WO 2021/248247 111 PCT/CA2021/050795

FIG. 1

N-terminal region

, ) N-terminal region
\ { 4
First LBD First LBD
First linker First linker
Second LBD Second LBD

Second linker Second linker

Multimerization domain Multimerization domain

! |

First polypeptide Second polypeptide



WO 2021/248247 911 PCT/CA2021/050795

FIG. 2A

FIG. 2B

FIG. 2C




WO 2021/248247 311 PCT/CA2021/050795

FIG. 3A FIG. 3B

Non-Reducing Reducing



WO 2021/248247 PCT/CA2021/050795

FIG. 4A

—
o N O
e <9

N
il

Relative TGF-B1 activity

411

—4—- 61 -& 96 - 101
-© 107 -8 112 -e— Control

0
0.01

0.1 1 10 100 1000
Concentration (pM)

Control | 61 96 101 107 112

IC50 | 2.799 |6.410 | 6.453 | 5795 | 8.083 | 15.82

FIG. 4B

—
N ~ o
o (&) o

Relative TGF-B3 activity
N
()

4 61 -& 96 -@m- 101
-©- 107 -5 112 —&— Control

0
0.01

0.1 1 10 100 1000
Concentration (pM)

Control | 61 96 101 107 112

IC50 | 9.549 |10.64 | 11.13 | 8.764 | 10.06 | 30.89




PCT/CA2021/050795

511

WO 2021/248247

FIG. 5A

ing

-Reduci

Non

i

FIG. 5B

ing

Reduc

- =

-
- o
-

-

-
- = -
- -




WO 2021/248247 PCT/CA2021/050795

FIG. 6A

—
&) ~ o
o (&)} o

N
(&)}

Relative TGF-B1 activity

6/11

jleH

-~ 113 - 115 = 116

-4 Control

it

Co
o
-

FIG. 6B

—
(&) ~ o
o (&) o

Relative TGF-B3 activity
N
(@)

0.1 1 10 100 1000
Concentration (pM)

Control | 113 115 116

IC50|2.799 |2.098 |2526 | 2410

-#- 113 -#- 115 = 116

-4 Control

Co
o
=

0.1 1 10 100 1000
Concentration (pM)

Control | 113 115 116

IC50 [ 9.549 |5.791 | 5.243 | 6.196




WO 2021/248247
711
FIG. 7A
1001 = — 101
—4- 129
75: - 130
' == Control

Relative TGF-B1 activity
N &)
C_J'l o

PCT/CA2021/050795

Concentration (pM)

Control | 101 129 130
IC50 2799 |5795 (1494|7117

FIG. 7B
100 —a 101
\ - 129
751 A - 130

’ eomglgore.

Relative TGF-B3 activity
N (@)
C_J'l o

0.01 0.1 1 10 100 1000

Control

Concentration (pM)

Control | 101 129 130
IC50|19.549 |8.764 (25.24|8.723

0.01 0.1 1 10 100 1000




WO 2021/248247 811 PCT/CA2021/050795
FIG. 8A
100" —— 101
S 4 131
G 4 132
S 75
& -+ 133
(L-|r_) =t— Control
= 501
o
=
© ]
< 25 I
4 i
S5 S
0.01 0.1 1 10 100 1000
Concentration (pM)
Control | 101 | 131 | 132 [ 133
IC50 [ 2.799 [5.795 | 5.697 | 5.966 | 4.947
FIG. 8B
=A
> 100 i - 101
S — 131
S 75 —4— 132
™ - 133
m
(L% —#— Control
= 507
o
=
© .
< 25
nd -
___‘ss-
0.01 0.1 1 10 100 1000
Concentration (pM)
Control | 101 | 131 [ 132 | 133
IC50 | 9549 |8.764 | 7.366 | 7.996 | 8.223




WO 2021/248247 911 PCT/CA2021/050795

100 %
—— 134

757 -4 135
-~ Control

N
(&)

Relative TGF-B1 activity
(&)
o

0.01 0.1 1 10 100 1000
Concentration (pM)

Control 96 134 135
IC50 2799 |6.453|19.91 | 35.88

FIG. 9B
100 —4— 96
-~ 134
751 -4 135
~4~  Control

Relative TGF-B3 activity
N (6]
(._TI o

0 : : : : :
0.01 0.1 1 10 100 1000
Concentration (pM)

Control | 96 134 135
IC50 | 9.549 11.13129.51 | 37.96




FIG.

Relative TGF-B1 activity

F

o

Relative TGF-B3 activity

WO 2021/248247 1011 PCT/CA2021/050795
10A
100 -3 101
- 128
75- -+ Control
50
251
0 S i [
0.01 0.1 1 10 100 1000
Concentration (pM)
Control | 101 128
IC50 | 2.799 5795 6.779
10B
100 ~-@- 101
- 128
751 —e— Control
501
25;
001 0.1 1 10 100 1000
Concentration (pM)
Control | 101 128
IC50 | 9.549 8.764 | 8.225




WO 2021/248247 111 PCT/CA2021/050795

FIG. 11

2 125,

= I : V_ = p61
<(E-> 1001 % s wwwwww - . —&- P96
N -4 N « p101
CID 751 Control
L e

O &5

g

= 25 N
q) \\gﬁﬁs\t
@ O : : : —

10 100 1000 10000 100000

Concentration (pM)

Control | p61 p96 p101
IC50 | 25631 | 25783 | 24204 | 21076




