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Figure 2 (Cont’d)
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Figure 3
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Figure 6
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Figure 6 (Cont’d)
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Figure 8
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Figure 8 (Cont’d).
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Figure 11A
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Figure 11A (Cont’d)
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Figure 11B

140 -
SEQ ID NOs: 90 and 87

Sample 1

60 -

40 -

Active protein / recovery [%]

20

4 0
Time [weeks]

PCT/EP2019/070596

SEQ ID NOs: 90 and 87
Sample 2




PCT/EP2019/070596

WO 2020/025659

20/34

.8 pue 06 :SON dl O3S
.8 pue 9g :SON 4l O3S

- - 10 - 1TO - - - - - O - ©Of - - - JZpuegzZ:sONQID3S
- TO0 - - - 10 - - - or - - - or - - 68 :ON @1 O3S
- - 10 - - - TO - - - O - - - ©oT - 6ZpuegzZ:sONQID3S
fwv}- - - - - - - 3 - - - = - = - 0 adAjosi yobj
iuzgu 1 1 1 1 1 1 1 1 1 1 Il 1 1 1 1 1 Q
iFETe® Ly LTE42
e - o o ol _

@ s | B 0% w .- B o

¢ : =S LanL ©

00t §

; * & m

| e x 2

=

iy - m

& 00z w

1 2 =

~N

o

v oo 5

° 3

o r

- A

§L00°0

E

as00e

#%

vzl ainbi4

-ooy



pg/ml L2

WO 2020/025659

PCT/EP2019/070596
21/34

Figure 12B
600,
400+
200 | |
--I'llllll s W o W s M M O M W s B
0.001 20 0.001

20 0.001 20

SEQ ID NOs: 26 and 27 SEQ ID NOs: 90 and 87 hlgG4 isotype
+

SEQ ID NOs: 29 and 29



WO 2020/025659 PCT/EP2019/070596

22/34
Figure 13
800- L2
600 -
§ 4004
2
200+ .I‘ d
- .
6——? 3 ? H 13 T
15000 -
Granzyme A
10000 %
2
5000 -
_ﬁ_'? '_j *
0- 8 r ;
10000+
Perforin

8000-
A
2 60007
2 400!
2000+ -$- = % %

0

4000+
Granzyme B

30004

d

E -
5, 2000
Q.

1000+

0 %‘:‘%i' T T Conc.

IgG4 isotype 10 (nM]
SEQ ID NOs: 26 and 27 - - 10 - 10 -

SEQ ID NOs: 28 and 29 - - - 10 10 -

SEQ ID NOs: 90 and 87 - - - - - 10




WO 2020/025659

free tracer [nM]

23/34
Figure 14

0.001

= SEQ

0.01

NOs:

NOs:

NOs:

90

86

28

NO:42

NOs:

86

A 1 10 100 1000

conc [nM]

and 87
and 91

and 29

and 87

PCT/EP2019/070596



WO 2020/025659

RLU

350000

300000 1

250000

200000 9

150000

100000 4

PCT/EP2019/070596
24/34

Figure 15

trackground

-
e
sl

——

Concentration [nM]

SEQ ID NOs: 90 and 87

SEQ ID NOs: 86 and 87

SEQ ID NOs: 28 and 29

SEQ ID NOs: 26 and 27 + SEQ ID NOs: 28 and 29
hlgG4 isotype SEQ ID NOs: 24 and 25



PCT/EP2019/070596
25/34

WO 2020/025659

GZ PUE $Z 'SON dl D3AS adAjos! yObly

6C pue gZ 'SON 1 ©IS + /Z PUe 9Z 'SON 4| DIS =N ov= 4 Lvo0=
gge= T y100=
62 PUE 6 'SON 01 OIS [ L'L= | S000=
/8 PUE 98 [SON 0| O3S EE [€0= H Z000=
/g Pue 06 'SON 0| 03S Em €21'0= 9 1000=
[Wu] 3onnsuon 0000 =
M A M p A
r § r r X
I I [ I [
H H H H H
9 O 9} O 9]
4 4 4 4 4
E| E| J 3 3
da d a a d
0] 9] 0 0) 0
g g g
Y v A
NG SRR r 0

