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FIG. 1
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7011 bp

3N

Figras \\\\\\\\\\\\\\\\\\\_i ‘i\'\;\\



PCT/1B2022/055620

WO 2022/264095

2/51

FIG. 2

&'mgg phEnelay

Pz
B4

,.wmwm SRPI R&.M&&\\\\M“\\\

<«

=7

=

QO

<

[-™

[

Q

?

<«

o

-9

g2 _

z = :
hy s

o D i3

=7

-

=

0

>

=

<

pcDNA

e ™

¥
i prens




WO 2022/264095 PCT/1B2022/055620
3/51




WO 2022/264095 PCT/1B2022/055620
4/51

FIG. 4

(0))
I

H

N
|

7T
SIS
patatetetsl e
R

7

255
25

boted

N
I

255
255
50585

%

S
3

SR8

o
o

%%
o
2
o
v

4
%y

i
i
i
i
i
i
i

&
4535
S
35

T
525
5

7

%
55

355

Relative fluorescenece intensity
el

T
e
535
e

7
(e

25
S

MM

o

Transfection condition
Bl 1-No plasmid
2-pGL2-SecNLuc-eGFP
[ 1 3-pcDNA-SecNLuc-eGFP

B 4-PP-CAG-GFP



WO 2022/264095 PCT/1B2022/055620
5/51

FIG. 5
E 300— }
% 200— %
a%:j 100— %

0 | |
1 3
Transfection condition

N

Bl 1-No plasmid
2-pGL2-SecNLuc-eGFP
[ 1 3-pcDNA-SecNLuc-eGFP



WO 2022/264095 PCT/1B2022/055620
6/51

FIG. 6

pGL2-SS*-CAG-SecNLuc-2A-eGFP-WPRE-BGpA-SS*
7451 bp
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FIG. 8
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FIG. 21
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msDNA HDR-GOI-HDR

Plasmid DNA HDR-GOI-HDR
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FIG. 31
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FIG. 33
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FIG. 34
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FIG. 35

$S*-UCOE-E1-CMV-UTR1-SecNLuc-2A-
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FIG. 36

SS*-UCOE~-EL-CMV~-UTR1~-SecNLuc-2A~
eGFP~-WPRE-3'UTR{2hBGpA~A120]-S8*

7710 bp

((G/{

\§ /O"f' » X©

Factor X8 s

} X Q\i\\\\\

\\\\\\\\‘\\\k\\\\\\&\\ _ F

o

oF

S




PCT/1B2022/055620

WO 2022/264095

37151

FIG. 37

¥ snhancer

-WPRE-

M
=
<
[~ "
=
Q
¢
<
¢
©
=
]
4
g
7]
-
&
=
=
>
=
9
v
n
*
N
70}

*
22]
%
)
=
<
<
=
&
=)
=
a
&
=
=
[\e}

=3
=
[\
R
o
®°




WO 2022/264095 PCT/1B2022/055620

38/51

FIG. 38
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FIG. 40
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FIG. 41
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FIG. 42
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FIG. 43
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FIG. 44
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FIG. 46
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FIG. 48
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