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JAMA Dermatology | Consensus Statement

Defining On-Treatment Remission in Plaque Psoriasis
A Consensus Statement From the National Psoriasis Foundation
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CONCLUSIONS AND RELEVANCE

Through a Delphi consensus process, on-freatment
remission for plaque psoriasis was defined as patients

1 lellaifellsllsIeR-ABSA involvement of 0% or IGA of 0 for at
least 6§ months while on treatment. [11EXed[=Ye[Ke]sle
standardized benchmark is applicable to both research

and practice settings.




TOPICAL TREATMENT IS THE FOUNDATION
OF DERMATOLOGIC THERAPY
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WHAT DO | DO?

BIOLOGICS ICALS
SYSTE \ OPICALS

Llci{c TOPICALS




| DON'T WANT TO BE
ON STEROIDS







NEW CHEMICAL ENTITIES




Tapinarof is a First-in-Class, Topical Therapeutic Aryl
Hydrocarbon Receptor Modulating Agent (TAMA)

Proposed mechanism of action of tapinarof cream in the
treatment of psoriasis2

Oxidative | 4 Skin barrier
stress normalization
A

Inflammatory fAntioxidant f Barrier

4 cytokines proteins
(LL7A, IL-17F)  "SPONS€ b6 LoR)
4 4 4
Nrf2§
pathway :
............. A nrarnssarnsrarnnnnrnneienrannrarnnrnrnnnnrannnt

AhR, aryl hydrocarbon receptor; ARNT, aryl hydrocarbon receptor nuclear translocator; FLG, filaggrin; IL, interleukin; LOR, loricrin; Nrf2, nuclear factor erythroid 2-related factor 2; TAP, tapinarof.
1. Smith SH, et al. J Inv Dermatol. 2017;137:2110-2119; 2. Furue M, et al. J Dermatological Sci. 2015;80:83-88.
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Tapinarof: Therapeutic AhR Modulating Agent (TAMA)

AhR pathway?
* Tapinarof is a topical, small
molecule TAMA that directly binds o ti_grzlndtcrostsesI cell mir::rane and
to and activates AhR transcription e To EYTOPIame
factor? — — CYTOPLASM

--""""
* AhR activation via tapinarof in vitro
and animal models leads to: Ligand

‘ Ligand Nuclear translocation of

> Reduction of Th17 cytokine anR ) @ activated AhR complex

accinnl

. — = — NUCLEUS
Reduction of Th2 cytoking W & ARNT.
axnressionl.? AhRR ) @ Heterodimerization
—_ . with ARNT
- Decreased oxidative stress Activated v
B . . -1 AhR-ARNT complex :
Increased skin barrier proteins binds DNAand @ \TAmTY e
modulates gene AhR Co-factors EXPRESSION
expression

AhR, aryl hydrocarbon receptor; ARNT, aryl hydrocarbon receptor nuclear translocator; TAMA, therapeutic aryl hydrocarbon receptor modulating agent; Th, T helper cell.
1. Smith SH etal. J Inv Dermatol 2017;137:2110-2119; 2. Negishi T et al.J Immunol.2005;175;7348-7356; 3. Furue M et al.J Dermatological Sci. 2015;80:83—-88.



Tapinarof Cream 1% QD for the Treatment of Plaque Psoriasis:
Efficacy and Safety in Two Pivotal Phase 3 Trials
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Tapinarof 1% QD: Primary Endpoint of PGA Response at Week 12
was Achieved in Both Studies

60% - A 33.9%

A 29.4%

50% - _ P<0.0001
P<0.0001 40.2%

40% - 35.4%

30% -

20% -

10% A

Mean treatment success, %
(SEM)

0% -
Tapinarof 1% QD
(n=340)

Vehicle QD
(n=170)

Tapinarof 1% QD
(n=343)

PSOARING 2

Vehicle QD
n=172

PSOARING 1

PGA response rate* was highly statistically significant in the tapinarof cream 1% QD group versus vehicle in
both PSOARING 1 and 2: 35.4% vs 6.0% (P<0.0001) and 40.2% vs 6.3% (P<0.0001), respectively

*PGA of O or 1 and >2-grade improvement at Week 12.
ITT population. P value based upon Cochran-Mantel-Haenszel analysis stratified by baseline PGA score.
ITT, intent-to-treat; PGA, Physician Global Assessment; QD, once daily; SEM, standard error of mean




