AMKRZRHERE BEX A AT VA RZEE 22—




DR }EHJ"_ 94T=\=V/§E'~J:é¢ﬁ=

19684 At LM IHLT, IBEIE. BRIsDEN. =

RDEN.IGEDEREET HEAMNEKE

NAZSTARAAILIZPCBAYEALT=,

|\

%l—

_Lf:o

SHIT . PCBOMEBASNTH (AT UEEITEIEL.

FATX L UHEICELEPHEZTELTINVS,

TE NREEIER. 2023



ADZB/R . FERRIEKFZZENR

Aryl Hydrocarbon Receptor (AHR)

NARZHE - F A4 XL PED R

AHRDBEZHAE I DEFICLHEEE

AHRIZ KB Z R Entts D fZBR

AR

RIETEE

BEREICHITHAHRDZE]

REDEELIBAMETHAREMBIZHITS
AHRDBEE(ZDWTHEEITO,




FrE— M EE%-EROREICEEEEXS

AHRO1ERAYE

ik

&=

RIEBEME

TCDD (X A4AFI )
Cl O Zl
Cl mﬂ:@ﬂl
SIRFBEERRIEKSE

AR AAHRIRHTEE

2— 55 N)TrI7oBEYME
H
O—J)LS—)L OHC

N
KEMEF—IL C
® §_J

/ESAD

HO

IZ




B IS E L WE AR EMIAOAHRE EHLT 3 H

| | AHR

EE R



Aryl Hydrocarbon Receptor (AHR) D ;&b F ]

st HESEE 2021 6



Eﬁ%ﬁ% AHROFARRE N SZIN

NDBITERELTZ,

b Rl &k 36

%

¢ Isotype control

Tsuji G et al., J Dermatol Sci. 2011



BISERYEL. EnRREARKREY

ICEXELT=,

N RIEFEYE RE5FLME
Rl A 100 nM 1 nM

’0
2

e TEERR

Tsuji G et al., J Dermatol Sci. 2011



BISERWE L. ANRIKE M ICENBELELET S,

IRIEFEYE
avkO—)L AHROFEIRET

& EHERR

Tsuji G et al., J Dermatol Sci. 2011



Tsuji G et al., J Dermatol Sci. 2011



-8 = - W chBR i 7 - SEHE A

(low affinity)
XCR1

neutrophil
macrophage

P Chemotaxis

i

epir}i:eriar Adhesion
Yo \a
N Activation
fibroblast CXCR2
(high affinity) ‘4\
@ O, MPO Elastase
neutrophil
CXC chemokines

Peter J. Barnes Pharmacological Reviews December 2004



AHROHE CREALEL Y FILEERK

EW5 RER

A/\3

] °
ASER, 11

- —

A (o 3
FhE—ERE %
EZfE
M5 IREER ////
% & 4lRa

AKUER-2/\AEH>TT7ME—MERB A -EZBNEBILLT HHF

SEEVERL




FrE— M EE%-EROREICEEEEXS

AHRO1ERAYE

ik

&=

RIEBEME

TCDD (X A4AFI )
Cl O Zl
Cl mﬂ:@ﬂl
SIRFBEERRIEKSE

AR AAHRIRHTEE

2— 55 N)TrI7oBEYME
H
O—J)LS—)L OHC

N
KEMEF—IL C
® §_J

/ESAD

HO

IZ




SBEFAAHRFAGELOSHLLEH]

- AHRADERATHYMEIEX. FA4A X0 -
FAFXTBENSE-EEYMELRD S,

AHRANDERALT, AFRIZEWIIRZE
LI=bTIEEVRFEET S,

AHRANDERZaEBMICFIAHT 5,

—
[ AEFAAHRARE ]

Bissonnette R, et al., J Am Acad Dermatol. 2020 itF HAEAEBEFZERGE 2021




AHROBE TRBELEL Y IV EERK

53 fE A HE

SEEVERL



AHROBE TRBELE-S Y F LG E R R

- D I

53 fE A HE

| Qe ) HisEHR

SEEVERL



AHROWE CRELE- Y IR ERER

= (e W

SEEVERL



RN FEERFULE—REORE-E5T3

%H‘]FEJI:%:

2437)-a)00)
® e o e
Y Y Y

- - - -
> < < e %
< J JQ J< 14
4 4 Y4 Y4 )
U AL AL AT )

EAEER



RN FEERFULE—REORE-E5T3

LRNYTEE: 4570000V DET

N
¢

EEER



AHROWE CRELE- Y IR ERER

MRBIENR + ERN)THRERETERE

SRR, TRE—E R B2 52O RN AE




AE+O7 AEEAHRSE #E

7 hE—1E R I8 % - B2 D FTH

BRIZHE TSRS ER

FrE—HERE % (EINFE3RERET)
B (ENSE3IMREERET)

5t FEE
BT, ZEOBRELLTKER

=)

20245E10 A
075 AR




AEFOTHEREED T ST )L ERMEE B

FLG

EE R



AEF OIS ORBEEEMEE S,

Anti-FLG (72h) Ii
Anti-f}-actin (72h) |“{-

Anti-FLG (96h) -40
- G
Anti-B-actin (96h) | -— |»45

Relative mRNA expression

Tsuji G et al., Int J Mol Sci. 2020



I4S55 ) U EEIMIZAHRIZIK TS BH

R siRNA AHR

=

siRNA Control

O ka—)L

| S—

7

. §, e

FLG

EE R



BEFADICEKDET1455) o REBEEMIE

AHRIZKRFT B,

FLG mRNA FLG
(fold) *

2 4- - .