- 0009
=
F00001L N
©
Q
- 00051 W

| louoq :uonaloes z-1| L 0000z

91 a.nbi4

<mOOWLWw

SUBSTITUTE SHEET (RULE 26)



PCT/EP2019/070596

WO 2020/025659

26/34

GZ pue Z 'SON dl ©3S adAjos! yObIy
6C pue 8Z 'SON a1 IS + /Z pue 9Z 'SON A| OIS =N
6¢ Pue 62 'SON dl O3S
/8 Pue 9g 'SON 4| OIS Em
/g pue 06 'SON aI OIS Em

A

r

[IWu] 3onnsuon

A

Z louoq :uonaio9s z-1|

(p,Juod) 91 8unbiy

0l =
€ee=
L' =
LE0=

€clLo=

b
r
[
H
D)

L¥0°0 =
100 =
G000 =
¢000 =
1000 =
¢000°0 =

[Qw/6d] z-T1

-0008

<nmOO0OWLw

v

SUBSTITUTE SHEET (RULE 26)



PCT/EP2019/070596
27/34

WO 2020/025659

GZ pue £ 'SON dl 33 adAjos! yo6IY

6Z Pue 8z :SON dl IS + /Z PUe 9Z :sON Al O3S
62 PUe 6Z 'SON Al O3S

/8 Pue 9g 'SON Al O3S

/8 pue 06 'SON Al O3S

OLb= M ¥00=

gee= T $100=

L'b= | G000=

.£0= H z000=

€2L1'0= 9 1000=

[Wu] 1ons3suo09n ¢000°0 =
A A A A A

BHELEE

Cl
.91
i 8l
| 10UO( :UOI2NPUI P[0} SB UOI}3I03S Z-T| : 02
L CC
- e

¥
puno.iByoeq JaA0 uoi}ONpuUl pjo4

(p,3u09) 91 aunbi4

<nmOO0OWLw

SUBSTITUTE SHEET (RULE 26)



GZ PUB tZ :SON Al ©3S adhios! OBy B2

62 PUE 8Z :SON QI DS + AZ PUE 9Z 'SON d| DIS =N L= I00=
gee= I $100=

62 PUE 6Z 'SON QI O3S E Ll'L= | G000 =

/8 PuUe 98 'SON 4l OIS Em 1£0= H z000-=

/8 PUE 06 'SON I O3S EA €2l'0= 9 1000=

[INu] 19nasuon 200070 =

A A A A A

<nmOO0OWLw

PCT/EP2019/070596

WO 2020/025659

28/34

Z 1ouo(] :uoKdNpuUl P|0j SE UOI}3I23S Z-T|

(p,3u09) 91 aunbi4

L 0L

punouiByoeq JaA0 uolonpul pjo4

SUBSTITUTE SHEET (RULE 26)



GZ pue $Z 'SON dl 03 adAos! yobly &2

: ) 0g= T €90= 4

6Z PUB 8Z 'SON QI OIS + /Z PUB 9Z SON 4l IS =R oL= | 1Z0= 3
6Z PUE 8Z 'SON (1 DIS = 9G6= H L00=a

/8 pue 9g 'SON (1 O3S Em 6l= 9 200= 9D

/8 PUE 06 'SON 41 O3S EA 8000= 4

€000=V

[IWu] uonenuasuon 3onasuUo0)

PCT/EP2019/070596

WO 2020/025659

29/34

(

L1 @inbBi4

[

S1129 L 1-AdY::OHO-uI-dId YIM

-000Z

- 0001

-0009

[w6d] z-11

-0008

-0000}

v

SUBSTITUTE SHEET (RULE 26)



