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FIG 2

Exon7

hPCSKY locus i

|

HDR-donor vector | 5 Homology N1 RO TCGHE pA |3

. ARCUS? . {TBG,AR{ZUSEW

1 rizarcusy P07 6Cke

. Donor | Short shHDR

it I 3x10% GC/kg
500bp rhHDR

Total N =14
Serotypes: AAVhu37 (n=4); AAVrh79 (n=8+2 ctl)
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FIG. 4H
On-target indel by amplicon-seq
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FIG 5A
500 bp
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FIG 5B
(1 C2
i
' }
Back cross het N1 with WT B6 { \
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FIG 11
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HDRs
SEQ SEQID

Name Left ID NO|Right NO
tgggctectttctctgecacccacctectcac TTGCCCCAGGGGAGGACATCATTG
ctttccagGTCATCACAGTTGGGGC GTGCCTCCAGCGACTGCAGCACCTG
CACCAATGCCCAAGACCAGCCG CTTTGTGTCACAGAGTGGGACATCA
GTGACCCTGGGGACTTTGGGGAC CAGGCTGCTGCCCACGTGGCTGgta
CAACTTTGGCCGCTGTGTGGACC agtcaccaccccactgecteggecaccgtgatg

short human |TCTTTGC 7|ctaac 8
acctaggtccccceggectatcaaggcettece
ctggcggecgaatttaaaggcatcaageaa TTGCCCCAGGGGAGGACATCATTG
acaaagcccaacacatctctgecttgtectc GTGCCTCCAGCGACTGCAGCACCTG
tcagtttccccccgtggeacttagaaccact CTTTGTGTCACAGAGTGGGACATCA
tgatacaccgaatagtttccggtctatctcc CAGGCTGCTGCCCACGTGGCTGgta
cccactaggatgtaaactccacaggggcat agtcaccaccccactgecteggecaccgtgatg
tgggaatgctgectggcetatggtagggaca ctaacagcccctttggcagtcagggtctgtgec
gaggggagcaccagggegegecagegst gggacctccagtgceeaggctctgtgeaggggs
gccagagttctgectgggcagtcagattttc accagagatgaagtaggcctgatggtgcecttc
cttaggaggggacatttgagtgggacccaa aaggacactcagtctgatgagggaggcegagt
acaggtgtatagcagttgtccagcccaget gcacagagggaacacgaggtcagggctgtat
ggcaaggcctgagtcetgectetgeaaccect tagagggagcccagaggaggceacctgeccag
ctcttgggctectttetetgecacccacctect cccgagggtcagagaaggcatcttggaggag
cacctttccagGTCATCACAGTTGGG ggacatttgatcgggagcttgatggatgaata
GCCACCAATGCCCAGGACCAGC ggagtttacctggccgataagacagcaactac
CGGTGACCCTGGGGACTTTGGGG caaggcttagaggtgtgagaggaggctgtctt
ACCAACTTTGGCCGCTGTGTGGA acctcactgagtaaggactgcaggcggcttac

long human [CCTCTTTGC 9|cttcgagaagagagcttag 10
aagcatacctgacagceggtaacccagatce
teectggectcggaggcttcectggeagece ttgececcaggggaggacatcattggtgecteca
aatttaaaggcatcaagcaaacaaagcec gegactgcageacctgetttgtgtcacggagtg
aacacatctctgecttgeectcteagteteee ggacatcgcaggctgetgeccacgtggetggt
ccegtggcacttagagecacctgatacace aagtcaccaccccactgecttggecaccgtgat
gagtagtttcctatctcectcactagaatgt gctaacageectttggeggtcagggtctgtgee
aaactccacaggggcattgggaatgetgec aggacctccagtgccaggctctgtgcaggggg
tggctatggtagggacagaggggagceacc accagagatgagacaggcctgatggtgecttc
agggceggggcaggggtgecagagtictge atggacactcagtctgatgagggagacgagtg
ctggggagtcagattttccttaggagggga cacagtgggaacacgaggttagggctgtatta
catttgaatgggacccaaacaggtgtatag gagggagcccagaggaggeacctgeccagee
cagttgttcagcccagctggeaaggectca cgagggtcagagaaggcttcttggacaaggg
gtttgcttctgeaaccectetettgggetectt acatttgatctggagcttgatggatgaatagg
tctgtgecacctacctectcacctttecaggt agtccacctggccgataagacagcaactacca
catcacagttggggccaccaatgceccagga aggcttagaggtgtgacggaaggctgtcttac
ccagecggtgaccctggggactttggggac ctcactgtgtgagggactgcaggeggcttacct

long rhesus |caactttggccgctgtgtggacctctttge 11|tctagaagagagcttggtgtctctggt 12
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FIG 14A
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Day S0
Necropsy
Study|Group| Vectors |Animal ID] DOB  |Date Dosed| /Biopsy
Vehicle
2020- control
007 {d90 22-167
G1 |Nec) (M}  17/21/2022} 9/12/2022 |12/12/2022
{6-9
week,
GLP, Vehicle
O71C control | 22-173
Tox}) | G2 |{ly Nec}! (M} 8/7/2022 | 9/28/2022 {12/27/2022
GTP-506
{d90
G3 |Nec) 22-130 (F) 6/17/2022'8/8/2022 11/7/2022
GTP-506
{d90 22-161
G3 |Nec) (M} |7/11/20221 8/30/22 {11/28/2022
GTP-506| 22-165
G4 |{ly Nec})! (M) [7/16/2022} 9/12/2022 |12/12/2022
GTP-506
G4 {1y Nec) 22-176 (F){8/12/2022| 9/28/2022 {12/27/2022
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