WO 2018/182935 PCT/US2018/021301

1/56

Receptor Receptor Receptor Receptor  Receptor Receptor
A cytokine B A synthekine D C cytokine D

Receptor

Receptor
D

3485
1 4
2 3
Qv
{2 3
3 &

Signal 1 Signal ? Signal 2

FIG. 1A
Cytokine
ILART Receptor | JAK STAT

IL-1R1ACP ACTIVATED

ICDs
IL-2RBICD | JAK1T |STATS/STAT3
IL-4Ra ICD | JAKH1 STATS
IFNAR2 ICD | JAK1 All STATs

gpi30 CD | JAK1T [STAT3/STATH

iL-23RICD | JAKZ2 STAT3

EpoRICD | JAKZ2 STATS
IL-12RBICD | TYKZ STAT4
IFNAR1TICD | TYKZ All STATs
iL-13Ra1 ICD} TYK2 STATE

yec iICD JAK3 STATS

Host
ECDs

FIG. 1B

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935 PCT/US2018/021301

2156

JAKT JAKZ TYK2 JAK3

IFNAR 14
L-13R01
16

pSTAT1 pSTAT2 pSTAT3

nnnnnnnnnn

IL-2RG
IL-4Ra+
IFNAR2 -
40130 1
IL-23R 1
EPO-R 4
IL-12R8 -
[FNART -
L-13Ra

Y7

EB
pSTAT4 pSTATS pSTATS

FIG. 2A

fage.
¥

L-1R1AcP-  IL-IR1ACP-
IFNARZ ye

(TG SHRRAATLOOKTW BBYT)
[THD  SHRRAAATLQQKTW pSTATS
pSTATS

TYK2

FIG. 2C

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

3756

aoF dovidi-

Vi1
1010101

Ok

B 1) aed 2L
0¥
¥i7d

50 0000 0

{ieul 1d) m,mm,. 2
HOd3 PY
¥
Al

—

b0k 010101

T &mw
HO4H 0V

¥iid

¥vid

9%:9 o

%S %yze
RN gAY ,5.8
(et id) 2les

CHYNAL E0Y

{ie Ul d) aen
TN S0y

2.0 {le U 1d) aeo

VYN 20V

e Ul g ey ¢
LYNS 20V

¥iid

¥4

7l

=

¥id

00 504 01 9%52 01

K £ 0

¥110 =0
£ 0l
,0

PESE
110 108U 10y

¥
;0b 01 mﬁ DTOTE &

WO

o) mmg 5<

adt
4B HED

¥¥id

a3l
LA YN]

ao3 1k

= {oiues
e

3 SAeBsN

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

4756

(1 Ju0D) 4z 'Ol

aoF dovidi-

¥l
2101601 <0101 01 01

«,ﬁm
7,0k

s
D
[o]
s
Xe]
<
~——
~=F
<
—
1<
<2
~
.

(leu d)e

{

e
mmm.m 8oy

£ o)
0
01
W01
0}
01
-0

¥4

¥ vid

o

¥iid

¥

u

Uz oT? OT

2

14

01,01,

,a..ﬂm

{
\

R
29 L0V

¥iid

~.
r

¥
fo:o:e 0701 0

e
a0V

01

¥
2,01 01 c0L 401 ;01 ;0

~—

%l T %G oY
R4S N0
e a\ s

mm_\,m_ @2

0

¢

&5

&l

S

g o ON v

Wy
2 O O O
P SR e e

~

fle]

}
}
h
!
f
}
0

¥-vid

b

¥

N\O_i,._.m

¥
Qmo?& E

(el 1d) §E9

50v
¥
2.0 0 a:ema 01,01

RNy
(e d) aleg ¢

(e Ul Ld) sie
VNP  S0V

¥vid

¥

¥4

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

5756

WO 2018/182935

(Z "woD) mwm DIE 003 doviuT)

«.ﬂm Vil . Yol |
7 “ mmﬂ_‘wowumwwov «mow_‘u_‘ . om\ owwo_\qor qom\ mw
,N mv
e o
b e i
5
) aen 220 e T d) aen 220 (ETEE)
LY oLy 50Y
v-47d veid Y114
7104 804 OSO:OJO:E 210 g0F 0L 401 <01 40 r 7,00 ¢01 ¢0} 01 ¢01 04,0}
wim
XA, |
o !
T ﬁ
b=
)
i %80 i 1
(e urld)sen ¢l {le ui i) ojen ¢ (e urld) 2wy oL
0SLdD LY HEZY 04 auzL 1 60V
¥ei1d ¥l «. E

2104 01 <01 401 (01 701,04
%L T
1 = 20)
0L m =
A o [
| 0 & Nij
01 0}
Q\um% | %SO %20 | %S0
M- | Ini08° M Y
(e udj = G
02LdD LY 8211 80

