PCT/US2021/034599

WO 2022/015423

1/38

s
A

1 VRYONSOLID
T dOREI00

T {8403A

T84S

T uvdi800

T UioBieE-dld2900

+ RYONGOLT0
+ EURBI0S/G7700
T dIRZI00

+ S

1 uonesayiold

+ OB

T &R0

+ dvdM/800

+ W0BRS-3H7900
+ VOIS0

4+ 1054 80881 7810

dVH

tode

FIG. 1A

1 UnpoibaURI iy 10
T HRYONSL0
1 HdOWE100

R



PCT/US2021/034599

WO 2022/015423

2/38

s
A

+ UCliEis
+ Riooioiky oled
+ OIEIN0
8N
6500

+ UIo88S-3/H7000
0800

0800

T LdORTI00

04

W owdl

+ede- NS

184

173068

13504

T ede-
1EIR10K0
16900

USRS 379017
100

10024 158117100
+ UPROUOGLION 100

FIG. 1A
CONTINUED



PCT/US2021/034599

WO 2022/015423

3/38

BrdT

060
+ A1)
+ HIVONG0LD0
+ SR
+ N0

+ uoiese

1 BUCE-4N S

1518

TR

A8

TV

! w$ DRIIRG
1

0OI0M) DN

04 190§

846

FIG. 1A
CONTINUED



WO 2022/015423 PCT/US2021/034599

4/38

lssue Faclor +
CDBTIPAR

{
i

4

FIG. 1A
CONTINUED



PCT/US2021/034599

WO 2022/015423

538

HDF3CGF

s
A

1
FETE110
LR 010

T @ Ao
e

+ | uabeyon

1 VOIS0
1 IONS0ICO
1 I-dONZ00

CASI3C

s
iR

A

I610X0

E00

1 g% ~

oy wnisg

1 doeiayolg
Frid
H801
HHI0T
e
LG
L9
FETRO0

FIG. 1A
CONTINUED



WO 2022/015423 PCT/US2021/034599

6/38

FIG. 1A
CONTINUED



PCT/US2021/034599

WO 2022/015423

7138

siL-10

s
A

}oudnaus
TS
TOFI8

T 500

T Eyde
T8 110X0
16300

+UP9RS 37000
10900

1 ,W..%o?@g@
18y

T HINET00
T hdAlL

T m%

1 i

+ 10030
T8III0XD
+ A sbeon
+ i ustele)
+| uabeyon

Kl

EL-dWETI0

s

FIG. 1A
CONTINUED



PCT/US2021/034599

WO 2022/015423

8/38

1 [
<=
=
b
o2
=
[ Bi.
= &
= 5
o> €

W o2 e T

AN p

L Z
Y
7z
%

-
TI
O T O T O v - oo
:nglnhwrﬁ,ﬂﬁgz zﬂﬁuﬂ\énﬂﬁlm S D e O O3 D

o_m& %._

T 1IN0
A0

S
Tevdn/800
FUIRIBS- 900
HAUYONSOLAD
HEUIZ810397100
+ w-&uﬁ_mwfx
M5
Uoleiagoid
+HlYH
+I10X0
ALY
+a¥d/800
LUBOBRS- 37600

Vo

+FAYOINGTO
HA0RE ansal] 771 (10
+Unpowoqwo [y 00
+AYONS0i00
+AYIINGD0

FIG. 1B



PCT/US2021/034599

Hhiowoit) Jad

= 19100
= L38T0X0
s 2 16900
= 101598539790
= Lo
%3

1 I-dONII00

/38

g

S 1 M

W .g%mm,% 1S
84S
._.mma%

:m&m 1
1878100

16900

USRS A8
fo
Hoge anss 7100
HUnoouequal G0

+HRYOAS0IT0

WO 2022/015423

FIG. 1B
CONTINUED



PCT/US2021/034599

WO 2022/015423

BT

s 1.0 1M Compound 1

o
-3

2

tttt1ry) Z

i

4 _m,})

h
THAYOIRSI0
TIRYONS0I00
TEUZEIO/57100
ThdIRITI00
e
7918
TCT8
4078
VL8
+90; peislosg
Thoxoo) oed
TUdBIaN0id 20
T84S
+UoEIBf0i

FIG. 1B
CONTINUED



PCT/US2021/034599

WO 2022/015423

11/38

14800
0284 083179101
+ uppatioguI il oo
+IAYONG0L00
L -ORI00

5 5 . : 3 3 g
¥ ¥ v ¥ ¥ ¥ ¥
0 XD~ D T LY
[ W
==

19
£ 8787000
F OV
+ 0BT
+ 1800
+ FHIRG00

Ly

¥

o

N6 10X0

T PHINZI00

FIG. 1B
CONTINUED



PCT/US2021/034599

WO 2022/015423

+9
+81R10XD
+ OVl 1060

+ 001 10X0
1l e)
§ uabeyon

1o
150
1503

~

NGIOX

AVJISd0

- oz

A5
1 W-s_%%@@

184S

Lo
LT
167
LG
191X
gl

FIG. 1B
CONTINUED



WO 2022/015423

PCT/US2021/034599

s 40 M Compound |

—a 330 aM FICZ .

