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Psoriasis palmoplantar M@%’ff
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Psoriasis palmoplantar

POETYK PSO-1&2
Deucravacitinib

Elewski, poster AAD 52024 San Diego

involvement and PASI score (POETYK PSO-1, NRI)

Figure 3. pp-PGA 0/12 response rates through Week 52 by baseline BSA

pp-PGA 0/1 response rate,
% of patients (95% Cl)
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Figure 9. Change from baseline mNAPSI* through Week 52 by baseline BSA
involvement and PASI score (POETYK PSO-1, mBOCF)
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Pustulosis palmoplantar %Z@l:'k
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Psoriasis palmoplantar M@z&k

Figure 1. Mean absolute PASI at baseline, week 2-4, and
week 12-16, respectively.
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treatment of palmoplantar psoriasis: 10
o
d Case series
Victor Garcia-Rodriguez, Maribel Iglesias-Sancho, Jorge Arandes-Marcocci, Montse Salleras-
Redonnet. Department of Dermatology, Hospital Universitari Sagrat Cor, Grupo Quirénsalud, Hospital
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Psoriasis ungueal %Z@l.’.k

Pooled

Bimekizumab treatment resulted in sustained improvements in nail psoriasis and signs and
symptoms of psoriatic arthritis in patients with baseline nail disease: 1-year pooled results from PBO/BKZ n=239 BKZ n=403
two phase 3 studies mN APSI

Joseph F. Merola,!? Diamant Thagi,? Barbara Ink,* Rajan Bajracharya,* Jérémy Lambert,5 Jason Coarse,® Alice B. Gottlieb”

1pepartment of Dermatology, Harvard Medical Schoal, Brigham and Women's Hospital, Baston, MA, USA; 2Division of Rheumatology, Department of Medicine, Harvard Medical School, Brigham and a bsol ute va I ue

Women'’s Hospital, Boston, MA, USA; 3Institute and Comprehensive Center for Inflammation Medicine, University of Libeck, Liibeck, Germany; “UCB Pharma, Slough, UK; SUCB Pharma, Colombes, France;
SUCB Pharma, Morrisville, NC, USA; “Department of Dermatology, The Icahn School of Medicine at Mount Sinai, New York, NY, USA

5 - Double-blind , Active treatment-blind (BE OPTIMAL)
period or open-label (BE COMPLETE) period

Presentation Number: 51569 an d ch 4 KT TTTTTI AT T TR

Clinically Meaningful Responses in Patients with PsA and Nail Disease at Baseline
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Randomized set, in patients with nail disease at baseline (mNAPSI >0). PBO patients switched to BKZ 160 mg Q4W at Week 16. [a] In patients with psoriasis involving at least 3% of BSA at baseline; [b] In patients with LEI >0 at baseline; E
T

[€] In patients with HAQ-DI 20.35 at baseline; [d] In patients with FACIT-Fatigue subscale score <48 at baseline. ACR50: 250% improvement from baseline in American College of Rheumatology response criteria; bDMARD: biologic
disease-modifying antirheumatic drug; BKZ: bimekizumab; BSA: body surface area; FACIT-Fatigue: Functional Assessment of Chronic Iliness Therapy-Fatigue; HAQ-DI: Health Assessment Questionnaire-Disability Index; LEI: Leeds Enthesitis

T T T T T T T T T T T 1
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Psoriasis pustulosa generalizada

« Spesolimab sbc 600mg vs 300mg vs 150mg

« Demostro superioridad vs placebo en la reduccion de brotes

84% (64% origen asiatico)

« Dada la heterogenicidad genética de PPG, estudio en
caucasicos

Figure 2. Proportion of patients with =21 GPP flare up to Week 48
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Effisayil® ON

* OL spesolimab SC dosing (300 mg q12w) data from Effisayil® ON
further support the need for g4w dosing when initiating treatment

for prevention of GPP flares
Figure 3. Effisayil® ON

EFFISAYIL® 1 and
EFFISAYIL® 2: Patients
who required OL
spesolimab 900 mg IV

N=23

Escalated to q4w
1.0 OL 300 mg regimen n=24
09 imab [ TS
% i 08 - Risk difference vs placebo (95% Cl) 5\ ;&e:z‘l’:’mab
23 o7
w9 ‘
253 o06- 0.034 OL 300 mg
g a i 05 — (-0.356,0.424) 5\ spesolimab SC —»
'% O2 o4 qlaw
g 03
= ' -0.302 -0.421
& 02 - ; B < EFFISAYIL® 1 and
s oo ] a2e 455 (-0.634,0031)  (-0.685,~0.157) EFFISAYIL® 2 Patients
10 0 who did not require OL :
00 ' ' ! ' spesolimab 900 mg IV V
n/N  Placebo Speso SC Speso SC Speso SC and patients who N=108 Q
Low Medium High received placebo Flared n=12
6/14 5/11 1/10 0/9

