PCT/CN2021/087534

WO 2021/209010

CHAAS

N
e

B¢

GMO06214

1

23

1/18



PCT/CN2021/087534

WO 2021/209010

GM06214 41 fy

R

RN

By

2%

I
o
—

1 1 1 1
e} © <t [a\]

(¥ ZLHEZELOND)
28 vnal

GM06214 41 fd

2/18



WO 2021/209010 PCT/CN2021/087534

293T_IDUA_RE BRI

18
293T_ IDUA_# 4540 i
807 8 SN
#H 50- -©- [HEHLRNA-111nt
ox = BEHLRNA-91nt
HI{E 40- -&- JHHLRNA-71nt
ﬁg - FEHLRNA-51nt
ﬁ]ﬁ 204 -®- 55nt—c—-55nt
% & 45nt-c-4bnt
O-T é é LIL é (IS % -& 35nt-c—3bnt
arRNAJBE 5 R 30 - 25nt-c—-256nt
A 3B

3/18



WO 2021/209010 PCT/CN2021/087534

GM06214 A ia
N B F 4B
== ST IG5 ZH Xf BB
;% -+ BEHLRNA-111nt
. = [EHLRNA-91nt
gﬁ% —— BEHLRNA-71nt
g 2 % [EHLRNA-51nt
3 2 8- 55nt-c-55nt
% -0~ 45nt-c-45nt
A =% 35nt-c-35nt
- 25nt-c-25nt
- GM01323
B 4A
GM06214 41}y
8-
6-
=
z N day?
= 4 = day4
=
< 9
0-
3 é‘b_ &\K) 3 ‘Q& /\\K’ X Q‘)‘Q& QDQ& %&
PSR NS SIS
*‘éé‘/ p \;\;V/ @?‘ @Y‘ @?‘ @Y‘ N ,«C’ &/O x; o
¥ IO PSRRI SRS

4/18



PCT/CN2021/087534

WO 2021/209010

GM06214 ZH Y

ERARXRRXRXRRXRXRXRXRRXRI

AW MWAMWNRRANNNNNY

50

| | |
[=d (=3 (= o o
<t 2] —

N

(¥ LHEZELOWD)
2 vnal

B 5

5/18



PCT/CN2021/087534

WO 2021/209010

100+

3 3 ¥ 3
o 4 = o
o “w + o4

(3 24 0% £TETOND)
Hatee vndl

A 6A

¥ 4 |
P < o
© -1 4

(%2 CTETOWD)
gy VAl

A 6B

6/18



WO 2021/209010 PCT/CN2021/087534

® 7

5'_: © © <« &N O
(¥ B CHEZELOND)

E & vnal

7/18



WO 2021/209010

2o
I T T 1 R
0 o ) =
~ o N
(¥ =} CHETELOND)

2& vnai

8/18

72nt

70nt

67nt

PCT/CN2021/087534

A S



WO 2021/209010 PCT/CN2021/087534

30=
£
ll\% 20-
<%
59
(=] -
=2 10
e
0-
$ 48% I S S G SIS S
2 S A N co*‘& N bé\\a AN
F7e F & LN N O X >
LA S P R A R AP B
S G A AR 1
& & $

9/18



WO 2021/209010 PCT/CN2021/087534

N [
o (=]
L ]

IDUA 3%
(GMO1323/9 5 %)
S

S s X XN RV ¥ & O O L O » & O >
NP RO S AR SRS (e S SV SN S SV S S
P &S S S S S S S S S S S S
B A NN N RN NN T A A Y Y Y S
S @z}\ TR B S B B R R RL B R

%{Z’ x5 x5 x5 x5 x5 X Y x5 x5 x5 X5
FFFFTFEFFTSTETSEE

7/ 7/

71nt 76nt

& 9B

100

80+

60

40+

A->G HE%

20+

\ o X X \ N ) > & o D b O D )
THFSFIT T FTF IS FF &S
S N N N > 4 N N N N N

B R E  GIFIIC
%‘D‘Q %‘D‘(’\

4 4 /0 /CJ /0 7/ 7/ 7 /G /0 /7

X X xX X0 X X X X X X X
F F S S F S

71nt 76nt

& 9C

10/18



WO 2021/209

N w B
o o o
| | ]

GMO 1323 75 1 1) 3% B
>
[ |

010

GM06214 40w

L

N

PCT/CN2021/087534

55nt—c—-16ntCM1
oont—c—11ntCM1L
oont—c-14ntCM1L
BHATRNA-67ntCML

T T 1 T 1 1 1
160 80 40 20 10 5 2.5 1.250.625

arRNA ¥ & (nM)

B 10A

GM06214 41

Ftoes

—T:l!:'=1=‘F‘I'f‘I'

160 80 40 20 5 2.5 1.250.625
arRNA K & (nM)

A 10B

11/18

55nt—c—16ntCM1
55nt—c—14ntCM1
55nt—c—11ntCMl1
B IRNA-67ntCML



WO 2021/209010

GMO 1323 V& 1 ) 1% %5

A->G REE%

PCT/CN2021/087534
GM06214 ZHff
150=
—— R AP HE
100- = SO0 H R
—— [EPLRNA-67ntCML
== Hhnt—c—-16ntCM1
50 —— 55nt—c—14ntCM1
=¥= Hhnt—c-11ntCM1
0-
1 2 3 456 7 8 91011121314 17 21
arRNAM % J5 R %
B 11A
GM06214 41 A
80
—— R A TR
60 - SO0 ZH N R
—— [BAHIRNA-67ntCM1
40~ —— 55nt—c-16ntCM1
—— 55nt—c-14ntCMl
20= =%= 55nt—c—11ntCM1
. NNy
0_ ey = . » .
1 2 3 456 7 8 9 10111213 14 17 21
arRNAIE % J5 R
B 11B

12/18



WO 2021/209010 PCT/CN2021/087534

- 40nM
-2 20nM

A->G RS
N
T

1 1 1 | ]
Ohrs 12hrs 24hrs 48hrs 72hrs
arRNA# 1% J5 i [7]

A 12

13/18



WO 2021/209010 PCT/CN2021/087534

[
o
3

IDUA 8% 3%
(GMO01323 894550
-k b
o3 <

S - N

14/18



WO 2021/209010 PCT/CN2021/087534

F=X
8x106-

6x106=

L 4x106=

2x106=

N \&b 43\
K\
S

o o 0
‘Q;? <§$> & &P 6
O O (&)

N
<§§ <3§

%

A 14A

2%x1(Q6m=
1.5%x1(06=
L 1x106+

5x105=

o L
AR

D O Q N
W L o) )
s\ s'\ s'\ s'\ s'\ s’\
(@) @) (@) (&) @) ¢

B 14B

15/18



PCT/CN2021/087534

WO 2021/209010

VSI @
&,&;@G .a&:%& & &WG &%%u ;&;@0 mm..% &.%%u R %Q Qz@@ nw?&uu mw.é&i«v R (@Q @&x@«v .%Lmr«u @ o &&%«@ o {@Q %{ﬁ&u 1%0 ,_“%v
, v "
““““““““ o3 k7 &
“““ b 541 E
i idad
EEH o 12d 4

16/18

4N



PCT/CN2021/087534

WO 2021/209010

o3} <P

W

i

17/18



WO 2021/209010 PCT/CN2021/087534

¥ 7

& -
24}

% ¥ 2

& & &

- » -

¥ X X

Ay o ™~

W



