WO 2025/092742

40000

i 30000
il
1;['-3-3( 20000+
B
Bt 100001

0-
0.01

0.1

1 10 100 1000

REREINM]
A 2

1/35

PCT/CN2024/128190

~~ BH56-IgG
A HAB8-IgG
= 2698094



WO 2025/092742 PCT/CN2024/128190

SLEENCI-HO29 BN

400001 -~ BHS6-IgG
J —~+ huBH56-3-1sG
#n 30000+ -& huBH56-4-1gG
% - huBHS6-5-IG
# 20000- = huBH56-6-1sG
ﬁ 10000. - 269B094
0- : . : : .
102 40' 10° 10* 102 103
S IREINM]
ANBILRF &S NCI-HI294RpE: A8
20000+ -~ huHAG68-3-1gG
1 15000- H -4 huHAG68-4-1gG
0 . - HA68- IgG
ﬁ 10000- = -~ 269B09%4
"
B 50001
0 T r T T 1
102 10" 10° 10! 10%Z 103

ERE [nM]
A3

2/35



WO 2025/092742

i &S CHO-huBCMA {Hpd

80000+
60000+

40000+

IR

~ 20000+

0- T T T 1
102 102 10 10° 10' 102 103

sRE[nM]
A 4

PCT/CN2024/128190

huBHS56-3-CD3ScFv
huBH68-4-CD3ScFv
2xhuBH56-3-CD3ScFv
2xhuHA68-4-CD3ScFv
Teclistamab

¢ ¥ttt

WINEEHETT SRIPBMCUSRIEF(GECHMMIENCI-H929,24H

100-
80
601
40

204

% Target Cell Lysis

0

102 100 102 104

-20-
S RE M)

-~ huBH56-3-CD3ScFv
- 2xhuBH56-3-CD3ScFv
-+ Teclistamab

WIEEHUA N SHIPBMCH BT R (G SELHRENCI-H929,24H

100+
80+

60+
40+
20+

0 Ll 1 1
o 102 100 102 104

~20-

% Target Cell Lysis

MEREINM]

A5

3/35

-~ huHAB8-4-CD3ScFv
& 2XHA68-4-CD3ScFv
- Teclistamab



WO 2025/092742 PCT/CN2024/128190

TNRERS /T SRIPBMCI RIS BECHRIERPMI-8226,24H

100+
-o~ hub6-3-CD3ScFv

-~ 2xhu56-3-CD3Sckv
-+ Teclistamab

©
<

o
e

% Target Cell Lysis
N E
il

102 10° 102

N
g o

HBREIOM]
FHEETE /T SRIPBMCIS R I R 5EB4BERPMI-8226,24H

100+
-~ huHAB68-4-CD3ScFv

801 - 2xhuHAB8-4-CD3ScFv
60 n -k~ Teclistamab

40+
201

0 T 1
#“‘ = 13'2 100 102

~-20-

% Target Cell Lysis

B REINM]
B 5 (%)

4/35



WO 2025/092742

PCT/CN2024/128190

BN SAYPBM IS R I35 HRE293T,24H

% Target Cell Lysis

100+
80+
604
40+

204

0

-20-

o Em—m—

R REINM]

-o~ huBH56-3-CD3ScFv
& 2xhuBH56-3-CD3ScFv
-+~ Teclistamab

WIEEE T SRIPBMCIRIS R IR (5 4Hi8293T,24H

% Target Cell Lysis

100+
804
60+
40
204

0

-20-

PSR E[nM]
B 5 (&)

5/35

-~ huHAB68-4-CD3ScFv
- 2xhuHAB8-4-CD3ScFv
-~ Teclistamab



WO 2025/092742 PCT/CN2024/128190

WHHE N SRIPBMC R {GEEMAENCI-H929 Li51L-6 RS

4001
-~ huBH56-3-CD3ScFv

3004 -#- 2xhuBH56-3-CD3ScFv
T_g -+ Teclistamab
g 200
©
=

1004

0 -
101 100 101 102 103

B REINM]