Strober AAD 2024 San Diego

One-third
(33.3%
[36/108]) of
participants
who started
ql2w dosing
in Effisayil® ON
were either
escalated to a
g4w regimen
(n=24) or
experienced a
flare (n=12)
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Psoriasis pustulosa generalizada M@%

Eficacia y seguridad de bimekizumab en pacientes con psoriasis pustulosa generalizada (GPP) y psoriasis eritrodérmica
(EP) de Japon: datos a 3 anos del estudio fase 3 BE BRIGHT.

BKZ Total BKZ Total
GPP EP N=10 N=11

Week 0 IGAO/1 Week 0 2/10 0/11
PASI score = 52.2 }

Week 144 6/7 I 8/10

DLQIO/1 Week 0 3/10 2/11

Week 144 5/7 m 9/10

CGI-I Status Week144  7/7 m 5/10
remission or improved .

PASI 90 Week 144 6/7 m 9/10

Non-responder Responder ” Missing?

Okubo, Y. P52668
GBS .



AAD ANNUAL MEETING

17
Psoriasis pustulosa generalizada @gﬁ@l:’k

|

* Eficacia guselkumab en PPG \AD: Results—Assessment

of recurrence

> Multiplex immu
e P no © analyze the changes in T cells
€rore and after treatment g

» CD69 and CD103 Were used as markers of skin Trm cells

‘

i:fAlé;: Methods~Stud rotocol .
yp oFo B GPP patients exhibited higher
levels of CD8*CD69*CD103+ and
CD4'CD69*CD103* cells in skin

lesions compared to NC patient:

(G= S
| GPP patients |

—

— e — ——=z — _— =
Adalimumab Secukinumab ‘ r Guselkumab )
\Aclretin20mg_J  |_Aciretin20mg_| | _Acitretin 20mg |

Follow-up was included: Generalized Pustular Psoriasis Area and
Severity Index (GPPASI), Generalized Pustular Psoriasis
Physician Global Assessment (GPPGA), BSA, and DLQI

D — ‘ J
@ : N B
( Biologic therapy was discontinued and |

only acitretin 20mg monotherapy was used

After Treatment

B After Guselkumab treatment, ti
proportion of CD8* T, cellsin s
lesions decreased significantly

Assess recurrence

After Treatment

Before Treatment

Yuling Shi, Late breaking session AAD 2024 San Diego
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IJNJ-77242113

* Primer péptido oral inhibidor de IL-
23R

 Ensayos FRONTIER

AAD ANNUAL MEETING

* Among patients who cross

Guselkumab

Risankizumab .
b
Tildrakizumab Aeteices

JNJ- R
77242113 IL-23R "9 IL-12RpB1 IL-12RpB1 IL-12RB2
Lhlocke Il 220
and IL-23
signalling JAK2 YK2 | TYk2 JAK2
Deucravacitinib
STAT3 STAT4 STAT4 STAT4
blocks TYK2
to inhibit
IL-12,1L-23
IL-17A, IL-17F,  and IFNo/p IFNy

Signaling

IL-22, IFNy

Late breakers, seAAD 2024, San Diego

ed over from PBO-1
co i 00 m
nverged with those of INJ-77242113-randomized pit(ilel?\ta: Week 16, PASI 75 response rates rapidly

100- PASI 75 (Primary Efficacy Endpoint; NRI)?