Tapinarof 1% QD Clinical Response of Patient with Plaque Psoriasis who
Achieved Primary and Secondary Efficacy Endpoints at Week 12

Baseline Week 12

PGA =3
PASI = 17.6

PGA and PASI are global efficacy assessments. Example of one representative target lesion of a patient treated with tapinarof 1% QD; individual results may vary. Photographs demonstrate improvementin PGA and PASI at Week 4 and 12.
PASI, Psoriasis Area and Severity Index; PGA, Physician Global Assessment; QD, once daily.




oemonstrates
~25- to >300-fold
higher potency
than currently

available PDE-4
ahibitors?
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Phosphodiesterase-4 Inhibitor, in Chronic Plaque
Psoriasis Patients: Efficacy and Safety From DERMIS-1
and DERMIS-2 Phase 3 Trials
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Robust Efficacy on IGA Success in Both Phase 3 Studies

IGA Success = Clear or Almost Clear with at least a 2-grade improvement from baseline

IGA Success IGA Success
DERMIS-1 DERMIS-2
100% A 100% -~
90% - 90%
80% - 80% -
70% A 70% A
£ 60% - £ Go% -
E 50% A 4;*4; E 50% * %k %
- ok o s 37.5%
°\°o 40% - 33.3% ° 40% - * % %
o/ * %k k 30% - %k 25.6%
30% 20.6% ’ 19.1%
20% . 20% .
10% | 5.9%2.1% 5 39 6.1% 6.1% 10% - 3.3%2.1% 5.8% 4.7% 6.9%
0% — C ] ] 0% L ] . [ ]
Week 2 Week 4 Week 6 Week 8 Week 2 Week 4 Week 6 Week 8
Roflumilast 0.3% (n=286) B Vehicle (n=153) Roflumilast 0.3% (n=290) m Vehicle (n=152)
* p<0.05; ** p<0.01; *** p<0.001
The primary endpoint was achieved in both DERMIS-1 and DERMIS-2
Intent-to-treat population; missing scores imputed using multiple imputations @

IGA: Investigator’s Global Assessment
Information Classification: General

Presented at the European Academy of Dermatology and Venereology Spring Symposium 2021, 06-07 May 2021



J
Roflumilast Cream Achieved I-IGA Success by Week 6 With
Continued Improvement Through Week 12

Subjects, % (95% Cl)

Informati g%t%il

100
90 -
80 -
70 A
60 -
50 ~
40 -
30 ~
20 ~
10 -

Intertriginous Plaques Ireatea Wit

Subjects With Intertriginous Plaques Achieving I-IGA of ‘Clear’ or ‘Almost Clear’ Plus
2-Grade Improvement From Baseline

I-IGA Status of
‘Clear’ at Week 8

Week 12

Roflumilast 0.3% (n=15) Roflumilast 0.15% (n=16) M Vehicle (n=17)

re presented
assp1flcat10n:

gi-to-treat population. Cl: confidence interval; I-IGA: Intertriginous Investigator Global Assessment.

PRESENTED AT THE AMERICAN ACADEMY OF DERMATOLOGY ANNUAL MEETING, MARCH 20-24, 2020, DENVER, CO, USA



Patient Examples lllustrating Efficacy of
Roflumilast Cream 0.3% From DERMIS-1 & DERMIS-2

e -
I’

IGA: Investigator’s Global Assessment; I-IGA: intertriginous-IGA
Information Classification: General

Presented at the European Academy of Dermatology and Venereology Spring Symposium 2021, 06-07 May 2021



Once-daily Roflumilast Foam 0.3% for Scalp and Body
Psoriasis: A Randomized, Double-blind, Vehicle-
controlled Phase 2b Study
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Roflumilast Foam Significantly Increased the Percentage of

Patients with S-IGA Success at Week 8 (Primary Endpoint)

Approx 60% of Patients Achieved S-IGA Success at Week 8
Significant Efficacy was Demonstrated as Early as Week 2

100%
(V5]
= p < 0.0001
o 80% |
-': 0
e p < 0.0001
Y 59.1%
© ° |
w 41.3%
0 40% p = 0.0009
*Gc';

17.4%

O 20% 11.4%
(O]
(o

3.1% >-6%
0% — I -

Week 2 Week 4 Week 8

@ Roflumilast foam 0.3% B Vehicle foam

34.3% of patients on roflumilast achieved S-IGA = 0 (clear) versus 3.4% on vehicle

IGA Success = Clear or Almost Clear with at least a 2-grade improvement from baseline

