WO 2020/152306 PCT/EP2020/051701

Hm Control
VSV-GP

N
)

FIG.1
@)

100004

uolissaldxg aAlje|ay

1/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306 PCT/EP2020/051701

FIG. 2A-D

Mock

e 990 e 9
e N e
AN S e

1/10

tumor volume [cm?]
°© oo ‘
i i [

(=
e
1

00! TRttt TT—T—1
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70
days post engraftment

PD-1 start d11

Cured: 0/5

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70
days post engraftment
2/28

SUBSTITUTE SHEET (RULE 26)



WO 2020/152306 PCT/EP2020/051701

FIG. 2A-D cont.

c 10° VSV-GP i.v.
0.8+
o 0.7
§ o6
g 0.5" ‘
3 04 lo
> 03- Cured:3/10
2 02-
3 0'1- & . 4N
i e
05 10152025303540455055606570
days post engraftment
D VSV-GP and PD-1
0.8~ ;
;,E 0.7- /
‘g' 0.6"
g 0.5+
3 041 - o
$ 034 Qured: 7/10
§ 0.2-
« 0.1~
004 - “
05 10 152025303540455055606570
days post engraftment
3/28

SUBSTITUTE SHEET (RULE 26)



WO 2020/152306 PCT/EP2020/051701

FIG. 3A-C
A control
0.8+
& 0.7-
g 0.64
g 0.54
% 0.4-
> 0.3-
2 0.2
s
= 0.1 e CGR1110
0.0 =i =N R g
0 10 20 30 40 50
days post engraftment
B VSV-GP
0.8-
&= 0.74

tumor volume [cm
N W OB OO
i 1 i 1 1

&
O
P
w
W

e ¢
o

0 10 20 30 40 50
days post engraftment

4/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306 PCT/EP2020/051701

FIG. 3A-C cont.

C PD-1 after VSV-GP

"0 10 20 30 40 50
days post engraftment

5/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306

FIG. 4

PCT/EP2020/051701

15000-
o
k=
N
& 100004
Q.
>
Ll
S
S 5000-
g
(14

I day 3 PBS %v.)‘
day 3 VSV-GP(i.v.)

M day 7 PBS (i.v.)
day 7 VSV-GP (i.v.)

» :
& N SN 'm P |.-n.
o S 2\ S N
o N A ) N
G ¢ d}‘ ¥ G\s'

6/28
SUBSTITUTE SHEET (RULE 26)



PCT/EP2020/051701

WO 2020/152306

VYNYW VYNYW 4o

puens yNy [-]

VNYW W VNywd VYNYW N

puens YNY [+]

- ,W.,._w_n.aoﬁ.tmﬁ uo?.um:,&, e,
JIVIVOVIVVLOVYYYVYYYVOLYL

12100

:uoipasuj auabsueld |

9-vs ‘O

W d g N

NOILJIYOSNYYL

NOILVYOINd3Y

7/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306 PCT/EP2020/051701

FIG. 5A-B cont.

virus genome
cDNA

8/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306

mouse T-cells

Transwell

& o ¥ & o <

{uopeJBiw) *oul plod

FIG. 6A-B

1)
2

£ 3

X2

o

EC

I—'E

~ ©

33

9 %
z 8 &
n.-I.I.l

05 &
Tl \0
= O

wu L] L] | L] | ] 1

> [ [ =] [ = [— (=) (=]

S ® © «w ~
hocd
JuiBu

9/28
SUBSTITUTE SHEET (RULE 26)

PCT/EP2020/051701



PCT/EP2020/051701

WO 2020/152306

0zt og Shed o

QN« w@ww km\
= i s\‘mﬁ _ﬂ,cOm
cl/6-painy, /, - :\
g | =
«f  4llf | ooot §
A g
; <
, | oost &
. 3
; 2
; i 3
“ : 0002 w...
005T

ozt os ‘sheg

{cwsw) swnjop sowng

ozt 08 sheg

{cwiw) awnjop sowng

WOVIS +dD-ASA
jouo)

dO9-ASA
jonuo)d

J-VL 'Ol

10/28
SUBSTITUTE SHEET (RULE 26)



PCT/EP2020/051701

WO 2020/152306

ozt oz Shea o
b »@»;WMMWWWWW

21/21 623\

{sww) awnjop sowny

ozt __og shkea o 0

2u/spaind | i

1 ooot

1 00ST

.~ 000T

{swiw) swnjop sowny

1] 0087

Al og She@ o 0

R e S B O BB L

-4 00ST

000¢

{cwuw) awnjop sowing

WOYWS +12730-d9-ASA
jouo)

WOVYNS
jo1u0)

1271020-d9O-ASA
[onuo)

J-v8 'Oid

11/28

SUBSTITUTE SHEET (RULE 26)



