WO 2022/116877

PCT/CN2021/132753
FIGURE 1A
40000001 & GAI
& GARPref. Ab
30000004 - cell only
> 2nd Ab
= 20000004
=
10000004
0'_"""'* my | "~ - o
0.0001 0.001 0.01 0.1 1 10 100
conc. (pg/mL)
FIGURE 1B
50000+ -~ GAl
& GARP ref. Ab
40000+ = cell only
_ 300001 > 2nd Ab
=
= 20000+
100004
L
0.0001 0.001 0.01 0.1 1 10 100
conc. (ug/mL)
FIGURE 1C
200000+ & GAIl
& GARP ref. Ab
150000 -4 cell only
->¢ 2nd Ab
= 1000004
=
500004
0
0.0001 0.001 0.01 0.1 1 10 100
conc. (ug/mL)

1/14



WO 2022/116877 PCT/CN2021/132753
FIGURE 1D
250001 B/ GAl
-®- GARP ref. Ab
& Isotype control
->¢ cell only
= -~ 2nd Ab
=
0.01 0.1 1 10 100 1000
conc. (ug/mL)
FIGURE 1E
10004 & GAl
-®- GARP ref. Ab
8001 -4 Isotype control
_ 6001 > cell only
E - 2nd Ab
400+
2004
A—A—p—A—A
Y S —
0.01 0.1 1 10 100 1000
cone. (ug/mL)
FIGURE 2
R}
N No Ab
700 4 . .
o 1808 peimd
- 60 B2 pg'mi
§Q 500 B S0 pg'ml
= )
£ oang
‘r\:
208
164 -
¢
< ey -
2
Platelet only Platelet + Thrombm

2/14



WO 2022/116877 PCT/CN2021/132753

FIGURE 3

3500
3000 ENo Ab
2308 4 ) 00.08 ug/mL
g 2000 B30 pg/ml
£ \
£ 1500 4 %
1800 §
500 4 %
D
0 AN
o) = G
Z : E °
o a,
2 S
CD4+ T cell CD4+ T celi | Platelet+ CD4+ T cell + anti-CD3/CD28 beads
+ anti-
D328
beads

FIGURE 4A

100
350
~ 30 -
=
£ 250 A
28
&
2060 4
2= 135G 4
100 A

R §
4
|

Tsotype control
GARP rof. Ab

Human T { DC+Humsn
cells Texils

Treg+DIC+Human T cells

H
H

3/14



WO 2022/116877

Tumor volume (mm3 ) (MEAN + SEM)

35001

PCT/CN2021/132753
FIGURE 4B
350
BMc Ab
246 OH08 peiml
T'EJ &8 2 ppfmi
I 850 ik
7“1
= I
S %
N
0 S
2 3
o o
=) i
= =
Humen § | DCHuman Treg+DU+Human 1 onils
celly T eells
FIGURE 5

& RMPI-14 10 mgkg
- GAl25mgkg
- RMPI-14+GA1(10 mg/kgt25 mg/kg)
-©- Vehicle control 10 mL/kg
#p<0.05
#4p<0.01
##4p<0.001
FAEED<0 0001

Day-4 Tumor Inoculation
A :Ab treatment

2 A 5 A 0 N A A 20 RMP1-14 (anti-mouse PD1): the_dosage
was changed from 10 mg/kg to 5 mg/kg
Day(s) after Ab treatment
FIGURE 6A
600000+ - GAl#4
H GAl#6
A GA1#7
400000  GA1#8
E © GA1#9
o GAl#12
-©- Isotype control Ab
()-
0.0001 0.001 0.01 0.1 1 10 100 1000
Antibody concentration (pg/mL)

4/14



WO 2022/116877 PCT/CN2021/132753

FIGURE 6B
20000+ - GAl#4
= GAl#6
150004 A GA1#7
+ GAI#8
% 10000+ -6 GAI#9
- GAIl#12
5000 o GAl
-©- Isotype control Ab
\E

0.0001 0.001 0.01 0.1 1 10 100 1000
Antibody concentration (p1g/mlL.)