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

6756

(€ Ju0D) Az 'Ol

aoF dovidi-

¥+ 1d
(04 504 <03 01,01

»,0b 501

MO T ID

(EEPEER)
4043 ¥V

Yol d

) @:O A e

Py

L

1D

T mw

70y
1

m,mm._\ @szom\ vm_ ¢

%S ¢
|10

(e L) &mwﬁ ¢l
0¥

0

¥

}

¥ild
c0b p01 (01 201

¥id

201015010101 01 01

, %G T
0id) @e9 HIERE
24 £0Y Y 70¥
¥-1d | ¥-1d
1010001 o010} 001010 00

¥rid

m0<
¥id

01 01201 0,01

¥id

mo{

R
20

o2

~r
£ O O

2

o
2

[i=JinXs]
<>

r~-

¥iid

. Y414

»0b 401

¥
01,01 01 ,01,01

fleurid m‘m@ ¢
Lo 1feu 1oy
Y14

2.0} g0b 50101 501 101 01

A

7
4

[ T 2]

<

i
I3

01 0}

%0
410

e U d) m,mmv

L0y
¥
nu:o?oﬁ ow 0

986

(9]

o T o

2

0
i
0
O g
0b % oypy
0
0
7,0b
i
if
bz g
0 £ wody
0
0

ao3 1¥L 1

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

7/56

(¥ JU0D) Az 'Ol

aoF dovidi-

vl
2100 01 010101 0301

&

\d) 21e9
g¥¢ 80v
¥

0L 01 01,01

¥
L0000

4, Em

Qw L0
Y
v@ow mow wo_\ mo_\ uom\ @«

£,0)
LOE 0
o0
- <0
%l [ WBIULE o)
HO-LD ,5..5;&
(e uryd) s &4

L0V

¥l
2 0L DL L0

(e Ul d) 21e9
L0v

¥vid

¥-vid

¥

ol 501 408 0120

¥

<mw 50v

¥

L g0b <01 01 (01,01 01

&

¥4

.
51
—
[
€

ML

ATPEER

S0¥
YT
01 501 01 ;04 ,0}

CE SR
SOy

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

8756

WO 2018/182935

(¢ "WoD) mwm DIE 003 doviuT)

¥-id
7 E%fofofg 9 Ob

¥4
N_NQ%IQ:OTE 8 0}

14

~ i~ o
3 3 .
7 o ,.HJ i A
NAFLD N0 ﬁ: MDD wo_\ow
HNESEA (e urd) aen ol
¢ w.maw LY HET OLY . “mma %<
oeg%?ore 0l 9 2,0 %:gse;a:?g
o o
- k.
%0T
HN-LD
(Ife i
:<
v Y14
204 01 (01 401 <01 201,01 71 Hmurnovqoﬁnawmmwfov
} =0l
b T
L& = 0 =
l 0l
} o0}
0l 0l

e Ul d) sieg L (el jd) sen ¢4
Wy Oy 8OV

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

9756

(9 Ju02D) Az 'Ol

aoF dovidi-

7

e Ld) %w f

H0dd ¥V

L 0,0

¥
10000

,_:,Na o

010 01 0101 0 0

-

|10

(e urid) aen ¢4

HOd3 ¥GY

¥4 1d
)0t 010101 01 0

Ul d) 8en ) %@
ZoYNSI S0V LUYN4L 20V
¥l id ¥ 7d
| Gwnowvgvmgvucw mavwafmormaw

¥

r

!

!

)

!

] 0 %8l %S0

o g, WD N0
MIMETL R (e urid)spes ¢
 ZMVYN4I S0V LMYNLI 20V

("')N
o oo
M = =S ===

2

=¥
(o)

[Xp)

Lo

“>

Viid

YV

¥iid

2,04 01 601 40} <01 701

-
19

i
“

0 401

Vi1
<0l 401 01 201,01

A2
Y ¥

[<[AN3Y;

0
0
0
0l
0
0

sl
d10

(e ul L d) 25e F7 0

THLO LOAN 10V
¥ il

%90
[= [y,

/
I

0} 01

e
THLO LOAN 1Y
VI
01,0k 01 01 0

%60
D

0/ j
\or

n-L0E¢

eurd e ¢
THLD LOAN 10V

¥id

ol
LN

ao3 1¥i

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

10756

(£ 3u0D) Az 'Ol

aoF dovidi-

vl
” OJOE:Q

~—
L]

2

e

o 2

~

" gk sov
RN

20 04 <0101 <01 703 01

%L | %0 6SE

yTd Z0F

¥ 1d
.01 o0k 01401 01 01,01

id) siEg
auz1l gov

0

)