PCT/EP2019/070596

WO 2020/025659

30/34

GZ pue $Z 'SON dl 03 adAos! yobly Bz
62 PUe gZ 'SON QI O3S + LZ pue 9Z 'SON 4l IS =N
62 PUe 8Z 'SON dI OIS
/8 pue 9g 'SON a1 O3S A
/8 pue 06 'SON 4l O3S EA
[IWu] uonenuasuon 3onasuUo0)
r [ r r

S1199 10}93A::OHO-UI-dI4 UM

(p,Juod) 21 8unbiy

0G =
L9l =
96G=
6l =

—_ D

H
©

€90= 4
lc0= 3
L00=d
¢00= 90
8000= 4
€000=V
o)
d
- 000¢
- 000Y
[ 0009
- 0008
- 00001

[qw/6d] z-T1

SUBSTITUTE SHEET (RULE 26)



PCT/EP2019/070596

WO 2020/025659

31/34

G¢ pue g 'SON al 03Ss adAjos! yobly B2

6Z pue §Z :SON Al OIS + /Z PUe 9Z SON A1 OIS =N
62 PUe 8Z 'SON dI OIS

/8 pPue 98 'SON 1 O3S EME

/8 PuUE 06 'SON A1 O3S E:A

[Wu] uonenuasuon 3onNIISUO)

(

[

05= I
L9b= |
96= H
6l= 9
r

|

_l_

uonoanpul p|oj-sj19d L1-adu::OHI-uI-dI4 Uuim

(p,3u09) £ 2unbi4

€90 =
lc0=
L00=
¢00=
800°0 =
€000 =

<mOO0OWLwWw

punoubyoeq JaA0 uodnpul pjo4

SUBSTITUTE SHEET (RULE 26)



GZ pue $Z 'SON dl 03 adAos! yobly ez

: ) 0s=r €90=

6Z PUB §Z 'SON QI OIS + /Z PUB 9Z SON 4l IS BN o= | \7'0 =
6Z PUE BZ 'SON 1 OIS = 9G6= H 100 =

/8 PUe 98 'SON (1 O3S EE 6l= 9 200 =

/8 PUE 06 'SON 41 O3S EmE 8000 =

€000 =

[Wu] uonenuasuocs }oNIISU0D

<mOO0OWLwWw

PCT/EP2019/070596

WO 2020/025659

32/34

’

[

uoIONPUI PIOJ-S[92 JOJORA::OHI-UI-d]] UM

(p,juod) 2| @inbi4

M
=4
o
5
o o
4 e
(2]
=5
b (]
v 3
(o]
3
-9 3
o
8
8 g
o
oL S
oL 3

SUBSTITUTE SHEET (RULE 26)



PCT/EP2019/070596

WO 2020/025659

33/34

008

(y) swn

009 00t 002 0

€6 Pue 98 :'SON 4| O3S

/8 PUeZ6:SONQIDIS -

L6 PUE Q6 -SON dl Omw -

8

L6 PUE 98 1SON 01 D38 -

I

/8 PUE $6 :SON dI OIS -<--

/8 PUe 06 :SON QI O3S —

/8 PUB Q8 ISON QI DIS —7

g1 ainbiy

00g

(qwyBr) uopenUasuoD

SUBSTITUTE SHEET (RULE 26)



PCT/EP2019/070596

WO 2020/025659

34/34

00¥ 0S¢ 00¢€ 0SC 002 oSl 001 0S 0
H H i H & H < 4 Axu_\
- m ° H
8rL :ONAI OIS s %01 o
o
| 3
/Pl :ONQID3S = <
_ﬁ .-
/8 PUB 06 :SON (| DIS =+ ¥ %001 5
x
%0001

Xews) 0} PazI|euLION

61 @inbi4

SUBSTITUTE SHEET (RULE 26)



