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mucus in the lung promotes chronic bacterial infections, inflammation
and progressive lung damage, which are the primary causes of mortality
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normal CFTR function. These same Hotspot Prime Editors taken together 7 hotspot correcting Prime Editors could address P TN Lead optimization of p.GS42X Prime Editors is currently ongoing
could address >93% of all CF patients. 7ot mepient popuaten’ M i e P e atoti e [ e mion s et Sty
f . i, b e

) ) ) . , ET4 mo [ s ey ey 7 g
Comprehensive high throughput screening for Prime Editors led to s 3 ;y“ﬁ’l__,_ﬁ_‘:“‘? l: gl T |§g"f S H T,y o %
identification of potent editors to precisely correct prevalent and non- z :n criR2 I A, :Gm”” H B oo 4 . é
sense CFTR muFations‘ across multiple mutational hotlspots incl}Jdir?g HIRE R ‘ (= | e ine L d R H il . S
G542X. These Prime Editors demonstrated >60% of precise correction in Residue  yoinagerar, 2018 | s, 8 PR
patient-derived primary Human bronchial epithelial (HBE) cells, and . ) Lt : ’Q ] Py — g sece et cls ny ot
restoration of CFTR expression in HBE cells differentiated air-liquid R it g8 — -
interface culture. Correction of CFTR mutations also leads to Prime’s approach is to deliver Prime Editors Do D ST sn, 1 L N I Tt e

normalization of CI- current in an electrophysiology assay, indicating a to critical epithelial cells in patient Iung for
functional rescue of CFTR. We next evaluated our CFTR Prime Editors in efficacy and durability

vivo in a humanized mouse model with CFTR p.G542X mutation
(Cftr CFTRpGS42X/Cftr) T deliver Prime Editing components in vivo, we are
developing a lipid nanoparticle (LNP) system formulated with Prime
Editor components in the form of RNA (LNP-PE). We also delivered Prime
Editors using a dual-AAV system in development. Following single dosing
of PE test articles, we observed encouraging editing activity in lung
epithelium including epithelial progenitors, prior to in vivo optimizations,
indicating this approach has potential to be disease-modifying.

systems are effective at delivering Prime

Editors in vivo »Prime Editing is a potentially best-in-class gene editing technology

»Hotspot Prime Editing to correct multiple mutations could address many patients with cystic
fibrosis: 7 Hotspot Prime Editors could address >93% of patients with cystic fibrosis

Prime Editors correct the CFTR gene to normal resulting in physiological control of CFTR

Prime Editor:

»Prime’s LNP-RNA capabilities have provided LNPs exhibiting efficient and well tolerated Prime
Editing in the liver in animal studies

»Prime has identified LNPs that deliver Prime Editors to secretory and progenitor cells in lung
epithelium in vivo and human bronchial epithelial progenitors ex vivo

»Initial Prime Editors to correct p.G542X delivered by LNP show high editing efficiency and
restore CFTR function in patient lung epithelial progenitors and intestinal organoids
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»Prime is developing LNP and AAV systems to deliver Prime Editors to secretory and progenitor
lung epithelium in vivo

Together, these results highlight that LNP or AAV-delivered Prime Editors
have the potential to precisely and efficiently correct the high unmet- TS
need pathogenic mutations causing CF. Prime Editing offers the potential Somectionof o e e ™

of a safe and effective curative approach for patients impacted by CF.

»Established initial proof of concept that Prime Editing can correct CFTR p.G542X in the bronchial
ithelium in vivo in humanized mi
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translatable dose for
therapeutic use

»Well tolerated, translatable
dose for therapeutic use

Abbreviations: AAV = Adeno-associated Virus; ALT = Air Liquid Interface; AT2 = Alveolar Type II cells; CFTR = Cystic Fibrosis Transmembrane conductance Regulator; HBE = Human Bronchial Epithelial cells; HT = High Throughput; LNP = Lipid Nanoparticle; NHP - Non-human Primate; PE = Prime Editor



