PCT/EP2020/074804

WO 2021/044005

150+

1 1
o o
0 5
1

(%) Annoy €00

FIG. 1

1/23



PCT/EP2020/074804

WO 2021/044005

Calu-6

150+

1 |
[=] o
o wn

~—

(%) Amnoy €,a0

H292

150+

1004
5

(%) Annoy €,a0

FIG. 2

2/23



WO 2021/044005

Binding (GeoMean)

Binding (GeoMean)

Binding (GeoMean)

200000+

150000

100000

50000+

Binding to human CD73-transfected CHO-S cells

’ 2 : .
0.000001 0.00001 0.0001 0.001 0.01 0.1 1 10

Concentration (ug/ml)

Binding to cynomolgus CD73-transfected CHO-S cells

250000

200000 i

150000
100000

500001

0 — :
0.000001 0.00001 0.0001

250000+
200000+
150000
100000

500001

Ay
0.001 0.01 0.1 1 10
Concentration (ug/mil)

Binding to mock-tranfected CHO-S cells

0

0.000001 0.00001

1 T T
0.0001 0.001 0.01 0.1 1 10
Concentration (ug/ml)

FIG. 3

3/23

O ¢ « » m =&

PCT/EP2020/074804

Control Ab
21028

21046
21127
21163

Oleclumab Analogue



WO 2021/044005 PCT/EP2020/074804

Bin 1

Bm 2

Bm 3

Bin 4a

FIG. 4

4/23



WO 2021/044005 PCT/EP2020/074804

E)

FIG. 5

5/23



WO 2021/044005 PCT/EP2020/074804

21127
41071 mAb:CD73 1x10°°
— 11
3x10-°%4 . 0.5:1 1x1004
- 0.1:1 =
2 240°% --- 0:1 1<100% =
--- 10 E
1x10-9 64 1x109°2
0-= 1x10°1
3 4 5 6 7
Time (min)
21046
4x107°°9 mAp:CD73 1x10°°
— 11
3x1079%q e 0.5:1 A 1x10°4
0.1:1 i s
2 240°% --- 01 N 1x10°° =
_— 1 e o
1:0 NA AN £
1x10-0 - 02
x ,\r ? 1x10
|
=7 1x1001
Time (min)
11E1 Analogue
4x10°°9 mAb:CD73 140°¢
— 11
3x10°°%d eee 0,51 1x1004
0.1:1 §
2 2400 .. 01 110°° =
--- 10 ‘% o 5
1x10-0 ¢ 11002
0= - = - —1x10° 1
3 4 5 6 7
Time (min)
FIG. 6A

6/23



WO 2021/044005 PCT/EP2020/074804

21163
4x10°°°9 mAb:CD73 1x100°
— 11
3x10-°64 .ec. 0.5 1x1004
0111 s
2 240 -~ 01 11000 =
--- 1:0 | s
110-06- 151002
T 1x1001
Time (min)
OleclumAb Analogue
4)(10'06‘ mAb:CD73 1><1005
— 11
310:°9 ___ 051 1x10%4
= 0.1:1
5 g
: 5
2
Time (min)
CPX006 Analogue
410-°*1 maAb:CD73
— 11
3x10°¢4 —— 0.5:1
. . =
5 0.1:1 =
= 240°% --- 01 =
--- 10 v o
. ;\i””* % S
1510-° 6 i D
[ r— Il =
h—#'_'—
3 4 5
Time (min)
FIG. 6B

7/23



WO 2021/044005 PCT/EP2020/074804

CD73 Activity (%)

1504
== Gontrol Ab
-=— 21028
100- —— 21046
- 21127
—— 21163
—6— Oleclumab Analogue
50+
0 T — 1 1
0.0001 0.01 1 100 10000

Concentration (ug/ml)

FIG.7

8/23



WO 2021/044005

120+

1004

804

D
o
1

CD73 Activity (%)
N
o

N
o
L

o
1

Calu-6

1204
1004

804

CD73 Activity (%

120+
1004

CD73 Activity (%)
3538

o
1

Concentration (ug/ml)

Cynom-K1

Concentration (ug/ml)

FIG. 8

9/23

e

bttt

btitdd

e T—

bttt

PCT/EP2020/074804

Control Ab

21028

21046

21127

21163

Oleclumab Analogue

Control Ab

21028

21046

21127

21163

Oleclumab Analogue

Control Ab

21028

21046

21127

21163

Oleclumab Analogue



WO 2021/044005
H292, 3 hours
150+
NGIUSE = = = = —— VY e
2
2 ~
Q
© —
g 501 ——
) -o-
G T T T T 1
0.01 0.1 1 10 100
Antibody Concentration (ug/ml)
H292, 6 hours
150+
~ 100 — =4 — T Y 2 olfen
bt ——
© B
g 50 ——
o -0
O 1 1 1 1 1
0.01 0.1 1 10 100
Antibody Concentration (ug/ml)
H292, 24 hours
150+
9
"7 1001 -
2
B ——
@ ——
g 50+ ——
O -0
0 I T T T 1
0.01 0.1 1 10 100

Antibody Concentration (ug/ml)

FIG. 9

10/23

PCT/EP2020/074804

Control Ab
21028

21046
21127

21163
Oleclumab Analogue

Control Ab
21028
21046
21127

21163
Oleclumab Analogue

Control Ab
21028
21046
21127

21163
Oleclumab Analogue



WO 2021/044005
K
600000- e ®
o @
— &
5 ® o
7 4000004 °
= o
g
§ o}
(] L 4
[
8 A O
200000- L ° C . A
& ¢ A
o
o [ (&) 2 ? N Q A
c T ) ) ) ) ) ) T T T T T T L) 1 1 1 1 1
™ BB NN B DO VD ad G
PR Q':bﬁq%;'é\b AP Y oS IS 0320?’ S
Are AT R T ROR VPR A PN R
& O Tgh o N @ T WO AR O
i @Q S{OCEG
& \‘9?' <&
FIG. 10

