R&D collaborations to support

initial growth and incorporation into innovative therapies

System Discovery

Bioinformatic identification of Growing collection of
new CRISPR Cas systems characterized gene editing tools
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Diverse PAMs allow unprecedented access to genomic sequences of interest.
Systems are sourced from nonpathogenic microbes.
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Editing in Mammalian Cells

Double plasmid transfection in HEK293T for evaluating utility across genes

100 LEG14 LEG95 LEG98 N ,
Example editing at a specific gene

80

60 I

|
40 : : II
: *I:* III

20 — : : :
iI;IIl ' el s O 10 20 30 40 50 60 70 80 90 100

Editing Rate (%)

Target ID

- Editing Rate (%)
12 3 4 512356 1 23415

Gene ID

Robust activity across multiple human genes.

Guide RNA Engineering Improves Editing
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Engineered guide RNA improves editing functions.

|"l||
life edit

an elevatebi@a

company
Efficient Single and Multiplexed Editing in T Cells
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Guide Combination

Negligible Off-target Editing

- Predicted sites of higher off-target risk using homology searches with the human genome
- Performed targeted amplicon sequencing at selected loci
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Conclusions

Discovered a panel of new RNA-guided nucleases
- Diverse PAM sequences
- Compact size - AAV delivery enabled
- Efficient and multiplexable editing with multiple delivery methods
- Negligible off-target editing
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