WO 2020/058438 PCT/EP2019/075232
1/8

Renilla Luciferase hRluc rae EFla Promoter Firefly Luciferase luc2 p—

Fig.2

Intron
Position
#1

2

Intron intron
Position Position
#1 #2

4 4




PCT/EP2019/075232

WO 2020/058438

2/8

Fig. 3

T
[
H
-
[ T s |

mmmmﬁa,mo
s
[zon] “(uoszur ou) onyy 9 | jeuSiS sselayn B[jIUay

L] &\w
M
|
|

& 8 8 83 § <
il b
[22n] ‘[uoszuw ou) snyy o4 | |eudis ssesaqin gIuay

140

Fig. 4



PCT/EP2019/075232
3/8

WO 2020/058438

—
34
&

%,
H \Q@ ,\Q
%, 2y
w o, @ —

S 8 8 8 % %
=

[22n] ‘{uesaur ou] onyy % | |euSis asesaynT e|iuay

0 A
by g
@6*
L
¥
&

“ x
S 8 8 8 8 ] ° %
-

[z2n) ‘[ucaur ou] anTyy % | |euBis asesain e|iuay

140
140

Fig. 6

7o)
o0

o

ol



WO 2020/058438 PCT/EP2019/075232
4/8

Fig. 7

140
120 L

100

™
(%)
2
T
o
E 80
=]
£ 60
(%)
3 40
L
% 20
TE 0 T —ey T
o ok N 55 v 3% 5%
3] {QGL éﬂq \Q{" \‘Q‘ \‘{}h \\}Qﬂ \*\)‘L \’Q}a’ \;&
g R & & O @y D
™ o O g o &L 5 o
3 6‘-‘\@ & x(? ”d?‘ x (f”% @é%
= o ; , '
3 0§ ¢ X & &f
= & & & €
= hx uf} \(?‘ AN 0@@ x{;&
] "
3 N &\‘?
LV
N @
&
5 Fig. 8
Intron Intron Intron intron Intron Intron Intron
Position Position Position Position Position Position Position
#3 #3 #5 #6 #7 #3 #9
$ A $
hRluc hRluc hRluc hRluc hRluc hRluc hRluc hRluc
M1-E40 K41-G80 M81-D120 W121-E160 E161-A200 AZO1-Y240 M241-K280 V281-0311

3

hRluc hRiuc hRiuc hRluc hRiuc hRluc hRluc hRluc
M1-E20 Ka1-G8o M21-0120 W1Z1-E160 E161-AZ00 AZ01-Y240 MN241-K280 v281-0Q311

hRluc hitluc hRluc hRluc hRluc hRluc hRhuc hRluc
M1-E40 Ka1-G80 M21-D120 W121-E160 E161-A200 AZ01-Y240 N241-K280 V281-0311




WO 2020/058438 PCT/EP2019/075232
5/8

Fig. 9
140

120

100

80

1]

40

20

Renilla Luiferase Signal [ % hRLuc [no intron], luc2]

S
‘%.
Fig. 10
— 140
o
2 120 1!
§ 100
e
=
- B0 e
E
gﬁﬂ
z
£ 40
*
= 20
g -
AT e . : -
Wi
2 S T T 00 0 0 00 0 00 0 80 0O
@ ‘5‘0"‘ 'é-& & \0«0 NG x{-}i’ \ﬁ(" '\\}g \*b(" \& \Qu)g \\}(' '\,:335"' \x)(" \QL \"CS" ‘\Q}Q \\}L \\,}Q
‘E q:;\{f'- {}6\1 :&\ :i:}\\« {?‘\1 }c&! }9\& ‘;’s\w ?{L’«\\ :@x j‘;}:\‘ :3;‘1 g\“\w :ﬁa }&\s :?;\a }:i\w
ER GG T Q9 e VY
R I R R I A I I A IR I
= & R A AR I A S A R
=T ¢ W N et o ey Nov e o o Mot ot o
E o N SIS S A ST TR S R A LI SR R S N
g & S NPT I N T N @
z ¢ o Wy S N O W o
\Qg"\\}(‘ [ ’\(\.Q”'\\)b% \g%' \é” W
e T &
QN & &
A o o



WO 2020/058438 PCT/EP2019/075232
6/8

Fig. 11A

Light Chain

e

. hulkc

Fig. 11B

Heavy Chain

. hulsHG

 huleher

| hugHer

8

60

40

20

Antibody Expression Level [% no intron]

1] _.W‘*

mock no intron, EV1  nointron, EV2 2/18 Ia/19




PCT/EP2019/075232
7/8

WO 2020/058438

Fig. 13

0L 61 Bl /-
oY) 6Ig 61/
neigelf-—
5m_,mm:.§
L EIwg gl /===
Um_gﬁm:,:
1y Eg el /-
vm_@m_\x..
neigsal /-
um_mm_.\%
U
)

8198/~
v)glggl/-
ElW g gl [
gl g| /-
Jeiggl /-
ov) 18 8 /-
Y619 gl f -
DV 61 EIW /-
:m_@m_c:::
DY) 8119 E|W /-
Eucm_gdmm_sf..
DoY) glug gluw /-
4 {e01) €18 g1w /-
{oov) g1g glw /-
; LeIge /-

v)

)

29V 6IgEl S

TR

{
“(e01)8I9 E1 /-
{covislg e/
{enl) gl g| /-
{covlglwg gl /-
{ool) Elg el /-

: {covlelg el /-
] Wodlul ou

M TMMT Hoow

L

S
8 8 § &8 8 8 8 8 8 °
=~ = = o

[uos3ul ou 5] |aAe woissaldiy Apoqlauy

QO_U ODO
MHM%W42

[uonul ou 5] [@ae uoissaidxy Apoqiuy

160

Fig. 14



PCT/EP2019/075232

WO 2020/058438

8/8

Fig. 15

{eniy=-/8lg Bl
~—— (5] [ 61 Bl
A{sol-—/8iwsl
{oov)--/BigEl
(Bl =/ e g s
i —— {0V~ [ £ 6
(ool e1g 61
{oevl—f eI 8l
ool /Eiwel
| {oov)—-/elg gl
el farg el
{oav)-—-fr1%8l
oo}/ ere g s
ey ) e f Bl B
leod-—7feimsl
foovi-/eigsi
pol—-/eigEm
(ool —Ja1m Ene
Asol)-felg e
ooyl /g
{900 =/ g g gl
(EvE - f g1 g
: (DU~ feipew
e Y] £ B
2 (20U [BIFEl
 {oovl-=/aimEl
(ool /8IBEl
(oo} /aig el
oo~ /emgE
DoY) = f ElW g £
(oo fErg &
{oov)— fEIREl
o ﬁ»ﬁ.ﬁth el

i | ! ] TMW uwwbE
§§8888%8R-°

{ueiguy ou 5] e wosssadig Apogiy

|

Fig. 16

M

g

s

=
i

=]
[ |
e

8 &8 B 8 R

e

[uesiu ou 5] paa uojssesdyy Apogpuy