Intent-to-treat population @
Information Classification: General

S-IGA: Scalp-Investigator’s Global Assessment ) ) ) )
Presented at the American Academy of Dermatology Virtual Annual Meeting, April 23-25, 2021



Efficacy and Safety of
Roflumilast Foam 0.3% in Patients

With Scalp and Body Psoriasis
(ARRECTOR)




Clearance of Scalp and Body Psoriasis at Week 8

Percentage of Patients Achieving S-IGA or B-IGA Status of Clear (0) at Week 8

P<0.001 nominal
P<0.001
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S-IGA of Clear B-IGA of Clear

Roflumilast foam 0.3% (n=281) B Vehicle foam (n=151)

B-1GA, Body-Investigator Global Assessment; Cl, confidence interval; 5-1GA, Scalp-Investigator Global Assessment.
Gooderham M), et al. JANA Dermatol. Published online May 07, 2025. doi: 10.1001/jamadermatol .2025.1136.




Patient With Psoriasis Treated With Roflumilast
Foam 0.3%

Black/African American Male

Baseline

S-IGA: 3 S-IGA: 1 S-IGA: 1
SI-NRS: 9 SI-NRS: 4 SI-NRS: 2 SI-NRS: 0

S-IGA, Scalp-Investigator Global Assessment; SI-NRS, Scalp Itch-Numeric Rating Scale.
Gooderham M), et al. JAMA Dermatol. Published online May 07, 2025. doi: 10.1001/jamadermatol.2025.1136.
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HOW ARE THE TYK?2
AND JAK 1/2/3
KINASES
DIFFERENT FROM

j:
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@ D K Active site

Key (substrate) Lock (enzyme)

Enzyme
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Lock-Key Complex Enzyme-Substrate
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Introduction

* Deucravacitinib

— Novel, oral, selective tyrosine kinase 2 (TYK2) inhibitor with a unique mechanism of action distinct from Janus kinase (JAK) 1,
2, 3 inhibitors’

» Binds to the TYK2 regulatory domain with high selectivity and inhibits TYK2 via an allosteric mechanism'
— >100-fold greater selectivity for TYK2 vs JAK1/3 and >2000-fold greater selectivity for TYK2 vs JAK21:2
* Inhibits TYK2-mediated signaling by cytokines involved in psoriasis pathogenesis (eg, IL-23, IL-12, and Type 1 interferon)’

— Previously demonstrated efficacy and tolerability in Phase 2 trials in moderate to severe plaque psoriasis3 and active psoriatic
arthritis*

ATP-binding
_ - active site (other

\ - kinase inhibitors)

ALLOSTERIC ORTHOSTERIC
INHIBITION % K INHIBITION

N

Deucravacitinib
(allosteric inhibitor)

7’ N

Regulatory .~ > Catalytic
domain TYK2 domain

infctmBuskesURset-alioScizFransl Med. 2019;11:1-16; 2. Wrobleski ST et al. J Med Chem. 2019;62:8973-8995; 3. Papp K et al. N Engl J Med. 2018;379:1313-21; 4. Mease PJ et al.
Presented at Annual Scientific Meeting of the American College of Rheumatology; Nov 5-9, 2020.
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TYK2 and JAK1/2/3 kinases are structurally different from
each other2¢

Regulatory (pseudokinase) domain: different across family members2é

ATP
L binding

site

/ TYK2

PSEUDO-KINASE DOMAIN

JH2 DOMAIN |
REGULATORY DOMAIN Active (ATP-binding) domain: similar across family members26

ATP=adenosine triphosphate; JAK=Janus kinase; TYK2=tyrosine kinase2.

US Immunology



Allosteric kinase inhibition by small molecules'-?

Allosteric inhibitors bind to a site

other than the active site?:3-3

AI losteric inhibitor

Conformational
change

ATP
substrate

w«o
w/

ATP=adenosine triphosphate.

Competitive inhibitors bind to

the conserved active site?:3->

Competitive mhlbltor

5 -

Competltwe ATP
inhibitor

substrate

Competitive
inhibitor J

Regulatory Active
domain (JH2) domain (JH1)

osteric inhibition can prevent ATT

binding to the active domain in severa
waysh4:

* Inducing a conformational change
the active site construction

access to the g

Allosteric inhibitors tend to target less
conserved sites versus competitive
inhibitors and therefore can have a higher
degree of specificity for a particular
enzymel

1. Nussinov R, Tsai C-J. Cell. 2013;153:293-305. 2. Imai K, Takaoka A. Nat Rev Cancer. 2006;6:714-727. 3. Berg JM et al. Biochemistry. 5th ed. 2002. 4. Strelow J et al, In: Markossian S et al, eds.