WINEERIS T SRIPBMCIGEEMEENCI-HI29 _LiEIL- 6B A

5001 -~ huHA68-4-CD3ScFv
400 -#- 2xhuHA68-4-CD3ScFy
i—E‘ 3004 —+— Teclistamab
2
S 200-
100-
ol Tt ot »
10-1 100 101 102 103
M REIM]

A6

6/35



WO 2025/092742 PCT/CN2024/128190

WINEEHE N SHIPBMCREGEEHENCI-H929 L iBIFNy BRI Il

2000+
P ? -o- huBH56-3-CD3ScFv
1500 L4 -8~ 2xhuBH56-3-CD3ScFv
IS -+ Teclistamab
D
2 10001
>~
-
L
500+
0-
10-2 101 100 101 102 10°

I REINM]

WIEEM @ T SRIPBMCHR{GEEMBBNCI-HI29 LiFIFNy R

2000-
¥ -o- huHA68-4-CD3ScFy
15004 % -a- 2xhu68-4-CD3ScFv
E —— Teclistamab
>
2 10004
S
=
L
500-
o-
10-3 102 101 100 10" 102 103

i REINM]
B o6 (&)

7/35



PCT/CN2024/128190

WO 2025/092742

anti-GPRCSD N

anti-BCMA

Tri8H5BH563-CD3 Fab

anti-GPRCRD

TriBH563CD3G111-1G4S

8/35



WO 2025/092742 PCT/CN2024/128190

ERFERETMM. 1 REBNES

40000- o TriSHSBH563-CD3Fab
= TriBH563CD3G111-1G4S

4 30000

i

§[§ 20000+

o

B 10000-

0' T T T 1
10-* 102 10' 10° 10' 102 108
S REEInM]

ERRMEREINCI-H29MIRNES

20000+ -~ Tri8HSBH563-CD3Fab
= TriBH563CD3G111-1G4S
i 15000-
o n
% 10000+ .
B 5000+
0 T T T T T 1
10-* 102 10' 10° 10" 102 10°

R EINM]
A 8

9/35



WO 2025/092742

RSN SHPBMCISR R AEEMEMM.1R,48H

120-
100-
80-
60-
40+
20+

1S

Fboee

% Target Cell Lys

o
1

10'-; 10-2 10°

R REINM]

X
(=3
L

AN SAIPBMCI RIS (55E4MEMolp-8,48H

120-

ol
100+ -
e
-

is

80-
60+
40+
20+

% Target Cell Lys

(=]

10°

R
o
L

S REINM)
A9

10/35

PCT/CN2024/128190

Tri8HSBH563-CD3Fab
TriBH563CD3G111-1G4S
Teclistamab

Talquetamab

Tri8H5SBH563-Fab
TriBH563CD3G111-1G4S
Teclistamab

Talquetamab



WO 2025/092742

AN SHPBMCIS RSB EHHREINCI-H929,48H

120-
100-
80-
60-
40+
20+

1S

Fboee

% Target Cell Lys

o
1

10-2 10°

X
(=3
L

R REINM]

B9 (&)
MENT SHPBMCS ST RpEHMEMM.1R,48H

1004
804

604

% CD25 in CD3+ cells

T
10-6 104 10-2 100

FASRE[INM]
A 10

11/35

PCT/CN2024/128190

Tri8HSBHS563-Fab
TriBH563CD3G111-1G4S
Teclistamab

Talquetamab

Tri8HSBHS563-Fab
TrnBH563CD3G111-1G48
Teclistamab

Talquetamab



WO 2025/092742

N SHPBMCS R REHMIEMM.1R,48H

801

60

(LA

40-

% CD69 in CD3+ cells

10-8 104 10-2 100

HESREINM]
RN SRIPBMCIF R pIE4IEMM. 1R, 48H

50+
40+

-
-
-k
30+
-

% PD1 in CD3+ cells

10-6 164 10-2 100
SR E [nM]
B 10 (&)