I
Vi

== o
= T Y B TEE (D L £
SooFSALBEO=E -
P} === g s S T &S T
3 == = =X &8 T3
Z_m)_!.i E‘fﬁ g s
mL T & YRS
=2 T
55 3
L

FIG. 1B
CONTINUED



PCT/US2021/034599

WO 2022/015423

14/38

pound ||

s 10 M Com

T Budpeais
[os

1%
57

TEIE10X0
1600

T U8IRS-4/42900
10700

1 %Q%e@
T EWCEL-dIE100
1 Idoliziod

T hdiilL

TS

T 1d

11
+ 1008(]
TE810X0

A

FIG. 1B
CONTINUED



PCT/US2021/034599

WO 2022/015423

Lttty

7

11y,

Y

W it

Eotd

Compound

OuM

T FAYONS0IT0
T -dOZI00

1 Cd493A

1845

1 Hdh/Z800

T URo8R8-dldZ900
T FAYONS0LTO
+ EURRI03/9710D

+LAORTIO0
1o

1 uogesapioiy
HHOYH
+ONETON
100

+ Y1900

1 U19888-37900
+AOIRSE0

+ 108 IS8 7Y
+ UPpOOGOI /710
+ FIYONGDL0

L

T HdORZ100

e e e g g

FIG. 1C



PCT/US2021/034599

- UojIBl0l

- Aonoioi e
- DG 10X0

-8 1810X0

- 6900

= ¢ UIRRGEA00
- 070

geao

- LdORET00

0 M Tapinarof

2 W

st Gompound 1

oossocfpocosce

WO 2022/015423

\

W

T
1943

> L 73048

T 3504

- EUCE )

-8 18710X0

- 6900

- UeRg-447900

- 0v0

- 1008 9SS 79101

ekl

- UnpoWodo /7300

S\\\\

N

FIG. 1C

CONTINUED



PCT/US2021/034599

WO 2022/015423

BF4T

Compound 1

OuM

E
25 __\ﬁ% ﬂ,oh;
- C-UeI03/87700
- L ONCT00

Attt

” \\\\\

1010z,

Bt

Y

st
P e

Y

$

- BUCE-N S

O 1R

A

iw

Y

5fi papioeg
 Tiovoily %m&
. UORISI0N] 190 g

- S

FIG. 1C
CONTINUED



PCT/US2021/034599

WO 2022/015423

BE3C

Compound

OuM

THYR00
T {01084 8188 7
+ UlINpoWoqUuio 117100
T HYONS0I0

1 1-dONZ 100
e ,ﬂ&m

TV

a8

I
Todin
Thdin
118 Uelay
TEURL)
THOYH
14493
TONEIO
FETRI0X0
FOVLAON0
HOLdI0rION
U800

T YIS0

FIG. 1C
CONTINUED



PCT/US2021/034599

WO 2022/015423

VCAN-

Compound

OuM

5 % & 5
¥ ¥ ¥
B e catee

THRYONS0IE0
T 1-dORZT00
TaS

+y 00wy wniag
+UOTRRY0I
Trd

FIG. 1C
CONTINUED



PCT/US2021/034599

WO 2022/015423

KF3CT

b0
by
U pi-eude
b
FdiL
oS

FHv

Lo dn
L))
F 10N
00
+01-di0 X0
IS0

|
FHONET)
%

-dilL

$ il
185
Hig ey

T Y

FIG. 1C
CONTINUED



PCT/US2021/034599

WO 2022/015423

Compound

OuM

10udn-aus
1O
178
TN
TeUe
FOEON0

1800

d

T U830
1000

i

WyoF

;%%a
1e
T
+ 008
T

T Uslej0)
1 Usejo)