Assay Guidance Manual. 2012. 5. Lu X et al. Angew Chem Int Ed Engl. 2020;59:1-13. doi.org/10.1002/anie.201914525.
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Achievement of Treat-to-Target
Thresholds with Envudeucitinib in
Moderate-to-Severe Plaque
Psoriasis: Results from STRIDE and
OLE

April Armstrong!, Benjamin D. Ehst?, Jason kes?, Grace
Ma3’, Yuri Klyachkin3', Elena Hitraya3', and'Kim A. Papp**

Disclosures: Commercial support was provided by Alumis Inc.

#Received honoraria as a scientific speaker and adviser from multiple Pharma companies
* Received research grants and funding from multiple Pharma companies
" Author is employed by Alumis Inc.



Background

« Treat-to-target thresholds in psoriasis (PsO) help to guide therapeutic decisions by defining clinically
meaningful improvements in symptoms and quality of life (QoL).

- Psoriasis Area Severity Index (PASI), body surface area (BSA), and Dermatology Life Quality Index
(DLQI) are validated scores used to define treatment success, with treat-to-target thresholds for PASI of O,
<1, €2, <3, and <5, BSA of £1% and <3%, and DLQI of 0 and 0/1 being recognized in clinical guidelines and
real-world practice.!.2:34

Envudeucitinib* (formerly known as ESK-001), a highly selective allosteric tyrosine kinase 2 (TYK2)
inhibitor, has shown efficacy and a favorable safety profile in Phase 2 clinical trials, demonstrating its

potential to achieve treat-to-target goals in moderate-to-severe plaque PsO.

‘“.."---'ﬁ
Allosteric binding Kinase active
JH2 domain JH1 domain

Confidential © Alumis

*Envudeucitinib is investigational and has not been approved by any regulatory authority.

1. Armstrong AW et al. ] Am Acad Dermatol. 2017;76(2):290-298. 2. Mahil SK et al. Br J Dermatol. 2020;182(5):1158-1166. 3. Gisondi P et al. Dermatol Ther
(Heidelb). 2021,;11(1):235-252. 4. Golbari NM et al. J Eur Acad Dermatol Venereol. 2021;35(2):417-421.
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Consistent improvement in absolute PASI thresholds over time with
envudeucitinib through 52 weeks

100 -
PASI O PASI <1 PASI <2 PASI <3 PASI <5

80 -

81.3
75.0
67.5 * *
61‘5 64!1
60 - 52.5
%k
41.0
40 n ’ %
25.6
20 - :
5.;1
; _o.o] o.o] o.q o.(}

Placebo STRIDE W12 (N=38) [ Envu 40 mgBID STRIDE W12 (N=39) [ Envu 40 mgBID OLE W52 (N=80)

Proportion of patients (%)

Error bars represent the 95% Cl. * p<0.013 versus placebo (STRIDE).
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Response rate, % (95% Cl)

Zasocitinib

TAK-279 is a highly selective
oral allosteric TYK2 inhibitor

Isoleucine

TAK-279

Prohibited from Binding
in JAK1 Allosteric (JH2) Pocket

TAK-279 is excluded from the allosteric binding pocket of
JAK1 owing to a single amino acid difference from TYK2

TYK2-JH2 binding K4 0.034 nM
JAK1-JH2 binding K4 5000 nM
Biochemical selectivity (fold) 1470 588
100- ACR 20/ACR 50/ACR 70
80+

ACR 20

ACR 50

ACR 70

Patients achieving PASI 75, 90 or 100 at Week 12

NRI analysis

Proportion of patients achieving PASI scores

100% -
90% -
80% -
70% -
60% -
50% -
40% -
30% -
20%

10% -

_- 0.0% 0.0%

0%

5.8%

B Pasi7zs [ PAsI90

*kk

44.2%

*
9.6%

[] PAsI 100

*kk

67.9%

*%

15.1%

Placebo TAK-279 TAK-279
(n=52) 2mg QD 5 mg QD
(n=50) (n=52)

TAK-279
15 mg QD
(n=53)

kK

67.3%

*kk

32.7%

TAK-279
30 mg QD
(n=52)

Armstrong A. et al. AAD March 17-21, 2023, New Orleans, LA, USA
Kivitz, Aetal. et a. ACR March 2023, San Diego, CA USA



Both studies met their co-primary and all 44 ranked secondary endpoin
including PASI 90, PASI 100 and sPGA 0, validating what we saw in our
Phase 2b study.