12/35

PCT/CN2024/128190

Tri8H5BH563-Fab
TriBH563CD3G111-1G4S
Teclistamab

Talquetamab

Tri8H5BHS563-Fab
TrBHS563CD3G111-1G4S
Teclistamab

Talquetamab



WO 2025/092742 PCT/CN2024/128190

RGN SRPBMCIS R ERGEEMIIMM.1R,48H

o 40 -~ TriSH5BHS563-Fab
T a0 - TriBHS63CD3G111-1G4S
X ~4- Teclistamab
8 20- =¥ Talquetamab
£
£ 10-
2 J
0 : : .
10+ 10-4 1022 100

i REINM]

MENT SHIPBMCISRIERHICHRMM. 1R 48H

50-
-~ Tri8HSBHS63-Fab

g 40- -# TriBHS63CD3G111-1G4S
§' -~ Teclistamab
j=5
= 30- - Talquetamab
E
= 20-
=~

10 T 1 1

10-¢ 104 10-2 100
i REInM]

A 10 (&)

13/35



WO 2025/092742 PCT/CN2024/128190

AN SHPBMCERER(BICHMREMolp-8,48H

501
” -~ Tri8H5BHS563-Fab
'?8' 404 & TriBHS63CD3G111-1G4S
& -4~ Teclistamab
A 304
%) -¥ Talquetamab
c
- 207
£
- 104
X

0 T L] 1

10-€ 10+4 10-2 100

R REINM)
AN ERPBMOSRIE S (¥EMHMEMolp-8,48H

100+
Tri8H5BH563-Fab

" -0~
'?g 80- - TriBH563CD3G111-1G4S
& -4~ Teclistamab
O 604
O ¥~ Talquetamab
=
I 40-
N
Q
O 204
°\°

0- | T 1

106 104 10-2 100

R REInM]
B 10 (%)

14/35



WO 2025/092742 PCT/CN2024/128190

RSN SAIPBMCIF R GBI Mol p-8,48H

80+
P TriSHSBH563-Fab
8 THBHS63CD3G 1 11-1G4S
g; Teclistamab
O Talquetamab
£
2
Q
X
0 L L 1
108 104 10-2 100

EIRE[nM]

RN SAPBMCIS SRR 4AEMolp-8,48H

50-
o -o~ TriSH5BH563-Fab
§ 40 - TriBH563CD3G111-1G4S
‘:l;, -~ Teclistamab
D 30'
%) -¥ Talquetamab
£ 204
-
0
8 101
o~

0- T T 1

10-6 10-4 10-2 100

MR REInM]
B/ 10 (&)

15/35



WO 2025/092742 PCT/CN2024/128190

&N SRPBMCIT RIS G ECMHEENCI-HI29,48H

100 -

L) -~ Tri8H5BH563-Fab
T 80 - TriBH563CD3G111-1G4S
é 604 4~ Teclistamab
o -¥ Talquetamab
c
= 401
N
0
Q 201
X

0 ] 1 | 1

10 104 10-2 10¢

EREINM]

AN SRIPBMCS S SAFELHIINCI-HI29,48H

801

® -~ TriSHSBHS563-Fab
-g 60 -# TrnBH563CD3G111-1G4S
é -+~ Teclistamab
O 40- -¥ Talquetamab
c
o
8 20
O
D\° -
0 ] ] 1
108 10+ 102 10°

B RE[NM]
B 10 (&)

16 /35



WO 2025/092742 PCT/CN2024/128190

&N SRPBMCIT RIS G ECMHEENCI-HI29,48H

30-

" -~ Tri8H5BH563-Fab
§ - TriBHS63CD3G111-1G4S
F 201 -4 Teclistamab
8 -+ Talquetamab
£
5 104
a
5

PR — = a0 (X AERITIL IR IE+T

10 104 102 100

MEREINM]

AN SRIPBMCS S SAFELHIINCI-HI29,48H

. 407 e~ TriSH5BH563-Fab
E 304 - TrnBH563CD3G111-1G4S
é -+ Teclistamab
O - -%- Talquetamab
§
= 104
ES 4
0 T T 1
10 10+ 102 100

B RE[NM]
B 10 (&)