¥l 1d
xéé

q0b <0 20k

e U idj =g
90 LY
¥

2100 @9 (01 501 01 201,01

120
e |d) o ©

00

20 LW
A0

¥

7104 0b 01 Db <01

%60 %S0
HO-LD LD %w
e uryd) =es 24
99 L0V

¥vid

.\_.m_\ wam o0 vQ

q.ﬁm
Q Ot

%mﬂ_ mo<
vl
Nu_\ uo“ 0} wm» mo.v aow om\
%Ll 9
"0
\omw
4120 T
(e v id) mjen &4
VL 60V
«.ﬂm

(03 01,0101

%6 C
HN-l0

(i
WHELT S0V

¥

vhirT GO
vl
& o:o:oreé__e

&

51
=
B
IR 0
vy S0V
¥
01401 (01 5010}
0
______ 0 =
0 £
<0}
o0
e urld) sen 220

Py S0V

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

11756

(8 Ju0D) Az Ol

aoF dovidi-

¥id

70 meorvuwﬁUPmor 0}
o1 =0l
: moe
0
_ EcOb
- oEe
T 1) e 220
0ShdD LY
. ¥ d
7,00 o0b 01 01 £01 201,01
0l
20
(0}
,0l
0}
% AR 0
HN-Z0 M [14%1- 8
(e 1d) oL ¢4
0ELdO 1LY
v
7 :a:g%
)
|
|
}
<01
%'l %7 0F -1
M0 0B,

{leutid) slen ¢4
021dO LY

¥

¥iid

e d) _wwmu
HETN OLY

¥4

\E%:o:orémnw 0

84217 60V
¥
7101 01 <01 ,01 (0L ;03,01

)

4

¢

y

‘ G

%)y %? 0F .
o b0 120

{ieuw 1d) s T (e ui 1) ajey <4
HEZ DY auzl 60Y

¥-i1d

2100 01 01401 ¢01 201,01

El

G

. 9

0T e 2.0 N
MEZT OLY auzLH B0V

¥¥id

¥-vid

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

12 /56

(6 'W0D) AZ 'Ol4

A

gos doyidi

a9 4043
Y114
2104 01 0L 401 01
%80
Wi
%L
mﬁ.w
(leud) 2L ¢l
HOd3 POY
¥4 1d

204 01 01 ,OF <03 .01 01

(e Ul d) oy C1
H0d3 poy

¥vid

~—

Q01 2HYN4
¥4
m‘ 8 9;“9 20010}

mqu“mm eov
% 4
500 01 70,0

Nm«zmm oy

¥vid

¥¥id

2 0 g

Qo1 LHYN
Y1
o0 <0140 501 201,01

%6 0

Pt

¥4

EMC_:m“ﬁm@xww
LMYNAl 20V
¥id
01400 Owdof

L

Nav !

¥vid

CESREE
YN 20V

[oIi0 S sAnEBaN
¥4

210) oD 0101 501 7010

P

aol
kel

¥4

No l

b @ g
.QOF o HEZ

aoa i

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

(01 "0D) AzZ 'Ol4

gog doyiui-l

£

aoi gzl aot o a0l RYEkT a1 papl
Ve Y | VI ¥
70} 01 0101 501,01 01 59%:0?2 01,01 :52,0:9 000 08010000101 01

;\.

13756

WO 2018/182935

Y110 L g
0l m !
=400 £ 400
- o0} ‘ 5 <0l
%'} ol %80 %S LE oy %L} %EVE )
SINES) E o, B0 0ET ) D M0E™ 0
(e E5 21 e d) s 4 U id) aen T EIIE SR
quzI 80v 99 L0V YHEL 1 90V Yub S0V
¥} ¥i1d ¥eid ¥-11d
210 01 <01 401 (01 01,01 2,0} L:o:emo:e 8 | N,F_Q%;o:?am@:& 7104 01 0L 401 <01 /0,01
0} -0l 0
0} Ol o £l o
0l O T 0 o
ol w7 wes ms : 0}
ol % % -
N0k _09 RI1RAY 00 Qow HLD 10108 wowv
{le U |d) seg ¢l id) ajen ¢L {leur|d) sy ¢l
99 L0Y ML 90V b 50V

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

14/ 56

(11 'WoD) az 'oi4

gog doyiui-l

F-3

aoi ogdd

¥

N\Gwo@wmorwowmowmu_

uow

F

o

(e u id)

¥

] %a
0eido LY

S OJQYOTS 0b

P

%t
n-t

8
D

U w0

(leuriq) seg ¢
021dO LY

091 46z 09! 19871
«.v@m | v |
gwd
T
il R il
N - =
b3 >3 e
w %) _
leilg T
o NE G
71! 60V
q,wém
210101 01,0101 01,01
.
-
B
CE .
. pEY
o ) s L0 ATECE
¥EZ 01 auzl 60V