L

+ Uabeyon

FIG. 1C
CONTINUED



WO 2022/015423 PCT/US2021/034599

22138
IL-17A Protein

Wy o
Y R

logfu)
FIG. 2A

CD4* T cell viability

b
logl )
FIG. 2B

Keratinocyte viability

‘
o
>




WO 2022/015423 PCT/US2021/034599

23138
CYPIAS
A00- * I
§ 0 l
;é% 200
*g% T SO R
OuM 1uM 10 uM
FIG. 3A
LA
20- *
_
% 100+
g
)

FIG. 3B



WO 2022/015423 PCT/US2021/034599

24/38
CYP1IAY expression
- . . ,

[

(@]

o

S A
P

5 %

== N ”’L

" 8

FIG. 4



PCT/US2021/034599

WO 2022/015423

e
=
=4
=
o2
<>

e e

Days

FIG. SA

“nww“ [
S

G T2
N

3103 [RONI)

YUYV DY

v

T

FIG. 5B



PCT/US2021/034599

WO 2022/015423

Skin Clinical Score

G & R - b
/s
/s
/
/
\\\\ . D
\\\\k\ 2 o
()

4 e
B

Y LD
2 M2
Y =l < -
SO
g
—
f H
<2 <
: v 7 : v : : : 5 = o
[T ¥ o S SV o S o S X SR s S ¥ o S
AL S I T TR e S

81008 RO

40

FIG. 5D



WO 2022/015423

Clinical Score

<> el
<> <
P 2

=y
P
;

<Xy
=
P

25

T

PCT/US2021/034599

FIG oF




PCT/US2021/034599

WO 2022/015423

V9 9l

N fireq - uole3ade oidos punodiuon 10 (i8fem oI, SiILeH 7

o ol L A bl £ B £ £ £ L L £

Vi

36 wniag

NN e s g psioy A\

1
0

¥

o 4

L
N

L3

- HdNO

o 4 e

VEER




WO 2022/015423

00
100
00
500
100
%00
200
100

00

4000
3500
3000
500
2000
1500
1000
500
0.

PCT/US2021/034599

S

R

%& —

X —

A A

i{\xﬁi\ I

AN

R —

St -

. A

> S —
IS G ) Wb N -

\ N

FIG. 6C




WO 2022/015423 PCT/US2021/034599

FIG. 6D

150 -
0 -
30 -
30 -
50 -
20 -
15) -
100
5 -




PCT/US2021/034599

WO 2022/015423

| ¢ vojenio o8

7 UOIBITALIC) sl

 LONBIRULIC) Weslo

| yuoenu) Weald

G LOBIRULIC) tWeslo
G LOIBILLI] sl

W

| OBy Weslo

H H H H H 1 L] L 1 1

Co XD €0 =<t O D OO D = W
R e T gt e

FIG. 7



WO 2022/015423 PCT/US2021/034599




PCT/US2021/034599

WO 2022/015423

VOB LiBsi 9|
UOIRIILIO] LBal %0
LONBINLID) LWBak % 0
UOIBIILIO] LiEai %
LONBINLID) LWBak 960
UOIRIILIO] Wl %10
HONEILIG) WBSI 9 )
UOIBIILIO] Wigai 940
HORENLG) LRSI 9 )
VORI LiBain o) |
HOJELIO) WURBID 950

UOIBINULIO] LiBai 0|

-t o

(B9t jop-¢ | -auszueg

feg-tjounbost

)

.....
b

f

<

doidosi7

FIG. 9



PCT/US2021/034599

WO 2022/015423

34738

o

U0

N0

i)

ieh

o6

%

i

a:‘

,

FIG. 10A

S § | uoieiioy e0 95

 uoepuo) B %)

y UOlEPo) B %)

FIG. 10B



PCT/US2021/034599

£3 o~

Time {1

FIG. 11

WO 2022/015423

7 7 7 T 7 T Mm L
<>

T
(Ko o) L o LD <2 LN gp]
o [ae) fa] g ~ —

{6m) joip-¢'|-auszuaq(i-£-tjeuinbosi-c-iAdoidosi-7 Junolsy



WO 2022/015423 PCT/US2021/034599

Tire ()
FIG 12A
10003 g Rat §C

i

Plasma Concentration (ng/ml,

Time (hr)

FIG 12B

1000 ; Rat Topical
= 10
=
& o)

003 6 9 1B W N %
Time {hn)

FIG 12C



WO 2022/015423 PCT/US2021/034599

1000000
10000
= o0
E i
)

|

0

Time {fr)
FIG. 13A

100000
{00000
10000
1000
0] &%y -

0

Skin Concentration {ngig)

Time (hr}

FIG. 13B



WO 2022/015423 PCT/US2021/034599

100 20 0 00 -

200 300
Penetrafion Depih {wm)

FIG. 14B