17/35



WO 2025/092742 PCT/CN2024/128190

& SRPBMCIFRIEFGECMHENCI-HI29,48H

40~
-o~ TriSHSBHS563-Fab

§ - TrBH563CD3G111-1G48
é -k~ Teclistamab
§ -¥- Talquetamab
E
o
e\@

10 T T 1

10-6 10+ 102 100

AFIRENM]
B 10 (&)

18/35



WO 2025/092742

Pk 9T S BPBMC A 44 2 40l MM.1R L SE TNF orF: U Bl

1500+

. -
. u -
‘€ 1000+ e
g -
g 500+
04
10-% 1(I)'4 16‘3 1(I)'2 16‘1 1(IJ°

s REInM]

BN SHPBMCR{GEEMEMM. 1R EiSIFNyERIUS T
3000-

LN

IFNy (pg/mL)
>
8

O- T 1
106 104 10-2 100

RS REINM]
A 11

19/35

PCT/CN2024/128190

Tri8H5BHS563-Fab
TriBH563CD3G111-1G4S
Teclistamab

Talquetamab

Tri8H5BH563-Fab
TriBH563CD3G111-1G4S
Teclistamab
Talquetamab



WO 2025/092742 PCT/CN2024/128190

RN S RPBMC A 7 #5401 fa MM.1R L F5IL-6F% UK 3

800+
-~ Tri8H5BH563-Fab
6004 - TriBH563CD3G111-1G4S
é\ -+ Teclistamab
g 400- . -¥- Talquetamab
bt
=
200+
0+ T 1
10-¢ 10+ 1072 100
s REInM]

ik -5 BPBMC 3% 457 58 41 Molp-8 b & TNFol: T Ul

1000+
-e Tri8HSBH563-Fab
800+ - TriBH563CD3G111-1G4S
E 600- -4~ Teclistamab
(o]
£ 400 -+ Talquetamab
g
Z 200-
0"_. T T T 1
10 10-2 101 100
-200-
S REINM)
B 11 (&)

20/35



WO 2025/092742 PCT/CN2024/128190

Fk v T IPBMC % 17 ¥ 418 Molp-8 L 8 1L~ 66 Ji A Ul

800+
-0~ Tri8H5BHS563-Fab

- TriBH563CD3G111-1G4S

-a~ Teclistamab

=Ny

>

>
1

-¥ Talquetamab

IL-6 (pg/ml)
£
3
T

[0

<

<
1

A

)
106 104 1072 109

R REINM]

BN SHPBMCR{GECLRIEMolp-8_LiBIFNYEE RS

3000
-0~ Tri8HS5BIH563-Fab
- TriBH563CD3G111-1G4S
E 2000 -~ Teclistamab
Z I -%- Talquetamab
>
Z 1000-
fowos
0- L] 1
106 10+ 102 10
AEIRE[nM]
A 11 (&)

21/35



WO 2025/092742 PCT/CN2024/128190

SN SAIPBMCHR{GEEMIBNCI-HI29 LB TNF o AiE

1500+
-~ Tri8H5BHS563-Fab
-# TriBH563CD3G111-1G4S
E 1000+ -~ Teclistamab
g -¥ Talquetamab
(+]
% 500+
I—-
0_
10-8 104 102 100

i RENM]

BT SHPBMCEGIEMETINCI-HI29 L BIFNYFE AT

3000 -~ TrisH5BH563-Fab
-~ TriBH563CD3111-1G4S
g 2000- -~ Teclistamab
> -%- Talquetamab
a
b
i 1000+
v
0' T 1
105 104 10-2 100

REIRE[nM]
A 11 (&)

22/35



WO 2025/092742 PCT/CN2024/128190

HiE 7 SRYPBMCR{GERHBEINCI-H929 LB L -6 B2A4a

1000+
i -- Tri8H5BH563-Fab
8001 - TriBH563CD3G111-1G4S
g -+~ Teclistamab
S 600+ A
z -* Talquetamab
2 400-
¥ )
=
2004
0- T 1
106 104 102 10¢
FIREINM]

A 11 (%)