Percentage of Patients (%)

Week
-¥-25 mg BID -®-50 mg QD -#-100 mg QD -4-100 mg BID
-©-100 mg QD -4 25 mg QD n
g ac=oo _3g5) (n=43) (n=41) (n=43) (n=43) (n=42)
(n:43) (n_ — b lhibad D astmant wara concidarad non resnonders after the occurrence. Patients with missing data were

( Across all efficacy endpoints, the highest response rates at Week 52 were achieved in the
JNJ-77242113 100 mg BID group, including response rates of:

Complete Clearance

Near Complete Clearance

PASI 90 w IGA 0/1 ss-IGA0/1 @PASI 100 mner Oss-lGAO
74% 75% 40% 43% 67%

64%
f Patient-reported improvements in PsO symptoms and signs were sustained through Week 52 1
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TAK-279 bl S

Randomized, double-blind, placebo-controlled Phase 2b trial of the oral
TYK2 inhibitor NDI-034858 (TAK-279) for moderate to severe psoriasis

* Allosteric inhibitor of TYK2 with significant selectivity over JAK1

TYK2-JH2 binding K4 0.034 nM

JAK1-JH2 binding K, 5000 nM

TAK-279 is excluded from the allosteric binding pocket of T — pp—
JAK1 (JH2) owing to a single amino acid difference from TYK2 lochemical selctivity (fold) T

Primary endpoint: PASI 75 at Week 12 (mITT, NRI)

100 1 pifrerence vs placebo®  12.3 (0.04, 24.6) 38.5 (23.5, 53.4) 61.9 (47.6, 76.2) 61.5 (47.5, 75.6)
80 - (95% CI) P=0.052 P<0.001 P<0.001 P<0.001
—_ 67.9 67.3 eye e
9 Deucravacitinib 53-58%
=~ 60 A
£ 44.2 semana 16
0 -
E 40
20 - 18.0
5.8
ppa—
Placebo 2mgqd 5mgqd 15 mg qd 30 mg qd
(n=52) (n=50) (n=52) (n=53) (n=52)

TAK-279

P-value: Cochran-Mantel-Haenszel test, with prior biologic treatment as stratification factor, comparing treatment group vs placebo
mITT analysis set: All patients who were randomized and received at least one dose of study treatment

aDisparity in values for differences may be due to rounding of source data. K, dissociation constant

Armstrong A, et al. AAD 2023, Late-breaking abstract. Sponsored by Nimbus

AA
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TAK-279 @Z@M;

CLINICAL EFFICACY OF TAK-279, A HIGHLY SELECTIVE ORAL TYROSINE KINASE 2 (TYK2) INHIBITOR, IS ASSOCIATED WITH
MODULATION OF DISEASE AND TYK2 PATHWAY BIOMARKERS IN PATIENTS WITH MODERATE-TO-SEVERE PSORIASIS

James G Krueger,! Sandra Garcet,! Jie Cheng,? Sachin Kumar,® Jessamyn Blau,? Yiwei Zhao,> Wenwen Zhang,? Vinayagam Arunachalam,® Graham A Heap,? Paresh Thakker,2 Amit Choudhury?
Laboratory for Investigative Dermatology, The Rockefeller University, New York, NY, USA; *Gastrointestinal and Inflammation Therapeutic Unit, Takeda Pharmaceuticals International Co., Cambridge, MA, USA; *Gastrointestinal and Inflammation Therapeutic Unit, Takeda Pharmaceuticals International Co., San Diego, CA, USA
Presenting author: James G Krueger

256 patients included
— Of patients who received TAK-279 30 mg, 67%, 46% and 33% achieved Psoriasis Area and Severity
Index (PASI) 75, PASI 90 and PASI 100 at Week 12, respectively, compared with 6%, 0% and 0% in the
placebo arm.

FIGURE 4. TAK-279 TREATMENT WAS ASSOCIATED WITH DOSE- AND TIME-DEPENDENT REDUCTIONS IN SERUM
IL-17A, IL-17C AND IL-17F.

IL-17A* IL-17C* IL-17F*
. 30 - _
20 20 4 20 -

o " g 10 - . | — Placebo
g 0 t 1 S 0 _ S 0 T 2mg
5 ! 5 S -10 4 — — oo
E =20 - £ -20 £ -20 - -
S o S 3o 15 mg
@ i T i [T 7
a =40 a -40 a 40 - i — 30 mg

—60 T T T '60 T T T _50 1 T T T

D1 w4 w12 D1 w4 w12 D1 w4 w12
*p < 0.001.

D1. dav 1 (baselinel: IL. interleukin: Wd. Week 4: W12. Wesk 12.