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935 PCT/US2018/021301

iL-1R1-EPO-R
o
«
=
iL-1RAcp

110410 10su

0ELdD
HEZ-
gyzL-
gyz-T
A

oHEL-
DHP-I
dod3
ZHYNA

bedwNgl
(0410 16su

L-1R1-IL-2RB
IL-1RAcp

FIG. 2E

iL-1R1-gp130
v
0
=
iL-1RAcp

b YN
0410 1Bsu

10€1dO
HeTT

[ 9HE LT
| guz-)
12A

L oye L)
Poerac
| yody

| ZAYNAl

bYNGI
| 10410 168U

IL-1R1-IL-23R
IL-1RAcD

SUBSTITUTE SHEET (RULE 26)



16756

ﬁﬁ@ \\\\\\\\\\\\\\\\\\\\\\\\\\\\\M

Ks S FA R LB IRy

(1 'woD) 32 'Ol

L
-

CAYNGIF L AT

SUBSTITUTE SHEET (RULE 26)



17 /156

(Z 'WoD) 32 'Ol

PAVNATLLTH

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

18756

d¢ Ol
vy Ve L 14 vi A
e MOAT e WO e M E e MOAT e WOET
mow@o?o_&awmormg \,mmeTm?ow owwom\ mw@@rmmw%w%rwow 1016016010101 204 ha_m‘@omwmmw @‘%59
S z0L 149} 0L
39) 0 £0
<01 _
Fy0L
S ]
- e ozt o sl
Yol L %SG L LOE,01 %ESs L %8L
b4 e L 14 i W
e MOAT e MO D e e ek e
0401040101201 ,01g0Lc0L,0Lc0L201 \ov%?mwwowmowmof \mw«mfﬁwmwmﬁmow hmwmﬁmmwwmwmmwmow
| £g Fe0L[Ive oGz Z08E ;01 €L TgoF
€ oL 2 ¢ Lol fE
wvom\ w.n.vaw n.
0L |- EcOb I F
. 0L . eegpelbl 296E
%8S Y E,0L %be'G %466 LOE 01 %CG¥ LOE

eI T S g o |
OO O O o O
Ll T o

VN

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935

IL-1RAcP
IL-23R

IL-1RACP
IL-12Rp

19756

iL-1R1
PSTAT3

PCT/US2018/021301

Tyk2

v dyz Ll
ve duz -l
vz guz -l
vi gzl

duz LI
v guz -l

e guz -
We duz i
i duz -

gz LI

SUBSTITUTE SHEET (RULE 26)

FIG. 2G



PCT/US2018/021301

20/ 56

(1 'WoD) 92 Ol

WO 2018/182935

vZ Juz i Vi guzi- i Vo gyzi-1
V-1
M 7,00 o0} 04 504 0L 200 0L
| 20 o T
K & 2 o
© 52 £ o
I p= > $2
<0} v
o0l H
20
vZ Juz i v gMzL- i
Y114 V=114
7100 o0k 01 401 01 201,01 7201 g0 <01 401 01 201 101 7
o0 0 oKy ooeE 10 _
uHo - MWD 0l = - =
N 0L & 23
> or > > 3%
4 o) 0
04
%9 %E | «\o\ooy_mmm 901 .,w
HO-LD NO-LD NLOR o

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

21756

(Z 'WoD) 92 Ol

vy g8z~ ve gyzi-
v-11d 4@@
7,0 wow%_\vo:mvmor é

V¥id

vy guzi-
V=114
7,01 ew <0b 01 £0) 701 01

0 ~O
=
<

Yiid

%8
LD

%8y

sk

Vi

Yy id

€ HETM

. TRZLH

dIVHL

dIvA L

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935

iL-1RACP

iL-1RACP

22156

hld
=
&
.

L-1R1

v guz-1

ve duiz-T

vz guz-1

¥C

v duz-

guz-

v duz-
ve duz-

e guz-1

IL-2RpB

Vi guz-T |

9&2%5%

SUBSTITUTE SHEET (RULE 26)

PCT/US2018/021301

Tyk2

FIG. 2H



PCT/US2018/021301

WO 2018/182935

237156

vz dyz-
¥-i1d
7,00 o010 501 04 701 10}
LR " 01
wmow
501
<01
%S¢ o0
4o 00
Ve guz-U
Y174
mmofmovmmwwwwm@wmawrcw
ok.,.N m\ ..... ”H” —«Dw
A 1LD - 01
£e0l
$01
<0
| g
70}

Y¥id

¥¥id

(1 JU0D) HZ 'OI4

Vi guz-
v-11d
7200 o0L ¢0L 401 0L 701 101
A TE L0
NI E o)
2 L
¢01 N
pOL &
- 50}
%7 1 et 401
N0 -8 °
7104
vi gz
¥-11d
-
™
B
>
%7 | %SUEG0L
LD D
7104

Vo guz-T
-1
7,00 o0 0L 501 01 201,01
A T T
4D P
L g
5 %
0
%72 H
Ao
vo guz-
-1
[
—
T b3
» AP
TN
%«d

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

24 /56

(Z o))
v dxz-
v-171d
710k 01 <01 »01 c01 201 10 4
imimlminbmls o)
L0 b THDE 01
. T OB %
<01 .
y0L P
<01
%9} 30l
UN-LD 0}
vy guz-u

v-id

Yiid

HC Ol

Ve guz-T

¥-i1d
0L g0} c0% 401 0L 201,04

T
4T

/
.

