Advancing prime editing for Wilson disease: precise and durable in vivo correction of ATP7B orime T

. wLrmedicine_
mutations
John Hadcock, David Waterman, Shivangi Modi, Alicia Volmar, Michelle O’'Connor, Celia Chang, Justin Darcy, Chaitali Dutta, Marine Hatit, Rowshon Alam, Mallik Putta, Serge Prime Medicine, Inc. 60 First Street, Cambridge, MA, USA
Kyrychenko, Jacob Stewart-Ornstein, Seth Alexander, Jonathan Winnay, Andrea De Erkenez, Jonathan Levy, Andrew Anzalone, Mohammed Asmal, Jeremy Duffield, Vivian Choi ’ ’ T
BACKGROUND
How Prime Editing works Wilson Disease Overview Prime Medicine’s Universal Liver-Targeted LNP

Blood
. i i i i i Healthy
XD Common liver and systemic disease presenting in teens to @ @

ASGPR targeting
ligand (GalNAc)

Gene with

mutation Diseas 20’s (prevalence approx. 1:30,000) ®
. . . . Copper ceruloplasmi
3 flap e » Leads to liver failure, neurocognitive decline and . . d’

e domain Correction é\ Severit prematu re death CTR L) ATP7B® \4® ---------
A i é‘q—.—.—.—.—.—,— it Y ATP7 .
T . . . . o ® PEG lipid PE mRNA
SEARCH \ / “ _ Unmet = Many patients die without liver transplant N

Universal LNP

lonizable lipid

v' Validated as a delivery
mechanism
v" Increases potency

i

) L - ' need = No approved disease-modifying therapies e
(,Q Target eap (fecal excretion)
. mutation Correction a g A 0
RT domain il Autosomal recessive due to loss of function mutations in
Affects copper homeostasis, leading to toxic accumulation

of copper in liver and brain

i

=8 v' Improves safety profile
Helper lipid ‘\ pegRNA \@\- v Improves biodistribution
W profile

. . wil s ngRNA
> ° REPLACE ° H1069Q and R778L are two prevalent mutations found in Di;:g;‘e Cholesterol 8
' CORRECTED up to 50% of patients
Nicked DNA strand Prime editor 3’ flap preferentially Correction of 20-30% of hepatocytes may be curative Copper
primes the RT complex copies in incorporated?, .

domain for DNA corrective excess flap repaired, . , . . . .
crese DA SeaEngs gene fully corrected Therapeuti " Prime’s universal liver-targeted LNP to deliver RNA Prime

c approach Editors to patient liver to correct mutations in ATP7B to
restore copper metabolism

= Prime Medicine’s universal liver-targeted LNP keeps constant 6 out of the 8 components of the LNP and
PE cargo for all liver programs

= Swapping only the guide RNAs yields a new drug product with the potential for the same critical quality

Bile attributes

RESULTS
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No detectable off-target editing events identified in preliminary

off-target analysis for H1069Q Prime Editor in patient-derived cells CLINICAL

= Additional enabling nonclinical studies underway in anticipation of IND/ CTA filing in first

CONCLUSIONS

= Successfully identified several candidate Prime Editor components capable of >70% editing for ATP/B
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