50378, Krueger AAD 2024 San Diego
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ESK-001: A i
Selective Oral Allosteric TYK2i Achieves Maximal TYK2 Inhibition

b comaie @ Dose-Dependent INncrease in Efficacy t Week 12 with

ESK-001, a highly selective allosteric TYK2 inhibitor
) High intrinsic TYK2 selectivity, avoids classic JAKi m —
PASI 90 S S —
PASI 100

liabilities
Primary Endpoint

Robust PK/PD correlation

) Maximal target inhibition of Type 1 IFN gene 100
signature achieved at highest clinical dose < 90
) Maintained across 24 hour-dosing period E 80 .;.
3 e v L —aw
) PK/PD dose-dependence reflected in clinical outcomes ::-; § 70 T P
) Aligns with Phase 1 PK/PD, AAD abstract #53968 R 56.4 56.4 g
a v
s S
o
£ a .
P A .. . e S ] Y
5 T 15
= T
s 00 0.0 00 103 75
< Tosan ]|

Response Criteria

~— -0 BID
Placebo 10 mg QD -20mgQD -e—20mgBID - 40mg QD 40 mg

. > i 3 »|-Haenszel test adjusted for stratification factors
. 3 1 each active arm vs placebo using the Cochran-Mante
s g 2::::((1;1::1’}:2;1.:..mu v: ROW)). NRI imputation was applied for subjects who discontinued study

*0<0.05; **p< 0.005; **
L 3 ~ ~f hinlasirs and geographic re

fmclomw sae
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ESK-001

OLE Treatment: ESK-001 40 mg BID

STRIDE Washout Open Label Extensi . ild-
R, 0 e B R r=OT 89.2 R PASI 75 90.9 Adverse events: mild
40 QD

80— —a0me8i e to-moderate

Pl b
acebo PASI 90} i e ®

Patlent with Response (%)

1 1 -
* f 8 December 2023 Wk 28
(o h \ Dayl Wk2 Wk4 Wk 8 Wk 12 Wk 16 LT
VISIT > Baseline Parent Wk 12 y \
I NUMBER OF SUBJECTS
33

74 12

82 82

,As Observed 82
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Orismilast

placebo-

_ —od. double-blind,
5302 Ranio'mr,ftf'(tjc')r orismilast for moderate 10 S€
inNIDI
the oral PDE PAS| 90 response at Week 16 (ITT)
e 100 :
. Second oral PDE4I 10 enter the psoriasis space |
SDE4B and -D Inhibitor; 2-5-fold more potent than apremilast 80 tae e
. Phase 2b dose-finding trial of orismilast modified-release 2 ool |
(I\IR) tablets ;: o " . 28 2.3
N ; I 24 23 22 el
g 70
201 g 8 _
§ A 77 s
: O7"M MR M NRI ] Ml NRi Ml NRI
" Placebo (n=51) | 20 mg (n=48) 30 mg (n=50) 40 mg (n=53)
20 f Orismilast MR bid
. Safety: No new safety signals. Infection and depression rates D
similar to placebo, with no suicidal ideation, malignancy or death | Apremilast
reported. Tolerability was dose dependent; the most frequent AEs Week 16 (ESTEEM 1)’
were diarrhea, nausea, and headache 190 ] M Placebo (n=282)
2 80 B APR 30 mg bid (n=562)
g 60 P<0,0001
§ 40 33
& 20
5 10
5 0.4
PASI 75 PASI 90
. (NRI) (descriptive) J

Papp K, et al. J Am Acad Dermatol 2015:73:37-49

Warren RB, et al, AAD 2023, Late-bre
L 0023, Lale-breaking abstract. Sponsored
g abstracl. Sponsored by Union Therapeutic
\ on Therapeutics: 1
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ME3183 (o5

ME3 183 ,Flujl;"f),:.’fﬁ port

Efflcacy PASI-75,
— Primary endpomt et _
- } 001 615 PO 004 Ot
ibi i M I~ ta 601
Novel PDE4 Inhibitor in Development: ME3183 60.0 M i 583 |
o 52 0°
- £
* Asignificantly greater Y 500
—— U Nl . proportion of patients 2 ‘ 400
In an in vitro non-clinical study, the 17 m \,,“0 mmm(o,\ acm ‘l& aﬂaﬁ%fji)t \; 1 — on N‘ES | 83 active C‘: 10 0° 5 U
oral selective PDE4 Inhibitor | (JO \poum ‘ ME3183 \Apremllast | Roflumilast (,rwatm'u".f 1 83 5 L é 3£ U%
ME3183 inhibited PDE4B more T ‘ 23 R 2 sl — e doses (ME31 mg S 1300 |
strongly than existing marketed = | < BID. 7.5 mg BID, and 2 Wl %
ERst inhibitors 15 mg QD groups) : 200% 14 B¢ = |
achieved PASI-75 at = o i { |
— U.U
Week 16 vs placebo. =
Molecular model of T cells, macrophages etc Pro-inflammatory cytokines :_‘ O O 5 ) =
PDE4 inhibitors CAMP-P PKAT—] NF-xB e.g., TNF-a, IL-17, IL-22, IL-23, IFN- * o > = = - o o o Q o o
J Cok -~ "~ — ; —_ ( e @ ~ o
Rnti-inflammatory cytokines « At approximately Week 4, S = o C m . 9 @ B = o
PDE4 REB IL-10 - N0 — O = o ~ o -~ o o o =
pME < = there was a 50% = 8 9 2 2 : S Z : z E
o Monophosphate: CRED. CAMP response . ) P} i reduction from [)abf‘ll”L in .5. o 2 E ,:: 0 e ;\ :
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Vitiligo %Z@’fy