Vi

Yy id

sA
AL

oV L

SUBSTITUTE SHEET (RULE 26)



mmmmm



PCT/US2018/021301

26/ 56

WO 2018/182935

(1 'Wo9) 12 'Ol

Vi dody Vo yody
v-1d -1
740 7200 901 ¢ o_‘vm_‘a@_‘mo:g Nr.o_\ mwm?w@lmwvo:@w
ik a— o\a@m ................. 4,01
NTD MO 101
il il Wlm
~ N e B
b > y0L =
<0}
07 ‘ %L 7 %20, 1 %SOk g0
10 LIt 3 (10 LD -LOE o
i &L
v yod3 v0 yod3l
V114 V=114
2101 01 01 401 01 201 40} 2104 901 601401 601 701 10
_ eoas 10t A k10
- HT1D TIOR 01 ¥T10 -
' ol & Y
;S ;S >
»01
A <0
% 1 %0SHE o0l %z | %LSIE o0 %9}
LD 0108 oy LD L0 o 4D
'L 'L

s GECH
a3y

SUBSTITUTE SHEET (RULE 26)

- ¥0od3
oVl



PCT/US2018/021301

WO 2018/182935

27156

(Z o)D)

v Hodg
v-11d
210% o01 <01 501 501 01 L0
UGE %k
REgls, ;
%20}
uN-10
v sHody
v-11d

10}

101

4101
¢ 201
" <0l

501
01
o0l
7204

YPid

Y¥id

P

I¢ 9ld

ve Hoda
v-11d
00505108 501 200 10

EReE 0
Tt uﬁ 701

Yyid

<0

S gonba0l
1010

70l

Y¥id

< HET

SR [

43l

oV L

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935 PCT/US2018/021301

28/ 56
Linked cytokine antagonists

= pSTATA] = pSTAT]

1507 |pSTATS 150 1-pSTATS 150 4j-e-pSTATS
5 -pSTATE %g wpSTATE o
@ < 8 5 o
3 Bl e
a~ : o zg N
10-8108104102100 102104 10810610-4102100 102 104
[log nM] [log nMj

FIG. 3B

Boone
<
‘fg_ 1-o-pSTATE
= 2% i o . A
1081081040210 019
[log nM] f[log nM] [log nM]j

FIG. 3C

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935 PCT/US2018/021301

29/586
8Y2
IFNAR2 ELQR@% {
= pSTAT
p 150 160 11o-pSTAT3
< 125 125 1}-e-pSTATS
100 100 1}o-pSTATS
2 75 75
2 50 50 !
Zg =l B el : | NP A ol S . B 2% e - **
10810-810-4102100 102 104 108108104102100 102104 10°810810-410-2100 102 10
[iog nM] flog nM] liog nM]
FIG. 3D
IL-2 + iL-4
apSTATY

150 7 |o-pSTAT3 .
e <+ pSTATS
< 100 -
0
n 75+
2 50+
25

10-8 106 104 102 100 102 104
flog nM]

FIG. 3E

iL-4 + IFN
= pSTATT
150 1o pSTAT3 .
125 Al pSTATS z IT. %
100 A7 PSTATS ¢

75 -
50
25 -

% pSTAT

O...
10-1010-810-610-410-2 100 102 104
llog nMj

FIG. 3F

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935

PCT/US2018/021301

30/56

Time (min)

7y ISTATT Y701
STAT3 Y705
STAT3 §727
STAT4 Y693
STATS Y694
O ISTATE YB41
AKT 8473
GSK3B 59
an & o [p70s6T421
s o |RPSBKAT S380
@ « o o [TSC2 3839
RPSE S235/6
RPS6 5240
RPS6 5244
P « o SO |[debpl T37
NFKB 5536
@ o @ (O [HSP27 515
@O o © & |NDRG1T346
o e @ MYC Total
R S o0 |AMPK 5182
©® ® ATF2T71
FIG. 4A

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935 PCT/US2018/021301

31756

\STATo Y641 HSP27 §15)
‘ | AKT 3475

FIG. 4B

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

32 /56

EIpSTATT EZZ pSTATS 5] pSTATS

AR pSTAT5 [ IpSTATG

. 7.7 47 £ 7 5.3 - o . U S S .

7 \\?éqs\k

CAS

LAS

Nl

/N al
wmuwm»__wmmm. wm«wwmwm, z-ladng

UCHEBARDE JYIS % SARE|ISY

FIG. 4C

FIG. 4D

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935

D4T effectors
D4T naive

»
D 7w
=R
%E‘*

-
&

@ 3

D4T Central memory

33/56

& 5 e

5% 559

=R EER ®

Eg—i ) gg& o) (&)

San o R .