More than half of study participants treated with zasocitinib achieved clear
or almost clear skin (PASI 90), and on average about 30 percent achieved
completely clear skin (PASI 100) by week 16, showing the potential of

a convenient once-daily pill to deliver complete skin clearance.

Zasocitinib was generally well tolerated with a safety profile consistent
with previous clinical studies. No new safety sighals were identified.

We plan to present the full Phase 3 results at upcoming medical
congresses and submit an NDA to the U.S. FDA and other regulatory
authorities starting in fiscal year 2026. We will keep this group updated,
as appropriate.



Icotrokinra Demonstrated Superior Responses Compared With
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Background and Objective

o
@ Icotrokinra for plaque psoriasis

o
* Patients with moderate-to-severe plaque psoriasis (PsO) are limited to .
injectable therapies to achieve high-level efficacy with a favorable safety Icotr.okl.nra Bl9cks IL-23
- From Binding to its Receptor
profile 4;
2‘ L o0
Icotrokinra (ICO) is a first-in-class targeted oral peptide that: - 3&‘4&
* Selectively binds the interleukin (IL)-23 receptor and inhibits IL-23 ﬁ:ﬂ =2
pathway signaling T ™
argeted Oral
* Demonstrated significantly higher response rates vs placebo (PBO) at Peptide (IL-23R/)
Week (W)16 in adults & adolescents with moderate-to-severe plaque PsO Lo -
(ICONIC-LEAD) and in those with high-impact site PsO involving the scalp Receptey
and genitals (ICONIC-TOTAL); no safety signals have been identified23
IL-23R* Cell
@ Objective Selectively Inhibits
® IL-23 Signaling

* Report key clinical and participant-reported outcomes (PROs) and safety
findings from ICONIC-ADVANCE 1 and ICONIC-ADVANCE 2, the first PBO-
controlled ICO trials to also include an active comparator arm vs Inhibits IL-I7A, ILA7F, IL-22,
deucravacitinib (Deucra) and [FNy Production

IFourie AM, et al. Sci Rep. 2024;14:17515. 2Bissonnette R, et al. Presented at: AAD Annual Meeting; March 8, 2025; Orlando, FL, USA .3Gooderham M, et al. SID Annual Meeting; May 7-10, 2025; San Diego, CA, USA. IFN=interferon, IL-12RB1=interleukin-12 receptor beta 1, IL-
23R=interleukin-23 receptor, IL-23Ri=interleukin-23 receptor inhibitor.
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ICO demonstrated significantly higher rates of IGA 0/1 and PASI 90 vs PBO
at W16 (co-primary endpoints) & vs Deucra at W16 and W24

Co-primary & Key Secondary Endpoints

IGA 0/1 PASI 90
100- ICONIC-ADVANCE 1 100- ICONIC-ADVANCE 2 100- ICONIC-ADVANCE 1 100- ICONIC-ADVANCE 2
80+ i R t-?g«% 80-

60+ 60+

40- 40-

20+ 204

Proportion of participants (95% Cl)

047 T

: 0
1 I I 1 1 : I
Week 0 2 4 8 12 16 20 24 0 2 4 8 12 16 20 24 EWeek 02 4 8 12 16 20 24 0 2 4 8 12 16 20 24
o Placebo (N=156) -®- Placebo — ICO (N=141) -® Placebo (N=82) -®- Placebo — ICO (N=74) o Placebo (N=156) -®- Placebo — ICO (N=141) -®- Placebo (N=82) -®- Placebo — ICO (N=74)
& ICO (N=311) -« Deucra (N=307) & ICO (N=322) - Deucra (N=327) & ICO (N=311) -4 Deucra (N=307) & ICO (N=322) - Deucra (N=327)

Multiplicity-adjusted *p<0.05, **p<0.01, ***p<0.001 vs PBO; multiplicity-adjusted *p<0.05, **p<0.01, ***p<0.001 vs Deucra

ICO showed early separation from PBO for achievement of PASI 90 at W8

P-values based on Cochran-Mantel-Haenszel chi-square test stratified by baseline weight category (<90 kg, >90 kg) and geographicregion. Cl=confidence interval, Deucra=deucravacitinib, ICO=icotrokinra, IGA=Investigator’s Global Assessment, IGA 0/1=IGA score 0/1 & >2-
grade improvement from baseline, PASI=Psoriasis Area and Severity Index, PBO=placebo, W=week.
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ICO demonstrated significantly higher rates of complete
skin clearance vs PBO at W16 & vs Deucra at W16 and W24

