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FIG. 7B FIG. 7C FIG. 7D

Lipid ALNPIGFP mRNA at 24 h

FIG. 7A
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FIG. 17C

FIG. 178

FIG. 17A
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FIG. 22B
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ApoE/ApoB peptide Associated LNPs

Apok Full-Length Protein Does Not Associate with LNPs




PCT/US2022/032510

WO 2022/261101

25/38

sdnaif pap)

gec Ol

sli-uou 8008 Shoy N

SYSITH 84 U

oS, 38eg,

Ym mm%mmu LG Y

FFe & e
; }
: — 0l

e : fEul
jdno ok m FEineN e (0}

3oi9A



PCT/US2022/032510

WO 2022/261101

26/38

v¢ Ol

Y
Lﬁ%% 1 81 008
ydoiphy s} dog

O] G G G T g 2 Do Timed iU TR ] D] B Lyt =0 ol s s K 0 o ) Aot e [epR ey
i o s 2 RIS IE S IR IE RS S B kS IR SR IS T R = =

Yﬁ N8

T

gt .nmwmmu.;ﬁ anics
$pooj) 5 tdoy fypedoipiy
] Ainonios uo ssjou Ranos Jajem poos) RNIGNI08 paiBLSy
it aliieyo Jau o a0l y ;) i 18 abiegn ey
W\ o4 1d 10 sajou 7801 1 Juiod oU8ie-03)
/ JAIR07) T U0 S8 0,40 UBIDB00 UOROU3
. MW o Seju o) g Jibie Jeasiopy
“,ﬁ/ 08 ‘Senpisel 10 Jequiny
s w@ 0 seiadosd eonusyaoishyg
OOV O T THY THS Y T AN 133
:apidad Jody




PCT/US2022/032510

WO 2022/261101

27/38

(ENNILENOD

v¢ Ol

59003 10107
aigoudospdy 51 wopog
Oljdoiphy sy dof

Spooj % ddo
Renios o sejou HIIRI08 J3)8M oS Kianios paieiss
r abipip) Jau o Saj0U 57 ] Hi 16 Bieyd 1oy
\ n jdl o Ssjou JE0L Hd Ji0d JueiR-08)
JUBIOIg807) T U0 a0 -0 0824 USO80 ORI
M L0 S9j0U w7} it 140l eposioy
) 70 'SaNDISS! 10 J8quIny
sk abep oy saipadosd paiwsyaoishyd
OOSOIAMNS IS TYLY THIOUMELTHLLOTTHAD TV IASS




WO 2022/261101 PCT/US2022/032510

28/38

FIG. 25

-
g &



PCT/US2022/032510

WO 2022/261101

29/38
Non-Cleavable {Maleimide)

=

fane’ ﬁU S
<>
34,
M‘f& @@
\f [ %
Z F
7 o

o &&mﬁ%@ o2

L)

/b
-
[’

FIG. 26A



WO 2022/261101

PCT/US2022/032510

30/38
Cleavable (PDS)
75 e o N=
=N \% E/b“b@
QatWitirgy S \
. &m%ﬁz m:{.ﬁ%m--s-—-«s \m/'
g%d?gg;;m‘%
& 58" 5 \s_g '
- N
Thip-Disulfide Z;’)
Exchange Pyridyl disutfide (PDS) LNP
(PDS-PEG-DSPE)

FIG. 268



PCT/US2022/032510

WO 2022/261101

31/38

Jody
d
oty e
J0y wf mg Tody
mm q@&@%@.MM o %
Jody

i
3]

LC Ol
X0 gody
X Jody
§5301 UoljoRsY apidag

SapILERIBLE J0 4 0) OATRIBI $580%8 UorIRel apndad

pUOG SOOI
pfinfuon aigeIS

Ulol0id U0
%gg




WO 2022/261101 PCT/US2022/032510

32/38

FIG. 28
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