20 L8880 EZa O

Sx0b0d2EJE: ELOLT

ESnCESdeT C5905
%) e

=F T b e+ T EET 0

LN ROO VS ST C

aYalaYalatatatatats iR laN - Tals

OO0 Dz

i Plasmoblast
1bC

PCT/US2018/021301

FIG. 5A

mDC (CD11e+)
DC(CD123+)
I DR+NK
CD18+ NK
CD16- NK
1mono CD18hi
mono CD16lo

Hogd
%d=ad
91lvlsd
Glylsd
¢lvlsd
pivisd

Hogd
Hi3d
olvisd
slyigd
clvigd

Livisd

Hogd
*i3d
91lvisd
Glvisd)
elvigd
Livisd

Hogd
#igd
91v1sd
Slvisd
clvigd

Livisd

Hosd
Hd=d
9lvisd
Glv1sd
clylsd
LLvigd

L

SUBSTITUTE SHEET (RULE 26)

-4



PCT/US2018/021301

WO 2018/182935

34 /56

dg oOld

&
d
O <.

Mu J—
- O
PO Meny nod = =2 =

r <

0]
QO—m g R o= = O
PO UM h=0r b= S0mmBmr BOTOMZZ0 S0 T oL 20 Njm =g T
VVVL@:ﬂﬂ!@ e O =g Z6 O Trob = - s LV L ) o s
2 O TS =G s s A OO Z OO M T O OO Gy~ s o 2 T BN
R U s Z 0 DS 0 B O T 0 DTG AT B 000 B TG HD OB T 00 2 e 00Oy £ i D B B 2T

............. LS T W T T U S |

244004

NE 1

T S T T W TN W S T N RN S N W |

Z-1adng

uoianpuj picd uoiionpuj pjod

uchonpuj piod

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

35/56

("JuoD) 96 'Ol4

i) 83 - ) .
f ] . — <7 G —O -
M M ©3 . o & 0
gy B LS VCES WWEEZEE Gito — S T q....EqEEZuLEiauia e o EGMLJ.:!
RO ST 2 P e e Oopm e UODBOMZZ 0y OOMTEZ O 0= e TGS VIR pa =ty § v () NN
ZE P Homi e R T E N o OO Z O T I O NZ G AN Dl e Z s P Sl s

Cor= S Z OIS XA Z GO TGO Oy R B U OB o SO B U UG RO U P O Z 0 G 00~ GO G I T B g

ag9490d N
zz-l B\

L
LAS M L

o

uonInpu| plog

uopanpuy plod

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

36 /56

06 Old

8edo

188j00Wse|d

¢0L 201 01 o0L0

1.6100
8100

¢0b 201 0L 4010

L.v00
yQo

£01 201 (0L 0LO

566

sudoseg-uon

A{O-VIH
c0L z01 101 o010

A
+8800. 40V TH

L+¥Q0
£dd

g0 20b 10F Q10

5002

00V

008

sayAooyduwA
yibua 180
¢t 06 09 OF

0
;wQ 2 3
prd
Al
o0l
01

AAAAAAA o
O0LE
[5]
“NOWW
g8 FeOL
SAEN Jopayd
1700
¥iao
.mﬁwmmw 10V o010
o0l
O
oty
01 @
) TEO1
spydoseg-uon
ZvnNa loalcs i)
$0} 01 WQ 0L 0
Jsed, Jacd i L] [TTRTTS
A _ )
Lol
SR
-mmm‘m.
-
-mmm\w
)

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

37 /56

Gl
S8IA00UOIN (1401

a2

S3IAD0UON

SLLA0
¢0l 201 101 o0

05y
ogu

10

Jqd

od

('Ju0D) 06 DI

HOVIH
eQt 2QF 4Ob o0bO

'y :
NGV TH

SR — |

HN

by

m.mm 70l
Jowsiy,. Qb vl
Kiowayy payoymg e0
sfigo g
Y IH

<0l

1OL g0L0O

Ty o
+8500: M0 Y H

JSNUUEVERERUINERIST SISO |

1.800

¥eao
301 ¢01 201 010

-0
001
,wﬁ;
01
Ol

sliso &

JrAQte;

¢0bz0L 0L O

L0}
Kiowayy [enue

(AL

ANEN Sﬁw&m Ol

1+800

88Q0

YasvQao

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935

PCT/US2018/021301
38/56
_ IL-1R1_EGFR
S
LR 88,28 o8
i | IL-TR1ACP 53 = G S
oo THRNT - =

FIG. 6A FIG. 6B

TPO SCF 38Y3 SY4 3Y5
- 51556 155 155 155 15 min

Kinase
receptor

Mo7e cells

FIG. 6C FIG. 6D

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935 PCT/US2018/021301

39 /56

~0~ SCF
1004 ——~ TPO o

11 Z'v L éisi“miﬁnﬁn24
10 10° 10° 10 10 10
Log concentration (ni)
125~
—O— SCF
100+ | —— TPO
o —— SY3 % % %
B 75|~ Sv4 1
?{é -~ SY5
g s+ N =
25+
0+ T o e o e s P .
w0® 0t w? 10 1t ot

