WO 2020/187998 PCT/EP2020/057492
1/16
A
- 500 uk
o 6004 | NE
E . E
~ 400-
z . e .
8 400 o
o
+ t 3001 -
2 a
8 O
= ® 200+
S 200 m S ;:I:_
5 .o . 2 100 ““% "
E o E f‘"’ ]
- . : 0 . :
Vehicle Omomyc Vehicle Omomyc
1 week 4 weeks
B
cD4 Tregs Activated CD4 T cells
80+ ok n o
» % 25+ % 10+
T 70+ o [ = s l
g .: g 2 - g s "
60+ — ® = -
= 50, 2 .o 2 Sagant
o - - 8 10 - 8 4 @
- w;m £ By . £ "
= 40 8 5. - g 24 mi!& e
30 s s
T N 2 0 y v 2 0 y T
Vehicle Omomyc & Vehicle Omomyc Vehicle omomye
CD4A'PD-1* CD4'PD-1"Tim-3*
o o 2 15-
. 80+ [——1 ;ﬁ e
:3, 60- “E ;é 10+ .
.
o '?" ™
g; 404 . - a
b o L o
8 | % ° 5 5 =
"‘5 20 'L ) -
B % % .
0 . y 2 0 ¥ v
Vehicle Omomyc Vehicle Omomyc
FIG. 1

SUBSTITUTE SHEET (RULE 26)



WO 2020/187998 PCT/EP2020/057492

2/16
A
400- uk
(1]
© 300{ " —:I:—
2 S
P
T 200 _;J_’E'__
(%] []
*a []
[a] [ ]
© 100-
Veh'icle Omo'myc
B
CD8+ Tcells CD8+PD-1+Tim-3+ T cells CDA+PD-1+Tim-3+ T cells
80 p= 0.0507 100~ kk

hd 30
2 =2
= 5 -
S g 1 . 8 *
o 601 "= ~%§§gl- L) * o
S I, e
. = 60 we [
2 0 *{T fm .
8 40+ b o ~§" . n‘ u »
et " 0o 404 . o
=] + 1 + 2
- it o . = 10
= . 0 - (=] -
o 204 (5]
5 B
= - S =
n . o 0 Wl
Wehicle Omomye Wehicle Omamye Vehicle Omomyc

FIG. 2

SUBSTITUTE SHEET (RULE 26)



WO 2020/187998 PCT/EP2020/057492

3/16

CD4+ PD-1+ Tim-3-

80- *

60+

40- .

20+

% of CD4*PD-1"Tim-3" cells
>
< ‘
<
ol
I

FIG. 3

SUBSTITUTE SHEET (RULE 26)



WO 2020/187998 PCT/EP2020/057492

4/16
A
CD4*IFN*
15+
0.0620
@
0
T 10 v *le
o A @
> : '
r T 1 T
¥ s R
= ¢
o A T
° A
S 5- |° 1 Vv
;S ry
°
0 ] ) 1 )
Vehicle Omomyc 50 mg/Kg PD-1 Omo+PD-1
B
CDS8'IFN*
*
60
®
v
® v
® AA -T- ko
= —_—
T 40- f ¢
+ [ ] L —_—
z — 1 P TN
= — v @
© v
[=]
o -
S
o 20 v .
= AT
e T T 1 1
Vehicle Omomyc 50 mg/Kg PD-1 Omo+PD-1
FIG. 4

SUBSTITUTE SHEET (RULE 26)



WO 2020/187998 PCT/EP2020/057492

5/16

Ratio Healthy Lung/Torax

20 -

g

S

o

@ 10+ T

-

-

-

=

el

®

£ ——

2

ﬁ

o

"10 (] T ¥ )
Vehicle Omomyc PD-1 Cmomyc + PD-1
Vehicle Omomyc  PD-1 Omo+PD-1
Ratio Healthy Lung/Thorax {Mean) -0,4038 0,86 092 7,968
Increase vs Vehice 1,2638 13238 873728

Sum of individual treatments 2,5876 Syne

FIG. 5

SUBSTITUTE SHEET (RULE 26)



WO 2020/187998 PCT/EP2020/057492

6/16

Omomyc Vehicle

PD-1

Omomyc + PD-1

FIG. 5

SUBSTITUTE SHEET (RULE 26)



WO 2020/187998 PCT/EP2020/057492

7/16
Cc
CD3
25+ *
<
204 = l
]
v @
8 151 —jf. g I °
" u
3 * s
% 10+
X
54
0 L] L] L] L]
Vehicle Omomyc a-PD-1 a-PD-1 + Omomyc
CD4
kK okk
15+ _F*
%% <
k') ° 040
3 .
+ 104 ° ©
<
o - °
% m 2 . af®
o
=54 &
o
S
0

Vehlicle Omolmyc a-P'D-1 a-PD-1 + IOmomyc

FIG. 5

SUBSTITUTE SHEET (RULE 26)



WO 2020/187998 PCT/EP2020/057492

8/16
C
Th1/Th17
*
1.0
%%
0 o
T 0.8
(8]
+
~
-
) 061 R
=
prd
LL
t e 0.4-
<
8 .
L3

5 L g

0.2
X ™ °

| ]
0.0 4

Vehicle  Omomyc a-PD-1 a-PD-1 + Omomyc

FIG. 5

SUBSTITUTE SHEET (RULE 26)