23/35



WO 2025/092742 PCT/CN2024/128190

T SEPBMCSR R {5$CHRMOLP-8,48H

120- ~-o~ Tri8H5BHS563-Fab
o -# TriBH563CD3G111-1G4S
é ~- Techistamab+Talquetamab
X —& Teclistamab
% -¥ Talquetamab
O
)
@
2
S
o
ES
T 1 T 1
10 104 10-2 100 102
HBIREM]

RN SRIPBMCCIF RS MAFEERE293T,48H

40- -o- Tri8H5BH563-Fab
g’ -# TriBH563CD3G111-1G4S
E 30+ -+~ teclistamab+talquetamab
L -&- teclistamab
8 20- ¥~ talquetamab
g E+T
R +
S 10-
- mdiasesatessiesaneras st e ane e s et e rsarsanes Ton[y
S
o ] 1 1 1
106 104 10-2 100 102

MARE [nM]
A 12

24 /35



WO 2025/092742 PCT/CN2024/128190

Btk 9 2 FIPBMC 3 45 ¥ 41l MOLP-8 5B TNF oR Itk U

800+
-0~ Tri8H5BH563-Fab

- TriBH563CD3G111-1G4S

(o]

(=]

o
1

—— Teclistamab+Talquetamab
-4~ Teclistamab
-*- Talquetamab

TNFa(pg/ml)
s
3

N

(=

o
1

D N T 1
10-6 104 10-2 100 102
M REINM]
Btk I 3 FIPBMC R 4 B 418293 T L FTNF ok iUk 3
6007 - TtiSHSBHS63-Fab
;;/l -w TriBH563CD3G111-1G4S
g 400- , —— Teclistamab+Talquetamab
?2 -4~ Teclistamab
E - Talquetamab
E 200+
\
0 -
106 10+ 10-2 100 102

Antibody Conc. (nM)

A 13

25/35



WO 2025/092742 PCT/CN2024/128190

N SHPBMCR AR 293 T L iBIFNyERAAS

2500+
20007 -o- Tri8HSBH563-Fab
é 1500 - TriBH563CD3G111-1G4S
w .
N -+~ Teclistamab+Talquetamab
E 1000+ -4 Teclistamab
- % Talquetamab
5004
0 -
10 10+ 102 10° 10?
M REnM]
A 13 (%)

26/35



WO 2025/092742

ZERERENAMO-1HIRNES

4000-
i 3000-
L
§ 2000 Y
oy
B 1000-
0 . . . .
104 102  10° 102  10%
S RE[nM]
=R ITARDAMNSES
40000~
g 30000-
o
& 20000
gg
B 10000-
0' T 1
104 102  10° 102  10%
B REINM]

B 14

27/35

RSN A I

b x4 8

PCT/CN2024/128190

Tri8HSBHS563-Fab
TriBH563CD3G111-1G4S
teclistamab

talquetamab

[BI-3003

BGCB491

Tri8H5BHS563-Fab
TriBH563CD3G111-1G4S
teclistamab

talquetamab

IBI-3003

BGCB491



WO 2025/092742

BT SEPBMCREFIER (BIEMINARD,48H
120+

90

Ftode

60+

% Target Cell Killing

10 10+ 102 100
MEREINM]

k7T SRPBMCRRIERGICHMITARD, 48H

120+

904

$F ¢t

60

% Target Cell Killing

10 10+ 102 100
M REINM]

B/ 15

28/35

PCT/CN2024/128190

Tri8H5BH563-Fab
TriBHS63CD3G1H111-1G4S
teclistamab

talquetamab

Tri8H5BHS563-Fab
TriBHS63CD3G111-1G4S
IBI-3003

BGCB491



WO 2025/092742

RSN SHIPBMCIE I R 5¥RMBAMO-1,48H
80+

60

Ftode

40

% Target Cell Killing

10 10+ 102 100
MEREINM]

RSN ESRPBMCIERIE F5EEHMEAMO-1,48H
80+

60+

IR

40-

% Target Cell Killing

10 10+ 102 100
HFREINM]

