PCT/CN2024/119862

117

WO 2025/061113

2 < 24 g v
»r 7 o5 ot Dy
g g 2 929
ol Z 7 7% ZZ %
o o o o
% 15 i i3 ]
& A @ 7 % %
7 7 ¥ ¥
i H i ;
i 1 i H
1 i
1 i
Pt bveed
i ooy 7
; : ;
i 7 ¢
4 : : ; 7
’ : 1 H




WO 2025/061113 PCT/CN2024/119862

2/17
[ ¥ 1B]

CLUSTER 4=

CLUSTER1 SEQ ID NO: 31
CLUSTER2 SEQ ID NO: 28
CLUSTER3 SEQ ID NO: 24
CLUSTER4 SEQ ID NO: 32
CLUSTERS SEQ ID NO: 29
CLUSTER®6 SEQ ID NO: 30
CLUSTER7 SEQID NO: 38, 29, 26
CLUSTERS SEQ IDNO: 44, 33. 45
CLUSTER9 SEQ ID NO: 23+ 21, 20, 16, 41, 40
CLUSTERI10 SEQ ID NO: 42, 27, 22, 25, 14, 13
CLUSTERI11 SEQ ID NO: 15
CLUSTERI12 SEQ ID NO: 17
CLUSTERI3 SEQ ID NO: 43, 18, 34, 35, 36, 37

[ 2]
C12-2798HE
141kDa
CL2-3F-sgRNA gquids \N
53587 G LEAGERAGHGLEAGEARCIGTTT

w;gm&,«mcm TeaE \\»\E‘{:A'?{‘:,«\E‘?"“{;mé?éwé\@fﬂ;tt;su} &xtﬁcaﬁaﬂagagxtt}hm\mx&
( T 1 l

gRY ?i{ CTY (‘a(l& \)RG*"L? SYARQTS SYR#\{’M ?@?\h?\‘@“ifé(‘z‘”&(‘ tegy i(“b(‘*@(‘ N(,t:u;‘smwgrg $C

T ROEDGAGUETUTALRTAGTRALG §;§
IR BN&-Rov el




PCT/CN2024/119862

WO 2025/061113

3M17

[ 4)

%

—
o

p3
i

N7

21

35
18
24

Né

90

N5

77

11

N4

13
23

45

17

N3

27

19
41

10

N2

33

40

20

N1

23

22

29

24

[ & 5]

> | | &N en
Z| en| | —| N
Ol | | o~
Z| Nl | —| X
Vil v | v o—
Z| | en| —| N
| <t | | o] —
Z| | | —| N
Ol en| e —| O
Z | —| | | —
o
AR IR
= = v | N
Z| ol | —| N
Q| &= <| QO




WO 2025/061113 PCT/CN2024/119862

L BLARBIANRLRTFR

CSREVCLRFVLJ ARG I/STLPEPeLPL LT L{BQ{_/0
i N

% 5
+ + T >
PERGREVERURL ELCI CVARURLATABARCENEIQRLATLEIEIQEIBLERENALE

SUATREAADESCTREGARATEATEAT TEOCHNNRINYRACU AR T ALRSEQURARTEI T ERQue L oge
) . ; e 5
> $

» ¥

CHFEBHCARACHGUEITAMTTTGUCRRACCTATAR VAT TAAU GO NNNNRNRY

-
BORNOEVCRGEIC YL ETHORE
+ ¥
ReasgaugionagRuatyegty
b N G BR ,
VX OE R L& TR
S
¥ A0 ¥ ¥R P ¥ * PR RS T o8 B i R¥Y R Y 5 3
SR . .. N

G (O 6T HR0E

MR

N1 N2 N3 N4 N5 N6 N7
25 60 51 21 20 20 25
23 11 13 28 24 27 24
23 13 14 27 25 29 24
27 14 20 21 29 22 24

o a |»

H




WO 2025/061113 PCT/CN2024/119862
517

S
3 RN N, R A A, R, RS, SR AR R AR AT,
P AR R S R TR AS WO CWE W@ e
38 TELR UEVRRTERTRTR
.- W RIS /S D[P Bodselbod
& e R Re B A R [T LHPER R

3 EN 3 R
£ N QN Y S e 1 IR I S WS W N Py

CHED DN AGWR O I I DR ISR N o X e S ¢
KT N i 0 N prachueJaech N Rt e R Cof o] pReRa N ed
O N AT NI I T e QO N IO A0S Rl
ST AR IR DN s T I 6 LI D IR RN AT o gy AR
e RELIVINE SELAFIVEE VW WEMEWE S VRSNV S