Log concentration {(nM)

FIG. 6E

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

40/ 56

V-4

O S JOb, 01 .01 0 ow

ZL 9 voUE

m,m

Lz -

V-4

N.mo.,w @Em@w%wmow ,0b E

Hod3

L0101, LiG

Yyid

L Ob

o

Z'im OigOL

OF, 01 0
vyid

b

Z'LG

49 9Old

Y-iTd

S O o_wwowmow 01 ow

duz-1

V-1Td

E E ofow 01 0l ow

GO 010 iﬁ

Yyid

agm

%8 VEE “o
10-108 =

Z'i

SHVNAI

B 2= 1 |

Y-¥id
7,04 04 01 O 8 A ow

;040401 iﬂ

Yy id
HA40T OV

g

AV .m._u.« £
AT AR
LD T108
%GE
SN0

V-1

»,0b 0 01 01 0L 0L 0L

,0F 08010

LHVNA

7,0 OF Ol

7,0 04O

Vid

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

41/ 56

gL

il

("u09D) 49 Ol

V114

,S E awwow%wmofﬁi

¥-1"1d

0l wacwwowm@wmow 0l

N B g e Qﬂb
£
= m
s
-
= mg it
=N
55 m'ln

PRHEL-T

gl

A

bl

L E

»cm\ 9 O

¥

m.wmow 01 om\

,Oh 0, Liﬂl

01 00 01

vid

H4D3 dOVAL-TH

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935

PCT/US2018/021301

42 / 56
3000-

-o- 5CF _
= -0 SCFA + JAKZ2inh
i 10004 _I.B
=
=<
Wi 20004
£

o] N— — I I —
10° 10° 0% 10? 1w® 10°
Concentration (nM)
2000-
-0 TR
~ 15004 |-0- TPO + JAK2inh
Bi.
£
= 1000
[E1
0...

10° 10° 10t 1w0? 10° 10
Concentration {(niM)

1500-
-0 8Y5
= - SY5 + JAKZinh
i 1000
=
-
5 500
O...
10° 10° 10t 10% 10" 107

Concentration (niM)

FIG. 6G

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935

43756

Time (min)

STAT1 Y701
STAT3 Y705
STAT3 §727
STATE Y694
AKT 8473

AKT T308
GSK3B S8
RPS6KA1T 8380
RPS6 5235/238
RPS6 5240
RPS6 S244

p70 56 T421/54
mTOR 52448
MAPK3 T202/Y204
MAP2K1 5288
MEK1 2 8221
MAPZ2K1 5222
MEK1 7288
p38 T180/Y 182
4EBP1 T37
EIF4EBP1 T36/T45
EIF4EBP1 TE9
EiF4E 5208
PLC Y783
PLCGZ2 Y758
LCK Y505

SRC v418

Btk Y223/Hk Y180
FOS 832

MYC Total
CDKN1A Total
FOX03A 8253
RB1 8780

RB1 S807/3811
WIPF1 $S488
BAD S112
BCL2 870
PTPN11 Y542
HSP27 515
PZR Y241
CREB1 S133ATF1 563
ATF2 T71
CRKL Y207
NDRGT T348
CEBPB T235/T188
Histone H3 T11
AMPK $182
PTKZB Y402
MKIBY Total
CCNE1T82
CTNND1 5268
PLK1T210
PRKACE S114

SUBSTITUTE SHEET (RULE 26)

