WO 2018/167104 PCT/EP2018/056312

1/65
FIGURE 1
A.
il 7D4(IgM)
0.2 02 __
- 2} ]
€ nal ,
< 0.1 ‘ e £ 01
o_ No
00 1o TS0 20 0750 100 150 200
ime (sec) Time (sec)
B.
7D4(mlgG1)
; M S
03 MJ/
; - ]
e 02 / ;
= - t
|
0.1 |
' |
Y S — — I I I
0 100 200
Time (sec)
C. DAC PC61(migG2a) 7D4(migG1)
157 :
118+
784 /)
0 4 ///

A e T T T T T T 0 ] T TP
102 108 10% 10° . 102 10% 10* 100
Anti-human R-PE Anti-human R-PE Anti-human R-PE

SUBSTITUTE SHEET (RULE 26)



WO 2018/167104 PCT/EP2018/056312

2/65
FIGURE 2
Q9 Unstimulated, T Q10
0.074 cells 0.074
103.: .
<«
)]
(2
<
Q_ o
§ 10%
(] 0 3 :
102 ’
2l 1% G
L% 1 Ai' LR AT LML LAY DL ARR '!'Hg;w ”
0% 0 100 10* 109
V450 Comp-v450-A
109 CONTROL a0 Neutralizing Q10
809 e 4.06 anti-IL2 0011
1034 | 103- |
2
8 1 -
=l 102 102
..g._g 0 = 0 =
5 102- ; o , 1024 -
IR L A 0 N ‘
«© RLALAAAN! 1 AL I L LI LA I [ADAARAR! 1 AR A B AL BELELIME AL B
2 0% 0 10° 0% 10 403 0 10°  10% 105
S|l PoolmisG2al g | g ooy
2| 10% 1084
% 4 p
o
fap)
o
=| 102
<| 0 s

112 Q11
1230 6.91

1Q12
1831

ALLARAH A S RRLL L25)

103 0 103

T

104 10° 103 0 103

TITETTT I

T

104 10°

SUBSTITUTE SHEET (RULE 26)



% FoxP3+ of CD3+C D4+

WO 2018/167104
3/65

FIGURE 3

PCT/EP2018/056312

TiL- %Tregs TIL - % CD4 Eff
i 150 e
; T —— 1 ' & . Sk '
00 — p———— g ! ik 1
fr——1 P
» = 1004 ', . e
e -]
50 " e ] = iy -‘.
% @@ ﬁ 50+ " -
. . ] .
bl bI h: ] L] ,: d: ¥ | ] *: | ] L] h: ]
S MY - > & P 9 0 3
L AN AN F LTSS
i (& @ x el & @' d’} ® ~
S N AN o AP
G ‘ P <
%’gﬁ ° @9 & gﬁ i) &&, éfv}
e o e o
&L 4 & 8
LN - % Tregs LN - % CD4 Eff
s T \ 105 ik
= K e 1 + " " i
8 1& r—w— g 1 ) | ] Atk = | ]
low )
i ]
o .
% 10- o —— % # e Ay T
e
o e 0 =
. e *
® B ; I
& . “: > . \. ": s{; || L] ) ] | | L]
'yb wgo @qﬁ"‘? @%0'13" Nﬂgﬁ u,éﬂ .gga‘z' QQ5 @fb@’ é}q’ §0" QON
3 o : s i . \ ® «x@
& & Q@"‘ é;l? & Q&“ ci““é o8 & P
G Rﬂ'} S '3 ) A& w"-?
o 4}“ “’ o (?*S“
CD8/Treg ratio CD4 EffiTreg ratio
%ﬂ s
) 3
] .L
2
% 20 % 1 ¥ &
| ¥ " -
it L ,, 1 4 ;ﬁ' [ N -'-r
. 0 & v’ bA & -
28 %.
L .l‘ h: | ] | | h: ‘: | ] | L] ]
‘ N ; N
& EEE S & ST
) d‘é‘“ q’{}"‘ .;-;l:& é;;!? 3 & 'Qh W \ﬁ?
g v ® ® P S ST
& o &@ﬁ
&£ @ &4