B 16

29/35

PCT/CN2024/128190

Tri8H5BH563-Fab
TriBHS63CD3G1H111-1G4S
teclistamab

talquetamab

Tri8H5BHS563-Fab
TriBHS63CD3G111-1G4S
IBI-3003

BGCB491



WO 2025/092742 PCT/CN2024/128190

AN SHPBMCR{GEMMARD LS TNFoEERUS M

1500+
~o~ Tri8HSBHS563-Fab
— 1000~ - TrnBHS563CD3G111-1G48S
g -4~ teclistamab
g 500 - talquetamab
5
prd
b= 0-
10+ 10-2 100
-500- AR INM]

Pi & 9+ S PBMC A 15 42 4R ARD L B TNF ol iR B

1500+
Tri8H5BHS563-Fab

-
-2 TriBHS563CD3G111-1G4S
-5
-

— 1000
E IBI-3003
2 5001 BGCB491
S
P4
= 0 ' !
10+ 102 100
-500- s REINM)

A 17

30/35



WO 2025/092742

Pk 5 IPBMC A& 455 #E 41 AMO-1 L SETNF o 1S il
1000~
800+

600

LA I

4004

2004

TNFaf{pg/mi)

0-

10-4 102 100

AR InM]

-200-

P E NS FIPBMC A 45 # 208 AMO-1 & ;B TNFoof i RS Ul
1000-
800-

600+

t ¥ 44

400

TNFa(pg/mi)

200+

0' T
104 10-2 100

s REInM)

-200-

A 18

31/35

PCT/CN2024/128190

Tri8HSBHS563-Fab
TriBH563CD3G111-1G4S
teclistamab

talquetamab

Tri8H5BH563-Fab
TriBH563CD3G111-1G4S
1BI-3003

BGCB491



WO 2025/092742 PCT/CN2024/128190

PBMCAR{LENCI-H92945H

3000+
—o— G1PBS,i.p.,BIW*3 doses
,,E ~m— G2 Talquetamab,0.3mpk,i.p.,BIW*3 doses
%s 2000 —&— G3 Tri8H5BH563-Fab,0.3mpk,i.p.,BIW*3 doses
gu
>3
o= -
2 1000
=
l_
0 T T T T T T 1
0 2 4 6 8 10 12 14
Days after traetment
A 19
PBMCA Rt/ MEMOLPSISE!
3000
-8~ G1PBS,i.p.,BIW*3 doses
«E —#— G2 Talquetamab analog,0.3mpk,i.p.,BIW*3 doses
%E 2000 —A~  G3 Tri8H5BH563-Fab,0.3mpk,i.p.,BIW*3 doses
E % ~¥~ G4 TriBH563CD3G111-1G4S,0.3mpk,i.p., BIW*3 doses
3 M
D s
>3
o= -
2 1000
3
'_
0

2 4 6 8 10

Days after treatment

A 20

32/35



WO 2025/092742 PCT/CN2024/128190

VHH$AE S 293 T-huGPRC5 DAz S

800000-
- 8

juy 600000
)
1400000
Bt 200000

0-

102 10"  10° 10" 102 103

MSRE [nM]

A 21
VHHI$LEE293T-cynoGPRC5 DAREiFECHS
1500000-

-~ 8
%1000000- > o
R
%
i 500000-
0-
102 10  10° 10! 102 103
MBSRE [nM]

B 22

33/35



WO 2025/092742 PCT/CN2024/128190

VHHi 455293 T-humanGPRC5 DARRE S

800000+
MBODDOO- -~ GC5B596
T -k 8H5
1[* 400000
I':"'200000-
0-
102 102 10+ 100 101 102 103
HSRE [nM]
& 23
VHH RS 293 T-humanGPRC5 ARMEEECAS
10000 -
El 20 yg/mL

2 ug/mL

TAIRHIEE

A 24

34/35



WO 2025/092742 PCT/CN2024/128190

VHH# L4293 T-humanGPRC5 BB AS

60000+ mm 20 pg/ml
i ;
4200 o
&
;[5 3000-
g 2000
1000-

0_

B 25
VHHiR# 48 293T-humanGPRC5 CHRE U Y
600007 I N 20 pg/mL
1 2 ug/mL
40000
] -
% 9000
f[;R( 6000
o .
3000+ §
.

0-

A 26

35/35



