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Establishing of new AAV vector system against neutral antibody
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We aimed to develop a new adeno-associated virus (AAV) vector, which when
surface modified, was able to escape the immune system in vivo. At first, we modified the viral
protein 2 (VP2) in the AAV vector plasmid as done in previous studies (Warrington, KH., et al. J.
Virol. 2004). Although we observed the tagged protein on the vector’ s surface, both the vector’ s
dose and infectious ability decreased significantly in the presence of high doses of anti-AAV
antibodies because of its limited surface modification. Therefore, by targeting the vector s
surface protein, we developed a newly modified AAV vector. This new vector expressed the ligands
against the receptor, which is expressed in liver tissue. We found that the vector’ s dose and

infectious ability against the HEK293 cells were the same as those seen with the conventional AAV
vector.

AAV



AAV

AAV
AAV
AAV
Mol. Ther., 2018)
AAV AAV
AAV
AAV AAV
AAV AAV
AAV AAV
AAV
AAV AAV
Mingozzi, F. et al. Sci. Transl. Med. 2013 Stone, D.
et al. Mol. Ther., 2010 Mimuro, J. et al. Mol. Ther., 2013
Monteilhet,
V. et al. Mol. Ther. 2011
AAV
AAV AAV
1
AAV
internalization AAV AAV
VP2 AAV
Warrington, KH., et al. J. Virol. 2004
VP2 N FLAG
VP2 8 AAV AAV
AAV
AAVpro293 HEK293
AAV exoAAV
300g x 5 -2,000g x -20,000g x 1 -100,000g x 1.5
eX0AAV eX0AAV PCR
Huh7 AAV
AAV
ASGR
AAVpro293
ASGR 293 ASGR-293
AAV PCR

AAV 293 ASGR-293



VP2 AAV
AAV VP2
AAV Warrington, KH., et
al. J. Virol. 2004 VP2 N FLAG
VP2
VP1 VP3 AAV
AAVpro293 AAV AAV
FLAG Western Blot N
AAV 293
AAV
AAV
AAV FLAG AAV
AAV AAV AAV
Western Blot
VP2 AAV FLAG
AAV
AAV
AAV
AAV AAV
2012 Maguire, CA. AAV
eX0AAV Maguire, CA.et al. Mol. Ther. 2012
AAV
EX0AAV AAV 293
eX0AAV
eX0AAV CD9 eX0AAV
Huh7 eX0AAV
EX0AAV AAV
A eX0AAV invitrogen
AAV
eX0AAV Huh7
eX0AAV B eX0AAV
AAV
(A) 80000 = b < 0.01 (B) 80000 = [ STV
[ #EkDAry
60000 = 60000 =
.
= 40000 - 40000 =
20000 - 90000
L T Ll
= D T T T T T
£ W S \'f‘ﬂ\'b & g.\@Q )
iR (PRIHUR AV Z—)
% 1. exoAAV-XZ & —DOHuhTHIMIZ 53 5 Jeutk o Mt
AAV
eX0AAV
ASGR
FACS
eX0AAV eX0AAV
eX0AAV ASGR Western Blot
eX0AAV 293 ASGR-293 293

ASGR-293



200000
150000
=}
=1 100000 -
o

50000

0-

2935l
ns ns ns
1 [
‘ ns ns ns
nsj rns ~
Day2 Day4 Day6

200000 -

150000
3 100000
[

50000 -

0o-

ns

Day2

Day4

2. fEfifiexoAAV T & — D Y O FaFt

Day6

in vivo

| BN
@ HuR e
O EY R EDH