WO 2020/187998 PCT/EP2020/057492

9/16

Tumor increase

T

Total tumor increase (mm°)

o
oy
w
!
=

T . i -
Vehicle Omomyc CTLA-4 Omo+CTLA-4

|vehice  Omomyc CTLA-4  Omo+CTLA-4

Tumor volume increase {Mean) 3,85 2,30 3,00 1,11
increase vs Vehide 1,85 -0,85 ) -2,75
Sum of individual treatments -2,40 Sy

FIG. 6

SUBSTITUTE SHEET (RULE 26)



WO 2020/187998

% of CD3* cells

% of CD4"PD-1" cells

2

46

35

254

15

cbs

L3 ]

100+

g

8

$

Vehicle  Omomye  CTLA4 OmosCTLA4
CD4 PD-1
L2214
*®
220
rY

Vehicle Omomycin, CTLA4 OmosCTLAA

10/16

% of CD4" cells

% of CDE'PDA" cells

FIG. 6

PCT/EP2020/057492
cp4
EREE
k&
20+ ®
. %
10 N
= &
-
5
Vehicle Omomycin, CTLA4 OmosCTLAA
CDB PD-1
%0+ *
°
60 E ]
]
oto
40
_ ® L'
" '
m_
Vehicle Omomycin. CTLA4 OmosCTLAA

SUBSTITUTE SHEET (RULE 26)



WO 2020/187998

% of CD4"PD-1"Tim-3" cells

% of CD4'PD-1*IFN*IL17" cells

11/16

PCT/EP2020/057492

CD4*PD-1*Tim-3*

*

8- * %
¢, 0
@
1 "a a
- 1Z 34
44
Wm QW o
€
24 w
]
0 T T T T
Vehicle Omomyc a-PD-1 a-PD-1 + Omomyc
Th1/Th17 PD-1*
2.5- 0.0703
L4
2.04
<
1.5 o
u L4
[
1.0- T aa
<
s
0.51
| T L ol®
. l—
0.0 T hd 1 ‘
Vehicle Omomyc a-PD-1 a-PD-1+Omomyc
FIG.7

SUBSTITUTE SHEET (RULE 26)



PCT/EP2020/057492

WO 2020/187998
12/16
A
CD3 mean / field
600 - "%
s
‘O 400+
=
; i
= ] —t
8 W
+
8 200
(3] . a <
o 1 1 T 1
Vehicle Omomyc PD-1 Omomyc + PD-1
B
CD45* cells
50+
*
40- <
0
2 *
o
W2 301
Vo)
5 =
L¥F Y
o
)
2 = °
10

Veh'icle Omo'myc a-P'D-1 Omomyc'+ a-PD-1

FIG. 8

SUBSTITUTE SHEET (RULE 26)



WO 2020/187998 PCT/EP2020/057492

13/16

CD3E (205456_at)

o
— HR = 0.69 (0.62 - 0.77)
logrank P = 3.4e-11
©
o
il )
= o
L
3
o < ]
a O
N -
o | Expression
——  low
S | = high
o I

T T I
0 50 100 150 200 250
Time (months)
Number at risk

low 1976 1155 469 127 15 2
high 1975 1364 606 114 12 1

Low expression High expression
cohort (months) cohort (months)
38 69

FIG. 9

SUBSTITUTE SHEET (RULE 26)



WO 2020/187998

Probability

02 04 06 08 1.0

0.0

14/16

CD4 (203547 _at)

PCT/EP2020/057492

HR = 0.73 (0.66 - 0.82)
logrank P = 2.9e-08

Time (months)
Number at risk

low 1976 1223 525 134 16
high 1975 1296 550 107 11

N e
7| EXpression
—  low
F— hlgh
I T i T
0 50 100 150 200 250

3
0

Low expression High expression
cohort (months)  cohort (months)

39,79 62

FIG. 9 (cont.)

SUBSTITUTE SHEET (RULE 26)



WO 2020/187998 PCT/EP2020/057492

15/16

IL-17A (208402_at)

o
— HR = 0.73 (0.66 - 0.82)
logrank P = 2.8e-08
@
o
oo
= o |
L
8
o < _
a ©
N .
o | Expression
—  low
S | — high
]

0 50 100 150 200 250
Time (months)

Number at risk

low 1982 1186 505 114 10 2

high 1969 1333 570 127 17 1

Low expression High expression
cohort (months) cohort (months)

184,04 228,85

FIG.9 (Cont)

SUBSTITUTE SHEET (RULE 26)



WO 2020/187998 PCT/EP2020/057492

16/16

IFNG (210354 _at)

o
— HR = 0.7 (0.63 - 0.78)
logrank P = 2.6e-10
o
o
2w
= o
0
3
o T
a O
N "
o | Expression
—  low
© | —— high
o

0 50 100 150 200 250
Time (months)

Number at risk

low 1988 1163 467 122 17 1

high 1963 1356 608 119 10 2

Low expression High expression
cohort (months) cohort (months)

38,2 66,5

FIG.9 (Cont.)

SUBSTITUTE SHEET (RULE 26)