WO 2018/167104

4/65

FIGURE 4

PCT/EP2018/056312

CDB - Granzyme B+ CD4 Eff - Granzyme B+
150 150 . . ,
| T —
: P 1
@ 100 g 100= & . S
£ 5 ki
5 e BE . 2
B E o y *
@ @ g v L
@ 50 ¢ 50= g Fe
= 2 ol
. i
¢ T T T T L ¥ o ¥ | u v i !
i y A & ) ] s P A B
FESLEES FEELEL LS
\5)(& @é Qb"s} w?“ 'ﬁ“ o & Q?'& (;!? 4
p o &%‘? égzé? @0 2 hé& h &
o @ 0
£ & & 8
CD8 - Granzyme B+ Ki67+ CD4 Eff - Granzyme B+ Ki67+
1007 i 1009 e .
" ' i o U Py
a& 80' g ’I g g'} ]
g e = T
2 50- B . 2 60 _—
"f s EE —_ :f ™ ¥
o ® L & v *
H (= N 40 e -
o = s \ad o] - i e
30 —r ) 20- @ e o &
& EE & &
a ': | L] ": 'I u @; ) | ] | ‘I | ]
; S P S S PSS
LRI I & LSS
S & F P P S & P & P
. A |
2 2 A & < @ S
2 @c‘»‘ _@b& 2 & &ﬁ
£ 3 & 8



WO 2018/167104

PCT/EP2018/056312
5/65
FIGURE 5
CT268 Modal
PBES aPD1 RMP1-14
4000 - ADDT -
Q iy
= o
= g
% 2000 S2000
z s
£ 1000 51000
2 0110 5
o4 r . B da
\ W &
7D4mza 7D4dm2a + aPD1
4000 - 4000
=y =
E
Eg@m}. gﬁﬂ%-
o E<]
= =
5 5
g-mm}. £1000+
e 10/10 e 9/10
u*mo—. ]
e P ®© & ® s w <&
PCB1m2 PCHImM2 + aPD1

: 3

Tumor volume (mm3)
s B
s o

=

° ® e &
Days after tumor inoculation Days after tumor inoculation



WO 2018/167104

PCT/EP2018/056312
6/65

FIGURE 6

CT26 Model

FBS

8

g

Tumor voiume (mm3)
g &

0110

-

TD4m2a

:

3000

2000 4

Tumor volume (mm3)
8
=3

PCBIm2

}
s &

(

Tumor vnféme mm3

® ® &
Days after fumor inoculation

aPDL1 (10F.9G2)

7D4m2a + aPDL1

4000 -
™
Eamﬁ-
@
E_
52000-
(=
b=
s
S1000-
E 1010
0 lo—o—ouelElifdip-omp-0—0-0—0-8—
e P w® &

PC61mM2 + aPDL1

Days after tumor inoculation



WO 2018/167104

PBS

2000+
2
Ei&m-
L]
E
40004
[
=3
e
£ 500-
2

) =
o 3 o B

7D4dm2a

5

:

Tumor volume {mm3)
=
g€ &

(=]

PC61m2

'3

mm3
2
o

(

Tumor volume
g
:

7/65

FIGURE 7
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Figure 11
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FIGURE 15 cont.
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FIGURE 15 cont.
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FIGURE 15 cont.
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FIGURE 17
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FIGURE 24
Binned Data
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FIGURE 24 cont.
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FIGURE 24 cont.
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FIGURE 24 cont.
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FIGURE 24 cont.
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FIGURE 24 cont.
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FIGURE 25
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FIGURE 29

Non IL-2 competing Ab (Antibody 1)
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IL2 titration
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FIGURE 37
Non IL-2 competing Ab (Antibody 3)
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Non IL-2 competing Ab (Antibody 4)
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Figure 70

Signalling of 10U/mi IL2
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Figure 74
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FIGURE 75

e Group 1: vehicle (ip, day 1)
B Group 2: PC61-m2a (10mg/kg, ip, day 1
A Group 1: 7D4 (10mg/kg, ip, day 1)

V Group 1: 2E4 (10mg/kg, ip, day 1)
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FIGURE 76
A) Untreated B) 7D4 migG2a day 10
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