0 S e o o & oo o _ S

3 M R D F R R T WP AR AT RPN B
= R RNRS MERIAFRTANIRNFEANIERXSX
L Paeat Rarkas g ARG N O LD et e Y e QO N Y
= TN TN e ‘Q".w*?‘vw?‘«w}'{#*ﬁ frorRoecE e pa el
& Y I S O N O AT AR I O N e O LR
_ C;-\.", SRS DN DN D03 Wt o SR S QAR R TR R WS AR AR SR
3 (UL T T N T T TN T
& Qe vt o £ Pt we o S vl DLW

43

%]

7

45

t e

b

f

2

AL

reatichug

¥
x

R e R e

NN S

P




WO 2025/061113

6/17
[ 9]
N1 N2 N3 N4 N5 N6 N7
4 27 16 32 22
95 60 22 17 24
NaN |12 33 27 25
NaN  |NaN |28 23 28

138kDa

S IDLOT RS

S
AR

IR R

PCT/CN2024/119862



WO 2025/061113
717
[ & 12]
240
L3077 4
Webloge 0.0.0
N1 N2 N3 N4 N5 N6 N7
T 33 33 28 31 61 62 30
G 34 33 32 30 17 14 35
C 21 20 16 21 9 10 19
A 9 13 22 17 1 12 15
[ & 13]
B,
22 1.0
L2 ~
0}@ l ;
Weblogo 0.0.0
N1 N2 N3 N4 N5 N6 N7
T 36 18 19 34 30 27 28
C 22 12 11 19 22 24 23
G 28 15 14 26 30 25 25
A 1 53 53 20 16 22 22

PCT/CN2024/119862



PCT/CN2024/119862

WO 2025/061113

817

[ & 14]

%\\\

G

G \\\\\v\\\\

\\\\\\\

\\\\\\ s
L \\\ ]
\\\\\\\N\\\\\\W\\ \m\\\\\

s
5
Weblogo 0.0.0

[
<
(AN

S

w
2

l

19

H

<«
o

743~36
Z | N N NN
Q| Qs ;| e
Z | e e |
| 0| e
Z o | apea
= | | o ES
Z | S 8 & A
en S
NOOOQ/
. oo
Z | | e 2 &
S| | | S| o
Zo| e af el

H| Ol L «




PCT/CN2024/119862

WO 2025/061113

9/17

—
<
L0
-~

$4733
Y A% 4 i oy g ;41 B 4 &R g o moog g g A G4 gy gy p {6
4 e : e : gy ‘ L R ¢ : gy e
ehaiah mwmwwmﬁwwmmw BresyyaefBBionBoiabosbyebiiBioeobBs un@¢muvwwmmuummwwwomuwmmmuwmm%wm wB1330061060
3 s L £ 5 » u h 3 $ 3 v m ok A
;3 R 4 ’ 4 LR ! 4 e 7 ottt
sobveabhaonesn wm«uwm@ 33373 vmwdwv it iyl ;quwwwﬁmuwawwm 38375 mumﬁwm¢uﬂv<@mm@¢“ @w‘ wpazbharerBoeiab

] iy ]
CON T SO TS S YO S S S I G, B
wmwa;ﬁmx“uwm.u wiGe 3 GHE aw\umuuwpmmwmAmuﬁmu“wuwuwuwww B3RS0 Vﬁu >&ﬁ»w¢~¢¢»gh>@¢« uwmwwwud»mmumwua
3 - o s $ . P " $ " 2 1 " = N = - 2 "
£ 4 3 T b4 k4 s £ >
%o mwm:@mwmuw@mJQKanu waSJvm@m sBelbehiabhbers wswwmm« ww»mowwwwu%wuwam«mmm.umwuaﬁmcwdxum@ 3533

\"‘!"‘:\\\\\\\!ttt!!!!!!!

ﬁ%w»wmwﬁws@dweh wﬁ%mmwwmwwwadwmwuwwwwuw&wznw% @wm%wﬁwwwudu»«a«ww YRLALYD »w«w«

»

k& éﬁﬁmmmwwwwmwwmm«

¥

¥ L 4 L ot ;
Li8Li30Y Qﬁixw &ww ehe xMMQ@ Q@iwdw wuu(mmwmwmwgmu&@uw§uuqu&m@o@mJ FOBANGYILBIAYY wma&»m«@ 139 ﬁwﬁumﬁiwﬁw

seh
3 - 1
t
.“



PCT/CN2024/119862

WO 2025/061113

10/17

m
o)
-~

GiaeBurGoobGinhBoebe by uwm»mmm@»Jm w;mucmgmmmwmmum”wmuoowwmuuuwumauwmm&mumuumstM m»wqumwmwﬁth
m .