FIGURE 6C
40007 o GAl#4
B GAIl1#6
30004 - GAIl1#7
-+ GAI#8
20001 © GAI#9
- GAIl#12
1000+ ©- GAl
-0~ Isotype control Ab
0 T rTT—Trr——r Ty
0.0001 0.001 0.01 0.1 1 10 100 1000
Antibody concentration (ug/mL)
FIGURE 6D
60+
-©- Isotype control Ab
- GAIl
S e GAl#4
z 407 * GAl#6
= O GAI#7
* A GAI#8
% 20- = GAI1#9
&) - GAI1#12
0 T T T 1
0.01 0.1 1 10 100
Antibody Concentration (pg/mL)

5/14



WO 2022/116877 PCT/CN2021/132753

FIGURE 6E
40001
-©- Isotype control Ab
3000 -4 GAIl
- GAl#4
¥ GAl#6
E 20001 T GA1#7
- GA1#8
-+ GA1#9
10004 - GAl#12
0 L] L L] 1
0.001 0.01 0.1 1 10
Antibody Concentration (ug/mL)
FIGURE 7
4500000 )
- GALRR
M CGAUBK(LC FSIT)
10000“‘)‘ * GAE. %K
T Isotype control Ab
=
500000
0-
104 10% 102 409 160 191 102
Antibody concentration (ugimi}
FIGURE 8

FEh)

35 4 SMo Ab
30 065 pe'ml
? RS # 5 pgimi.
;é Qs B30 yg'mi
é: i}

TR
50 - g
!

Platelet+ Thrombin

6/14



WO 2022/116877

FIGURE 9

PCT/CN2021/132753

cell

Human T§ DO+
8 jHoman T

cells

GARP ref. Ab

Tsatype control §

Treg+ DO+ Hwman T eells

Gaue
SNs Ab
S
T08 puiml.
o 2 58 pgiml
£
=
= 2008 - .
2898 - 3 R H
105 N {
@ } R i~ i i : : : i bR
% : > 2 2 £ S £ b 5
= 2 ~
& =
E03+°4 Ot Pratelvtss D4+ 1 eells +anti-UD IO deadys
cells aniy) cells +
anti-UD3!
cns
Bends
FIGURE 10A
4606
qQ N h
RRGHUNS oAb
S{LO% paml
-~ 3000 - V08 pgiml.
=
T 2500 A R
& ® 50 pofml
B 20 S
= 1380 -
1606 4 §
S{H 4 H v :
) S i |
=3 = < — b o
< £ < < = =
2 2 s & < <
“ z 2 < S
£ S
Z o]
Fruman T DO+ Tregy DO Homan T cells
ceffs tHuman T
cells
FIGURE 10B
1800
1600 4 SNg Ab
- 1400 - B8.08 pgiml
?:j 1200 4 Tim 2 pgiml
o N - Ny
S 10 A B | B SO ug'ml
3 osen -
[SEENE %
400 4 %
260 - %
N
&
= ~ o o
< < = ¥ 2

7/14




222222222222

FIGURE 11

22222222222222222

\
Q

Jume (mm>)(Mean=SEM)

Tumor vo

8/14




WO 2022/116877 PCT/CN2021/132753
FIGURE 13

S 1800+ -©- Vehicle control 10mL/kg
R 1 - GAI#8 10 mgke

g | B RvPL-I408mgke

2 1200+ A GA1#8 10 mg/kg + RMP1-14 0.8 mg/kg
& ]

£ 900 ®REK

(3

E 600

=

Q

g 300 4 #p<0.05

E 4 *#4%p<0.0001

[_' 0 T T L] T N 3

D 0 : Tumor inoculation
0 4 5 4 ]*0 15 4 20 4 : Ab treatment
Day(s) after inoculation
FIGURE 14

é 20001

+ -6~ Vehicle control 10 mL/kg
% 500 W GA1#825 mg/ke

g -~ RMP1-14 3 mg/kg

& velus = GA1#825 mg/kg + RMP1-14 3 mg/ke
"’é 10004 .

Y

§ 500+ #%p<(.0]

i *HxEp<0.0001

% 0 . i . . . 4 AbD treatment

= 0 5 10 15 20 25

4 L L
Day(s) after inoculation
FIGURE 15A

ELISA binding to human GARP/TGFb1 complex

2.8

2.0+

hGATT

- GA¥8
CGARP refl Abl
GARP ref. Ab2

Isodyvpe Contred

=
100

10
Conc.(ng/mi)

10z

9/14

104




WO 2022/116877 PCT/CN2021/132753

FIGURE 15B
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FIGURE 16C

whole cell binding to human platelets
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Inhibition of TGFB1 releasing from thrombin-activated platelets
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FIGURE 18
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FIGURE 19B
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FIGURE 21B

FACS analysis of blood
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