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Figure 2. (A) Target DNA sequence and underlying amino acid translation for the E342K (PiZ)
mutation. (B) A table outlining the iterative design process interrogating NGC PAM variants
and then TadA* mutants. (C,D) Allele frequencies assessed by high-throughput targeted
amplicon sequencing in primary PiZZ fibroblasts (GM11423, Coriell) transfected with base
editor mMRNA and gRNA. (C) Base editors were optimized for precise correction of E342K (7G)
editing, although a significant amount of linked bystander editing (5G+7G) was also observed.

Diastase (PAS-D) stained sections of mouse livers
from PCSK9 control (A,B) and correction groups
(C,D). PAS-D efficiently stains the insoluble PiZ

globules, a hallmark of A1AT liver disease. Images at 40x magnification were subject to color
thresholding (Imaged) to calculate (E) percent PAS-D stained area and (F) average pixel
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