PCT/EP2020/051701

WO 2020/152306

WOVINS + LZT100-dO-ASA
WOVINS + dD-ASA
WOVINS

LZ100-dO-ASA

dO-ASA

[oJuoD

¢¢wttw

Aep

06 08 0L 09 05 OF 0 OCc O

l

=

¢ H

(=
0

6 'Ol

001

[%] 1eaining

12/28
SUBSTITUTE SHEET (RULE 26)



PCT/EP2020/051701

WO 2020/152306

-0l

x
=
=
001 8
=
=
L]
v
F000L =
SoN 120N 01 12XD °9¢ad -00001
01 ‘Ol

13/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306

weight (%)

survival (%)

1205

1004,

80+

60

FIG. 11A-B

100

80-
60
40-
204

PCT/EP2020/051701

--¢-- VSV.G DsRed
omee VSV-GP

--&-- VSV-GP-CCL21
—e— PBS

--4-- VSV-G-DsRed

.- VSV-GP

-A-- VSV-GP-CCL21

—&— PBS

10 15 20

14/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306

FIG. 12A-B

PCT/EP2020/051701

SUBSTITUTE SHEET (RULE 26)

L)
3
|—
=
[+
E
=1
I~
%
=
(2]
=
[1+]
| 5=
-
o
g o
£8
™
oD
= £ B
F !
w2 . o,
o2 K
o2 i 7
3% o
-
o W T
QY - 7
>0
Do
> s & © o

i -t o4

By
<

15/28



WO 2020/152306 PCT/EP2020/051701

FIG. 13A-B
A B
Transwell: mouseT-cell Transwell: rat T-cell
20 1000/ 100/ 10ng/ml 10
15
2
B 107 T
e K}
5
0&
K
<
&

16/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306 PCT/EP2020/051701

S
o
Q
Q
— 0O 0O
529
5% o
O >>
IR T3
g
- 3

Time

L ©
N
L ©
-
T T o
o o o
(=] n
?
[BAIAINS JUSDI3d

17/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306 PCT/EP2020/051701

Plasmin Cleavage Sites

430 &

FIG. 15

£ ®
£ S
N
8 o
a5

- )

o

il

)

)

b4

18/28

SUBSTITUTE SHEET (RULE 26)



WO 2020/152306 PCT/EP2020/051701

FIG. 16

T T ,Q
& R e =° 2,
9sealoul pjoj 001

19/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306 PCT/EP2020/051701

FIG. 17

fold increase

20/28
SUBSTITUTE SHEET (RULE 26)



PCT/EP2020/051701

WO 2020/152306

FIG. 18

TITT T

g3

S8BR 9 R 8

21/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306 PCT/EP2020/051701

FIG. 19A-C

Vero - MOI 0,005

>

1,00E+10
1,00E408
1,00€+06
1,00€E+04

TCIDS0/ml

1,00€+02
1,00€+00

GP 21 21k

BOh B24h ©48h

B BHK21 - MOI 0,005
1,00E+10
1,00£+408
1,00E+06
1,00E+04
1,00E+02
1,00E+00

TCIDSO/ml

21k

E0h ®24h ¥ 48h

22/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306 PCT/EP2020/051701

FIG. 19A-C cont.

C HEK293 (LMK) - MOI 0,005
1,00€+10
1,00£+08
1,00E+06
1,00€+04
1,00€+02
1,00€+00

TCIDS0/mi

GP 21 21k

B O0h ®24h 7 48h

23/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306

500+

400+

")
S
<

Tumor volume (cm3)
N
(=
(=4

PCT/EP2020/051701

FIG. 20

Control
=+« VSV-GP-CCL21
= VSV-GP-CCL21(1-79)

3 s 10
Time (days)

24/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306 PCT/EP2020/051701

FIG. 21

100

o
e

survival [%]

-
-e- positive control ﬁi
- VSV-GP-CCL21

- VSV-GP-CCL21(1-79)

0 10 20 30
day

25/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306 PCT/EP2020/051701

FIG. 22

8000+

6000+

4000+

2000+

T-cells [1/mm?]

26/28
SUBSTITUTE SHEET (RULE 26)



PCT/EP2020/051701

WO 2020/152306

poWDyy| [j29—]

P91 809
- opiydad/|I-OHN

(6£—1)12109-d9—ASA
+ Jown|

opndad/|I-OHN

12100—d9—-ASA
+ Jown|

£¢ 94

o

[ Jowny

d9-ASA
+ Jown|

99

-1 8@

27/28
SUBSTITUTE SHEET (RULE 26)



WO 2020/152306 PCT/EP2020/051701

FIG. 24

CD11c” Cells (Tumor)

4000+

w
o
(o]
o
i

2000+

1000+

Positive cells [1/mm?]

28/28
SUBSTITUTE SHEET (RULE 26)