Vs & ~ m ~ $

fwwfwmwm&wwo‘wm mumwm sl Su\w m:mwn\wmmu.;wwm 587 wmmmmmummwwm @@t mp‘amai m;;mﬁ»w mmwﬁw.ﬁmww

~ #

SAFE

/ YAl £
v@»» ghnyaby Mm:“mmme¢ ecugqmwwm<@ «wmwugh SADAILLNTADYIRLLIHINIYE LAY LY «Wwwwu YBABBLLTAYIHBID0OY
5 3 a Z i 1. 1 $ 3o z
5 7 ¥ ~.

¥ L3 3 ¥
ma&@&wwm.ﬂ..ww\w.wﬁwm&m@w&u.m M&Qz AR ML 2435151

3 L h
& mmuvwmﬁu@wmummm@uuwmywww:mcwvmm@ umukwww aﬁﬁam BUBOYE N Y

TR A

12 m&@k “E N} ‘:w: Jm\:.,\J\: WYY w.&sp@w ,wo?mm“; 0334 ,wmwumm 3O¥ 4. w&daw 555 L0 i «dﬁum.ﬁ&:@ B19% wlw i
3
£

PYIEYEDILLLL
k3 e 3

£
3

15
3 ¥ ¥ h $ ¥ ¥
w.\ww»\w“ﬁw«.«\&%.«\md\&umwmwwum,\w«xw%ﬁw«@.w\nﬁw\wwwm B3 83940 « Mwwy.uuzwﬁxmn& I¥BYABLATH ew‘w&\»www\wm@ Udﬁm\ww%whwwﬂwm Gd\w%mwx««\\w%b



WO 2025/061113 PCT/CN2024/119862
11/17

16]

N
3

o
5%

{\“

17]

RN
3
RS
3
3
N
.
R
SR
-
N




WO 2025/061113 PCT/CN2024/119862

12/17

[ & 18]

R 20+

=" » $26 {Mu-03) 02

. 3 { ‘}848}353{%3%&2} fut-03

B sl EEe CUREEMLLOD L Mute2
§ B Ny R Ty R I L R ST R T T - 0
g AR UM SEATE 511

& :-'.\»xag,.m.:,:.;o: L SN :‘3“ ’?‘Wf

5 R o% “%".,* e -‘

3 X

R

W

&

- O+ 14436+ 848 +BER+860

vamﬂ&smm*g&swﬁs@% Sut-GE+ 104354888+ 888
00

. 0" Mist-02 +428 +BAG+860

Mit-02+54426 <880 -
LR

®
i‘.*,c‘:saéés*' Mt - 08 +426+860

EGFP+4RBEABEXTEL (%)
g
-

C12-2798 S RTHNBEIE



WO 2025/061113 PCT/CN2024/119862
13/17

[ & 20A]

TYR-sgRNASL
TTR-agRNAN
TTR-gRNAQS
TERgRN AU
TTR-sgRNAGS
TIRSERNADE
TTR-aRNANY
TIR-apRNADS
TTHRgRNAGS
TR soRNAL
TTR-sgRNAL
TYRsgRNAR
TYRsgRNAL
TTR-RNAYE

Mut-02-1-5- | Mut-02-1-426-846- | Mut-02-426-

426-858-860 858-860 860 Wt
TTR-sgRNAOL 25 273 15.1 4
TTR-sgRNA02 10 4.6 2 1.7
TTR-sgRNA03 45 1.3 0.8 2.1
TTR-sgRNA04 12 5.8 5.8 1.3
TTR-sgRNAOS 18.9 17.7 11.8 0
TTR-sgRNA06 15.7 14.5 113 1.2
TTR-sgRNAO7 10.9 10.3 6.2 0.8
TTR-sgRNAOS 15.4 8.7 5.2 15
TTR-sgRNA09 3.7 1.5 2.6 0.4
TTR-sgRNAT0 15.1 13.6 9.1 2.4
TTR-sgRNAI11 3 12.5 52 0.7
TTR-sgRNA12 21.1 15.2 15.9 3.1
TTR-sgRNAI3 75 7.9 23 32
TTR-sgRNA14 14.7 16.7 6.6 0.7
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Mut-02-1-5-426- | Mut-02-1-426-
858-860 846-858-860 | Mut-02-426-860 | Wt
HBG-sgRNAOI 7.8 123 5.4 0
HBG-sgRNA02 9.5 8.1 5.3 0.3
HBG-sgRNA03 46 6.5 13.6 2.6
HBG-sgRNA04 17 20.1 10 0.4
HBG-sgRNA05 6.8 6.8 5.5 0
HBG-sgRNA06 44 3.7 2.6 0.3
HBG-sgRNA07 15.7 7.7 3.8 0.9
HBG-sgRNA0S 14.6 14.1 8.9 0.7
HBG-sgRNA09 19.4 20.5 10.4 0.9
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Mut-02-426-860-E891 A 0.73
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