WO 2021/243057 PCT/US2021/034580

1/21

top view:

HRE 1L-10R1

ik

side view:

plasma membran

SUBSTITUTE SHEET (RULE 26)



WO 2021/243057 PCT/US2021/034580

IL-10R1

%
X

IL-10RB

R e
N

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/034580
3/21

WO 2021/243057

i enssase e s i e o e g g 4 S 0 i g g i e
w\\\\\&&\\\ g IN Wmi\s 7
[ty

LS
7Y
%\\\\@“‘

i,

§\\
s, 7
1 \\m g1 m |
; . 7
\\\“W\M%\\\\\ﬂx&\\ Z |

6GA 7

] 7
ot e D
1 QvIA 7
w3 b k \ . s ‘ ;
4011172 OI-11%% dy01-11%2 011124 Ju0T-112 1H0T-112Z O1-11%%

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/034580

WO 2021/243057

4/21

<C
s
(e}
o — O\
v x W
~~
= << < <
T515
AN Al
= N =z 0o
! P
i ,+
& :
m I
_”_Ju|_
N
PR
//
//
TV
T
(en]
o
—

Lo
IdN €1v1sd 9%

100 10! 10°

101

[IL-10] (nM)

FIG. 2F

S
-
4]

[am)

T

7/ THP-1

o LO [@n] Lo (@n)

() M~ Lo od

(I4W pazhiewuou)
€lvisd

FIG. 3A

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/034580

WO 2021/243057

5/21

[en]
gooo]
L
&
fon )
—
[ %)
.

N
\

FIG. 3B

(o)
—t

7
WO
[
Lit

DE

Daudi

Sosamsmne
ety
Eesssessatt

EramsromnTiioy
BT Tnd
ey

THP-1

T
2
L
i

200+

(14N p8zHRW.IOU)
£lvisd

Jurkat

¥T-1

FIG. 3C

SUBSTITUTE SHEET (RULE 26)



WO 2021/243057 PCT/US2021/034580

6/21
—o— WTIL-10 ~ —— Super-10  ===o- 10-DE
——o——D25K —o— E96K
THP-1 (monocyte) YT-1 (NK)
A A
4 A 4 A

—_
o
o

1
=

o

(an]

I

@)
()
1

Py
I
T

pSTAT3 (normalized MFI)
pSTAT3 (normalized MFI)
(€]
o

102 101 10° 10! 107 10 10° 10t 102
[IL-10] (nM) [IL-10] (nM)
Jurkat (T cell) Daudi (Bcell)
4 A Y 4 A Y

100+

= —_ N

o ul o

o (e} o
1 1 1

50+

o
o
1

.......

pSTAT3 (normalized MFI)
pPSTAT3 (normalized MFI)

102 100 100 100 10° 102 10t 100 10t
[IL-10] (nM) [IL-10] (nM)

FIG. 3D

SUBSTITUTE SHEET (RULE 26)



WO 2021/243057 PCT/US2021/034580

7/21
=
L <J:
0 = <=
U L
= Py .
o) o @,
o o o |
i LLA
o
[
4 n
= O
i
A
i i X
111781
=gy
c\:_O a
TET &
o r
=f X
c — = 0’)@ -
I =
9 - F
(7)) > E
,) C
i L
- L
S S [
() F o
o
@ < O
£ L T
a E — [—L¢
% ol:
Ny
-8 L =0
o — i |
) oy
W] = " o]
g R
E— O
< 8 - ‘T|
yun 2
\i—NO =
E
M —
= O
irl
L L

SUBSTITUTE SHEET (RULE 26)



WO 2021/243057 PCT/US2021/034580

8/21

NK cells

B cells

h'd
LN
AN
(]

[
"

Ccb4'

RN

FIG. 4B

Super-10 XYY 10-DE

S
r
§..
§
\

cDs*

NI S

Monocytes

;
"
~
=
\
\

AN B

T
LN o LN o LN o
oV o M~ N oV}
~— —

(14N pazijew.ou)
clyisd

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/034580

WO 2021/243057

9/21

dv OIA

(4a-viH)

_ sdad

s3931Ad0uo pajeAndy

Ot ‘OId

Sdl+ Sdl+ Sdi+
I ov 1 [ ﬁo 1 ﬂU 1
S S S
\/h@ﬂv\fo \O\f \J\.&OA\O \0\/. \/WNV\V(O \0./
SO Lo AN o1 PSS L or-Tn
R B w0 ebo—obs—obe—: eso— () h—sbs—sbs— oo ()
AN, an N
1 ror1
\ \ |y
| ls @ | loz@ \w =
m > \ = 7 -9 >
| root3 7 oc 3 o o 3
% LGl 54 L
.« [0S . * o rot
XX ¥ XX |N.—H
8-11I 9-11I 0-4N1L
g J
Y
SOdd J1ng

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/034580

WO 2021/243057

10/21

At DI

‘0T-11

- - 0T-11

e 0

\N anN 1

7 -2
/ = ) e =
- (=] (=]
| x5 | Ls
| ‘Foor= ~ =

% \\\ g

: -GZ1
e [wm -9
_|_|{__ - 0ST X |,
8-11 9-11 P-dNL
N
Y
sobeydoJioep

SUBSTITUTE SHEET (RULE 26)



WO 2021/243057

11/21

granzyme B

gL L A RTER

CD8" T-cells
A

> .'_H\HH\HH\MHHHH‘HHHHH:\‘H'.OZ:J
! S
: [ S EACA
L '
-
0%
o I T T T T ! v~
O 1w o n o n o
— A —
Jw/bu

SUBSTITUTE SHEET (RULE 26)

PCT/US2021/034580

)
a
Q
3
+
o
<+
m *
S @
B n
+ o
™
a
()
B
+



PCT/US2021/034580

WO 2021/243057

12/21

Arolewwejjul-1jue
A

-

~

1°93 1 +8dJ

abeydouoew

sjuelieAa OT-11
paselq-pLoj2Aw

D% "DIA

Aiorewweyjut-oad
+ Abojewwejjul-nnue
A

-

~

11°9 1 +8d2

abeydoioew

SN
Fasiid)
i)

e’

OI-1I LM

SUBSTITUTE SHEET (RULE 26)



WO 2021/243057 PCT/US2021/034580

13/21

IL-10 yeast-displayed library
Theoretical diversity = 5.66x10

IL-10 library codon clone5.1 clone5.2 clone5.3
N18 random (NNK) Tyr Tyr Tyr
(MRK) . .
N21 NRQHKS Asn His His
D25 (VIAT) A A A
N.DHILV sn sn sn
N92 (VAW) Gl Gl A
N,D,Q.E,HKS n n SN
(VAW) _
E96 N.D.Q.EHKS Glu Asp His
T100 random (NNK) Asp Val Val
R104 random (NNK) Trp Trp Trp
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