WO 2023/193616 PCT/CN2023/083728

——&LTR- RRE - PPT-IZLR w2y TN WPRE-3LTR—————

gRNA-1 gRNA-15

84 4 2 3 9 0 2 87 % 2 2 22 3 o
3 2 1 2 3 95 96 3 2 4 2 92 93
gRNA-26 gRNA-37

0 3 o7 4 2 2 2

0 3 9% 4 2 > 2
9% £ 1 2 85 z 1 9 9 1 ' 3 1 2
3 1 ' 2 ) 3 3 2 1 s 3 @ s
gRNA-48 gRNA-59 gRNA-61

2 . '
« ® ' ? ° !
PO
-] 5 2 4 96
47 a1 i 3 1 87 84 1 3 a7 1
s w a ' ' ! s o v ' o ' % o

1/4



WO 2023/193616 PCT/CN2023/083728

1 6 4 3 2

¢ C o} C o4
T 70 61 57 31 7
G 3 3 2 2 1
C 25 33 38 65 91
A 2 2 2 2 2
Kl 3
gRNA
25 20 18 17 16
. \ !
LN L e
¢ C C C C
T 63 58 42 23 2
G 1 2 3 2 1
c 33 38 53 73 96
A 2 2 2 2 1
Bl 4

2/4



WO 2023/193616 PCT/CN2023/083728

gRNA
47 42 40 39 38
/
C C C c C
T
44 34 23 16 3
G
1 2 2 2 1
C
51 62 73 80 95
A
3 2 2 2 2
5
— e e \
- i a :
1 5
’ ’ ‘ * D ’ ‘ ! ’ ) ’ * ‘ '
0 3 97 5 1 3 2 o a 9% 5 2 4 2
95 a3 2 2 26 [ a [y 94 92 2 2 33 1 0
3 1 1 1 -4 95 98 3 1 1 o 2 94 96

3/4



WO 2023/193616

gRNA-1
VAR
C C
T 61 48
G 2 2
C 34 48
A 2 2
EFC 1bp
$58C 2bp
EFC 3bp

gRNA-15

60

gRNA-48

gRIE-E

gRNA-59

93

[catcaagctggagece

CGTCAAGCAGGAGCCTCGG
TCTCAAGCTGGAGCCTCGG
CGTCACTGAGGAGCCTCGG

o1

PCT/CN2023/083728

gRNA-61

C C
4 1
1 2
93 9
2 1

caccgtgctgacctccaaataccgtcaagctggagcctcggtagccgttcctcctgcccgce

gtggcacgactggaggtttatggcagttcgacctcggagccatcggcaaggaggacgggcg

HBA2 exon3

Hb-CS/ CD142(427 T>C)

]

4/4