11/23

QO ¢ 4 » =

PCT/EP2020/074804

Control Ab

21046

21127

21163

Oleclumab Analogue



WO 2021/044005 PCT/EP2020/074804

150 MDA-MB-231
. -o- Control Ab
L ~ 21127
Zz 100 - o~ ¥ ~e- Oleclumab Analogue
2
0
8
2 50-
o
2
{} ] H H H H H
0.001 001 01 1 10 100
Concentration (pg/mi)
MDA-MB-468
1501
S
2 100-
O
@
S
S 504
ksl
2
Q-
0001 001 01 1 10 100
Concentration (pg/ml)
FIG. 11

12/23



WO 2021/044005 PCT/EP2020/074804

CD4+ T cells
150+
£
E 1004
=
<
E 504
0
O
O T T T T 1
0.001 0.01 0.1 1 10 100
Concentration {ug/ml)
CD8+ T cells
150+
9
< 1001 .
g? 50 .
5 5
O
O T T T T 1
0.001 0.01 0.1 1 10 100
Concentration {ug/ml)
CD19+ B cells
150+
2 . . — ControlAb
5 100+ %@»H - 21127
§ i g —a- QOleclumab Analogue
rc:)
5 504
O
O T T T T 1
0.0 0.0 0.1 1 10 100

Concentration (ug/ml)

FIG. 12
13/23



WO 2021/044005 PCT/EP2020/074804

CD4+ T-cells

150
= === Control Ab
2 100 - 21028
cC) —-— 21046
= - 21127
5 —— 21163
% 50+ =~ Oleclumab Analogue
a

0- i
I L) I !
0.000001 0.0001 0.01 1 100

Concentration (ug/ml)

FIG. 13

14/23



WO 2021/044005

IFNy (pg/ml)

IFNy (pg/ml)

PCT/EP2020/074804

CD4+ T cells
500+
A\ 4
400+
=i Control Ab
300- - 21127
=6— Oleclumab Analogue
200+ o
1004 s 34— ”%MW“ J
C I 1 1 1
0.000001  0.0001 0.01 1 100
Concentration (ug/ml)
CD8+ T cells
600-
400+
=g Control Ab
- 21127
-6~ Oleclumab Analogue
200+
C I I I 1
0.000001  0.0001 0.01 1 100

Concentration (pug/ml)

FIG. 14

15/23



WO 2021/044005

PCT/EP2020/074804
120+
1004
S
Z 801 == Control Ab
o)
T 607 —-— 21127
@ -6~ QOleclumab Analogue
= 407 5 /° 1 & 7
o 9_/ : i
20+
od = A
I 1 I 1
0.001 0.01 0.1 1 10

Concentration (ug/ml)

FIG. 15

16/23



WO 2021/044005 PCT/EP2020/074804

1 way MLR without AMP e~ Control Ab

1500- = 12819
—— 21127
g - 12819 + 21127
®
£ 1000+
c
)
6
S 5001
>
Z
LL
0 T T - T 1
0.001  0.01 0.1 1 10 100
Concentration (ug/ml)
1 way MLR with AMP
1500~
53
()
T
2 10001
C
D
‘5
S 5004
>
=z
w
0 = .
0.001  0.01 0.1 1 10 100

Concentration (ug/ml)

FIG. 16

17/23



CD69S

WO 2021/044005 PCT/EP2020/074804

CD40 Ligand lgG1-LALA Control Oleclumab Analogue

CD69+ CD69+ CDB9+
96.7 24.8 39.1
CD20
21127
CD69+
25.0

FIG. 17A

18/23



PCT/EP2020/074804

WO 2021/044005

CD69

CD25

200004

cD83

g

| EBCD

FIG. 17B

19/23



WO 2021/044005 PCT/EP2020/074804

120~

N
o
<

oy
T

CD73 levels (%)
(o))
o
1

FIG. 18

20/23



WO 2021/044005
E
100 ——
i
g 80'
=
= 60
Q
<
[ ]
5 404
o v
¥ =
|
20' vy .
=5
G T T T T
Vehicle 21127 21127 21127
5 mg/kg 20mg/kg 50 mg/kg
120~
100
Q
S 80
=
=
whd
Q 60
<
(&
8
3] 40+
201
G T T T T T T T
0 4 8 12 16 20 24 28
Day post last dose
FIG. 19

21/23

PCT/EP2020/074804

~#~ \/ehicle

-~ 21127 (50 mg/kg)

-0~ Oleclumab analogue (50 mg/kg)

= 21127 (50 mg/kg) + TY/23 (20 mg/kg)



WO 2021/044005

600

I
o
<

200+

Tumor volume (mm3)

0O 20 40 60 80 100
Days post tumor inoculation

FIG. 20

22/23

PCT/EP2020/074804

~g- \/ehicle
- 21127
-©- Oleclumab analogue



WO 2021/044005

PCT/EP2020/074804
Calu-6
400 ~&- \/ehicle
-~ 21127

“E 300

£

' ;M .

o

£

5 200

>

S

£

~ 100

5 10 15 20
Days post treatment start
A375
400
“E 300 /1.
E
(]
£
5 200
>
)
5
~ 100
0
0 5 10 15

Days post treatment start

FIG. 21

23/23