Anti-FLG

Anti-f-actin

Gapard - -@EOE)

Control siRNA + - 4 -

Gursrnd - + - (+)

Relative mRNA expressio

1O

Control siRNA + - 4+ -

GAHRSIRNA) - + - @

)

Tsuji G et al., Int J Mol Sci. 2020



HER (PFE—HRE%

ZBB4-1
Screening period Period 1 Period 2
approx. Doubde-blind treatment period Open-label extension treatment period

2 weaks B weaks 16 weeks
] 1
] & = Cntinuous treatment including ! & Treatmenl inteiruplion permiled after ddease ramession 4
2| Patients with AD |2 cleared lesions ® = Rescue therapy permimed H
- randomiized 2:1 & & Rescus therapy not permitted . H
- ] - -
N N=214&] = :
28 o | s Tapinarof 1% QD £ :
SER T | =
- = - -l -
: IGA = Jor 4 : b Tapinarof 1% 0D .
=|EASI = 1D ] Vehicle QD : .
iﬂ&ﬂ.f‘:’-ﬁ—m = [n=72) o i

Scraaning Waak 2 4 ! 12 16 20 24
wisht
—— Trial visits [weeks)
ZBB4-2
Screening period
£ Opan-label Treatment Period
P 52 wesks
2 waiaks
. . . - !
*| patbanis with AD |®  * Treatmsnt interruption permitted after disease remission -
&~ E [N =291) E * Rescue therapy permitted E
52 o B = 12 years : H
H olBoa = 2, 3, or 4 - H
S|EASI2 5 ; Tapinarof 1% QD H
:|BSA = 5% - 30% |3 i
. 2 4 8 12 1& 20 24 28 a2 36 40 44 48 I
Sereening WeekD Week 52
wisit Baseline Trial visits (weeks)

loarashi A, Tsuji G, et al., J Dermatol. 2024



Proportion of patients, %

40

30 -

20 4

10 4

SHIBEEZER LT

IGA treatment success at week 8 EASI-75 at week 8
60 -
A 18.0% A 36.0%
p = 0.0007 50 p < 0.0001
" 40.3%
t 40 -
o
20.24% a
5 30 4
S
g
a2 20 4
a
10 -
2.24% 4.3%
0
Tapinarof 1% Vehicle Tapinarof 1% Vehicle
(n=144) (n=70) (n=144) (n=70)

loarashi A, Tsuji G, et al., J Dermatol. 2024



123E [

52;E H

IBA4-1

4

Week 52

Sereaning Pericd Pariod 1 Pariod 2
.lmpr-:u. Double-blind Treatrmeant Period DP-H'I-|M| Extension Treatment Period
2 waalks 12 weaks 12 wesaks
| L] 1
— % » Cortinusous treatment incleding deared kesions 1 * Treatment interrupsion permitted afor dsease remission §
s| Patients with PS |z ¢ Rescue iy nol parreeried s ¢ Rasgiss tharapy permitted H
[ ] L ] [ ] L ]
& randomized 2-1 5 . H
& [N= 153] B ]
H " Tapinarcf 1% QD i H
s Age = 18years |9 [n = 106) . H
frGa=2,3,0ra |3 : Tapinarof 1% QD .
H L L ‘ehicle QD H H
2| BSA = 3% to 20% |3 [ = 52) : :
Lraeming Weekdo 2 4 B 12 i6 20
Wisit
Bana—— Trial Visits [weeks)
IBA4-2
S ing Pericd
"';"'" ; Open-label Traatment Pericd
ppra 52 woahs
2 waeks
! | . . . . 1
: Patients with FS : s Traghiment (g Vil y] parrmied slver digsais famission :
- (W =308) o« Resous tharapy permitied -
Ll L [
| Age = 1Byears |2 -
*lpGa=2 3 0rd | i
ilragizs 3 Tapinaraf 1% 0D E
i BSA = 3% to 20 I I
| 2 4 a 12 16 i} 24 8 ¥ L 40 a4 48 |
Screening Wk 0
Wisit Baseline Trial Visits {weeks)

loarashi A, Tsuji G, et al., J Dermatol. 2024



Proportion of patients, %

40

30

20

10

FEIMEEB EERL

PGA Treatment Success at Week 12

A1B.1%
P =0.0035
20.06%
2.50%
Tapinarof 1% Vehicle
(n = 106) (n=52)

Proportion of patients, %

60

50 -

40

30

20

10

PASI-75 at Week 12

A 33.9%
P < 0.0001
37.7%
3.8%
Tapinarof 1% Vehicle
(n = 106) (n=52)

loarashi A, Tsuji G, et al., J Dermatol. 2024



. 9’En7miﬁ#§s‘w%

PrE—ERE %

Peppers J, et al., J Am Acad Dermatol. 2019



AEFOIDEEYE

Strober B, et al., J Am Acad Dermatol. 2022



AEFOTD A B E

BASELINE WEEK 4

Desai SR, et al., Dermatol Ther (Heidelb). 2023.



AEFOT 0 EEHE

BASELINE WEEK 4

Desai SR, et al., Dermatol Ther (Heidelb). 2023.



’)"I:;;'I:D@’E%?%

BENE

SEZROMETLZL

S

H20% DEFIZEDS X (TEZELS

ot

% -

9 HERIRT S

Bissonnette R. et al.. .J Eur Acad Dermatol Venereol 2023



SR 55 AEEEDES

Jaz 0 D9BF (o e e mg
i 239 BELL 3

SEEVERL



’Sll:d-ED ,.:.J"ﬁ*HiAHRnﬂﬁﬁﬁéw

 REEIIRTS ( IRIEXNREE R
. FRANYT7DEIE

PDE4FHE % : E

SEEVERL



ol IBfE seus
h/R Rt %
R BEfF &t4&E
FR F@ &
s BF EHE
I FIE K£4&£
X8 FFEE
AR BhS X

ﬁ%ﬁ:) :gb\i Lf:o