PCT/US2018/021301

FIG. 7A



PCT/US2018/021301

WO 2018/182935

44/ 56

d. Old o e e

s

4174 XD 75 T i oo o §

-, B

I A N )
S AN N
P B, RN N

7 T . Y

< v E N

GAS &
O&Pﬁm 1ILLIHD }Wff/?-zzﬂ/z
4088

- NN N 10 WA S

A = oo S

A I . W .
3 11
AT N, WA TN Y . . N
o, RN

0Lt IXd

29 LANDO

ZovA G2MLd

L1} €H SUOISiH

apel LOMAN

VAV Z2ALY

(L¥eA) ¥Zd

ZPSA LiNdLd

-1 18S/2088 18X

€528 YEOXOd

QLvA DHS

B8GLA 290 1d

6028 Ipdid

SPYoCl Ldadpild

- CACAYIN CCCS LAY

-86ES LACHYIN

{apresd) yolw

-PPEs 98dY

9€Z/GETS 98dY

-5 8EMSO

-ELPS ANV

LELS CLVLS

Q0L 06 08 OL 09 0% OF 0€ 02
ieuBis sangnuIng 9,

Gl

L0ZA LIVLS
0

FLLS 9OvMHd
8928 LONNLD

1210 9N

2918 MdINY

881LYSEZ) 54930

L0ZA 0

£98 141V €ELS LEIND
G18-/ZdSH

88%S L4dIm

088 18y

{ogL Ad} ez Ad} g
SOSA UMD

£g/4AL d D71d

691 Ld83v-II

LS} LOgey

Lzzlesdz LyMAan
IMAVYIN #0ZA/Z02) EXdYIN
plagd+ LZpayid gs oud
OPZSs 95d¥

08€5 LYM9SdY

80€1 LMY

6894 SIVLS
GOLA€IVLS

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935 PCT/US2018/021301

45/ 56
. 800+
L
% 6()0" % 7
% \ ‘::15 .TPQ
S 4007 N N /A SCF +TPO
o MU
O 200- A N svs
e % 5
a ZI
0+
-
Time {min)
6000
& 4000+ N7
=
= "
2000 \
Z
Nl
0 ; —
0 10
Time {min)
800+
£ 600+ 1 .
2 | f
| R
B 400 LN \ \
“é_ 200+ a N X
\ :"3' s, 7l
0 ¥ ! i
0 10 60 120
Time {(min)
FIG. 7C

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

46 / 56

Buipuig A408 01 SauUOIAD Bunjuim

sSsUBeYIUAS JUeWl

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/021301

WO 2018/182935

47 /1 56

6 Olid
[y Boy
me . o0l g-0t OW-QH..W\ 501
-G2
05 3
LivisSd*lle, @
ARTE g | PO
glvisd-e -
glvigd-e- |9t FHT
- 051
DUPTUALIS 2T
[y Boyl
mOw. oL .m,mw | m_\-Oow g0
T e
08 3
| |LiviSd*ilg; @
......... S TR TR g | P~
L . b Glvigd-= ,mmwam
51018034 supjoIAD olvisd-~ oot

Buipuig A40s 0} saupiolAo Bupjui A |

'suediolunos 1M syl ueys saold

WA
clvisd
Glyisd-o
glyLgd -

-
fmu Boyl

o014 m,Ow o101

WA e
clvisd=
Glyisd-=
glyLgd -

el

UOREANSE 1YLSd JusIalp SoNpUl sUNBYIUAS JUBWILY

0
o
vigdy,

001 2
521
L0g1

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935 PCT/US2018/021301

48/ 56

Trimeric synthekine exhibits a different signaling activation
profile than their wt counterparts:
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Trimeric synthekine differentiates monocytes into
an uncharacterized DC population:

Stimuli
adhesion
K , ﬁkMHC%‘CDAQ‘WmQ%ecuEeS
ACD80¥phagocytosis

CDB6motitity  Achemokines
. o Chemokine ,
Mreceptors  Acylokines

CD40 CcD14
15000+ N 50000+ &
o s 2
- 40000+ * . o @
10000+ - 300001+ & — =
50004+ o  ° - 2 © 200001 ° * ’ ’
o = ¢ o 10000
G H ¥ H 11 H ¥ 1 O H 1 ;’?ﬁ ] H ] H
YV, S v 22 Yo S
O VLRI P NERITE
.‘.\.}‘?"Q & o @?" &
SN 0 TS o
SO SN
YW ACS Y
S T W o1 C— e GM-C S F oo
cD8s cD8o
15000+ . & 800- &
100001 N it I
4001, v T g o
5000+ . 2004 ® P
N S 0
) NV a? G NN AP
Cg LR P NELL
K K K ETEK
< \;?“(:@\fﬁ(\é o @ \Q?‘( K\gﬁ\ &
I P27
NS A
e GM-C §F e ST 1 Mo Y f—
FIG. 12

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935 PCT/US2018/021301

51756
Chtc 3 PDL-1 3
30000- o 50001 .
20000 ., . 4000+ . o
e B o © s & v 2 o
10000 % ®* M 2000 %% ¥ * @
0@1 (1; 3 ] 3 ] ] G@I‘ r}; L] | 1 i) ]
D&l o bR v v a2
e NGOy O SNV o
K ST R T«
S Y O N A
SN S EK
AR SGT 27
NN VN
e GM-C S F e e GM-C S F e
CcD209 b HLA-DR b
25000- 15000~
20000 s _
15000 - 10000 . g
& o]
100001 4y
5000 d
+ 5 Bp V7 & O
Q H ) H 3 H ) L
N Q‘Q‘;@\;@Q‘
7 SO, F
PR 27
VL
———GM-CSF—

FIG. 12 (Cont))

SUBSTITUTE SHEET (RULE 26)



WO 2018/182935

PCT/US2018/021301

52 /56

]

v

Trimeric synthekine differentiated DCs exhibit high degree of phagocytosis:
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Trimeric synthekine differentiated DCs exhibit different differentiation markers:
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