PCT/EP2018/058382

WO 2018/185043

1/24

puoq aply|nsip
lednieN

1dd-uy

qou;

1A

J

T
R

e
S

ORI |

1dd-1uy

D \ THD
HA 1A
Ou-24
(1Y) D
1A

cOVI-HUY

gl 9l

9|0Y-2

eV

1-1uy

qOu-24

o T
e T o
i
....ruqr....fk...-....ﬂ....q...!...ﬂ.h o

. =

1dd-1uy

VIOl

RE



PCT/EP2018/058382

WO 2018/185043

2/24

1d

d-11UY

qOUX -4

.-1
e
e T Lyl
e e F el

PUO(g opPI}NSIP
paJoauidu]

1d

d

Uy

qOW;

J

e e

A

Elri="

9|0y-24

cOVI-IUY

=19l

1d

d-1uy

(O US04

....
._..................._.m..p.n...r.. =

.. r..
ST ok
b

[

LT
Sy
D

9|0y-24

cOVI-HUY

dl ol

DI



PCT/EP2018/058382

WO 2018/185043

3/24

puoq =piynsip
leJnien

1dd-uy

cOVI-HUY

Lol

N

SUBSTITUTE SHEET (RULE 26)



PCT/EP2018/058382

WO 2018/185043

4/24

e ey 3y e

e
s =

Sraan
s .._...“HH.

T .1.1......."1..".......&......“........

9|0Y-2

cOVI-HUY

R e
e
S

cOVI-HUY

qOud-O4

L
]
]
]
]
[ ]
[ ]
[ ]
[ ]
]
r

YRIIE|

(33)
THD

L 2

1dd

Uy

cOVI-HUY

qou

2



WO 2018/185043 PCT/EP2018/058382

5/24

iz 5 s o 5 a8 v 4 0% 5k s n TR b g BT % 5 A o e T

w o W 9 B

FIG.2A

gJZI5) Ul 8Sea4oUl p|o4



WO 2018/185043 PCT/EP2018/058382

6/24

IL.-2 ELISA

FIG.2B

¢ 1 Ul 2skadaUl PlO 4



WO 2018/185043 PCT/EP2018/058382

/124

_ = L
< ¥ e U
Pk S £
W o @
® O =
=
i_

€21y Ul 8SBaUIUI PIO

FIg. 3



WO 2018/185043 PCT/EP2018/058382

S

4 Donors
(Mean, SEM)

Tconv+Treg
|FN-y

200

FIG.4B

LOIssaldans Jo 2

e
O "

onv + Treg

waH

TC

s

FIG.4A

Wx

-

100
-100
=
o
.

Loissalddns Jo 9



PCT/EP2018/058382

WO 2018/185043

9/24

Ol

[lwyBri] -auoa Apoqiiue

00

00000k

00000¢

[NT] @ousasaulwinT

00000

VG Ol



PCT/EP2018/058382

WO 2018/185043

10/24




PCT/EP2018/058382

WO 2018/185043

11/24

4/l d

9G|-che

OCRIE |



PCT/EP2018/058382

WO 2018/185043

12/24

SYANE FATANE o
DOL + 262l

OG | +ZGT) =

LTARE S

pLY + TGZL W

[lwfr] auos Apoqpue
L O

as ol

CoO00L

000002

CO000L

[N 1x] @ousasauiwIn



PCT/EP2018/058382

WO 2018/185043

13/24

te)

BOUBGIOSC




PCT/EP2018/058382

WO 2018/185043

14/24

=

BIuRC



WO 2018/185043 PCT/EP2018/058382

15/24

FIG.7E

B 092/
® 0/25
A 0750

2.4x10"®
2. 1x10*°
1.8x10"° .
1.5x10"° |
+6 |
1.2x10 |
900000 _
|

|

RLU
B

600000
300000
O

l=

1 100
mAb [pM]

FIG.7F

B 092/

@ 0725
A 0750

1.2x10%°

1x10™"° |
A 8 = i

800000 O

RLU

600000

400000

200000

0
0.01 1 100

mADb [NM]



WO 2018/185043 PCT/EP2018/058382

16/24

'%
L

______________________ . | 5 Em E
....... - T F
- T l.. i I E E
= <

FIG.8A

H%I‘“ﬁ!!if’"’"‘f:!-
£

& ¥
wbOiy O Pl ielii0n

20 ™
o




PCT/EP2018/058382

WO 2018/185043

17/24

Ct+d
cOVI-1ddE

sa1poquy

Ct+l
cOVI-1ddE

I+1
cOVI-1ddE

cOVI-E

cINIL-E

sinoy €

iNoy T

SujW GT

B



WO 2018/185043 PCT/EP2018/058382

18/24




WO 2018/185043 PCT/EP2018/058382

19/24

Fig. 10A  Fig. 10B Fig. 10C

L A N A A A N

.......

i S il aRten

T, N A STl T e

T E ELE T TR 8
ik

g to Tconv ve

rsus Tregs




PCT/EP2018/058382

WO 2018/185043

20/24

)

SISAIAISTA TSRS

|1 D14



PCT/EP2018/058382

21/24

WO 2018/185043

e

i
i

|I-.
!

it

ik

By

| "D



WO 2018/185043 PCT/EP2018/058382

22/24

F1g. 13




WO 2018/185043 PCT/EP2018/058382

23/24

- Vehicle
W CEALAMEG CD2 TCBZ




PCT/EP2018/058382
24/24

WO 2018/185043

uonenooul Jouny iaye siAeq uone|nooul Jown) 19)e sieQq uonenoaoul Jown) saye sheq
0¢

0S G 1] 4 GE 0¢ T4 0§ Gt 114 GS 0¢ GZ 04

0 o 0 ¢ 0 m_
i e S

==| = 3

<& & <

0001 = 0001 = 000} &

3 3 =,

D D _

3 3 =
000Z 3 000Z 3 000C 3

E: kS P

” n %

000¢ 000¢ = 000¢ 3

by/bwe ¢beT-Ladnue + by/bwg | ¢be1-Ladnue + by/bwg | gqewnzijoiquad +
by/bwgz 901 £€dD SNVYOVAD By/BweZz 991 £aD SWYIVYID By/bwgz 901 €42 SNVYOVAD
uonejnsoul Jown} Jjaye sAeq uonenaoul Jouin} Jaye sAeq uone[nosoul Jown) Jaye sfeq
0S G 05 05 S OF ¢ 0¢ 5Z

0 o 0 2 0 o

=3 = 3

= © 9

< < <

0001 & 000} = 000 &

3 3 3

® — 2

El 3 3
000Z 3 000Z 3 000Z 3

E: 3 3

” % »

000€ = 000¢ = oooe [

By/BwG | qewn|OAIN + byy/bwg'z 9091 €A SINVIOVID CTRILVETY

By/bwg'z 901 €0 SAVIVID

NG| "bi- qg1 b4 VG| D1

SUBSTITUTE SHEET (RULE 26)