Global prevalence of autoimmune diseases in patients with vitiligo: a

systematic review

Michael J. Diaz, BS!, Deepak Lakshmipathy, BS?, Shaliz Aflatooni, BS?, Isabella M. Mark, BS?, Jasmine T. Tran, BS?, Aria Wei, BS®, Parsa
UNIVERSITY of Abdi, BSS, Mahtab Forouzandeh, MD?

1. College of Medicine, University of Florida, Gainesville, FL; 2. Carle lllinois College of Medicine, University of lllinois Urbana-Champaign, Urbana, IL; 3. Morsani College of Medicine, University of South Florida, Tampa, Florida; 4. School of Medicine, Indiana
University, IN; 5. University of Texas Southwestern Medical School, UT Southwestern Medical Center, Dallas, TX; 6. Faculty of Medicine, Memorial University, St. John's, NL; 7. Department of Dermatology, University of Florida College of Medicine, Gainesville, FL

mAtopic dematitis

m Type 1 diabetes mellitus
mPsoriasis

= Hashimoto’s thyroiditis

» 23 studies were selected for 0.47 0.36 0.32 0.29 _0.15 0.09
analysis, from 16 countries. 044\ |

« Atotal of 231,791 vitiligo 0.61
patients were included

0.74 o o
(57.4% female, mean age: SOOI E—
36 6y [standard deviation: = Inflammatory bowel disease
. ' 0.77 m Rheumatoid arthritis
11.4y]). B Graves’ disease

m Systemic lupus erythematous
Alopecia areata

m Pernicious anemia

® Autoimmune hepatitis

® Myasthenia gravis
' Multiple sclerosis
Celiac disease
Scleroderma

m Sjogren's syndrome

® Primary biliary cholangitis
Autoimmune uveitis

* Unspecified hypothyroidism
and hyperthyroidism were
prevalent in 3.18%
(342/10,763) and 0.99%
(106/10,724) of vitiligo cases,
respectively

Diaz, AAD 2024 San Dieego
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Figure 1. Sample portrait images of low and high severity facial vitiligo

« Baseline skin tone was not associated with increased disease noticeability of vitiligo (p>0.05) or
vitiligo-associated stigma (p>0.05).

» This may potentially suggest stigma associated with vitiligo varies across the individual, even within
populations of similar skin tones

Poster sesion AAD 2024 San Diego
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Vitiligo: An unfolding story
John E. Harris, MD, PhD ( Convcn“()nﬂl
Treatments

Professor and Chuir, Dept of Dermatology
UMass Chan Medical School

| JAK inhibitors |~

Richmond, et al.
JID, 2018
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* Ruxolitinib tépico
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Response to ritlecitinib with or without narrow bang
ultraviolet B (nbUVB) add-on therapy in patients with
active non-segmental vitiligo (NSV)

7Yu1:7Ya;aguchi.’ Elena Peeva,? Roni Adiri,? Pranab Ghosh,? Lynne Napatalung,** |ltefat Hamzavi 6
Amit G. Pandya,”® Ronald N. Shore,? Khaled Ezzedine 10 Emma Guttman-Yassky®

M Ritlecitinib monotherapy (OC)
[ Ritlecitinib monotherapy (LOCF)
M Ritlecitinib + nbUVB (0C)

. 60.9%
s : I Ritiecitinib + nbUVB (LocF)

70 <

40 - 29.2% 27.4%

30 4

% of patients (90% CI)

20 1

10 -

0

itlecitinib + nbUVB
Ritlecitinib monotherapy Ritlecitin

14/23 16/36
atients with response, n/N: 40/137 45/164
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