Key Secondary Endpoints

IGA 0 PASI 100
100- ICONIC-ADVANCE 1 100- ICONIC-ADVANCE 2 100- ICONIC-ADVANCE 1 100- ICONIC-ADVANCE 2
S 80- 80 - 80 80
x -
)
IS 60 60
2
2
g R g [t
“5 40' 40' 32%
s
2
g 20- 20-
a
— 0 0
Week 0 24 8 12 1 20 24 024 8 12 1 20 24 :week O 24 8 12 16 20 24 024 8
-8~ Placebo (N=156) -@- Placebo — ICO (N=141) -® Placebo (N=82) -@- Placebo — ICO (N=74) -8 Placebo (N=156) -@- Placebo — ICO (N=141) -® Placebo (N=82) -@- Placebo — ICO (N=74)
& ICO (N=311) =& Deucra (N=307) & ICO (N=322) -« Deucra (N=327) = ICO (N=311) - Deucra (N=307) & ICO (N=322) -« Deucra (N=327)

Multiplicity-adjusted *p<0.05, **p<0.01, ***p<0.001 vs PBO; multiplicity-adjusted *p<0.05, **p<0.01, **p<0.001 vs Deucra

Rates of completely clear skin were ~2-fold or greater for ICO- vs Deucra-treated participants at W16 and W24

P-values based on Cochran-Mantel-Haenszel chi-square test stratified by baseline weight category (<90 kg, >90 kg) and geographic region. Cl=confidence interval, Deucra=deucravacitinib, ICO=icotrokinra, IGA=Investigator’s Global Assessment, PASI=Psoriasis Area and
Severity Index, PBO=placebo, W=week.
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ICO AE profile was similar to PBO through W16

PBO-Controlled (W0-16) Active Comparator-Controlled (W0-24)
Combined ICONIC-ADVANCE 1 & 2 AEs?
Mean weeks/total PY of follow-up 15.5/70.5 15.9 /192.7 15.8 /191.6 23.6 /285.2 23.3/283.1
Any AE 136 (57%) 303 (48%) 360 (57%) 359 (57%) 411 (65%)
Incidence/100 PY (95% CI)° 314 (254, 361) 225 (200, 251) 300 (268, 330) 201 (180, 221) 263 (237, 288)
Serious AE 4 (2%) 14 (2%) 14 (2%) 18 (3%) 20 (3%)
Incidence/100 PY (95% CI)° 6(<1,9) 7(3,11) 7 (4, 11) 6(3,9) 7 (4, 10)
Serious infection® 1(<1%) 1(<1%) 4 (1%) 3 (<1%) 4 (1%)
Incidence/100 PY (95% Cl)b 1(0,9) 1(0,3) 2(1,6) 1(<1, 3) 1(<1, 4)
Malignancy 1(<1%) 3 (<1%) 1(<1%) 3 (<1%) 2 (<1%)
Incidence/100 PY (95% ClI)b 1(0,9) 2 (<1, 5) 1(0, 3) 1(<1, 3) 1(<1,3)
AE leading to discontinuation 12 (5%) 13 (2%) 14 (2%) 15 (2%) 17 (3%)
Incidence/100 PY (95% CI)° 17 (6, 24) 7 (3, 10) 7 (4, 11) 5(3, 8) 6(3,9)

Overall AE rates through W24 were lower with ICO than Deucra

Values are n (%) unless otherwise noted.2Safety analysis set included all randomized and treated participants (pts); ICONIC-ADVANCE 1 & 2: PBO=155/82, ICO=310/322, Deucra=307/327. Incidence/100 PY: number of pts with AEs/total PY at risk x 100; Cl based on study-size adjusted
Wald statistics. ¢Included arthritis bacterial in the PBO group, infective exacerbation of chronic obstructive airways disease and pneumoniain the ICO group, and campylobacter colitis, lower respiratory tract infection, viral infection, and viral upper respiratory tract infection in the
Deucra group. dIncluded invasive ductal breast carcinoma in the PBO group, pancreatic carcinoma and hepatic metastases, breast cancer, and keratoacanthoma in the ICO group, and buccal squamous cell carcinoma and malignant melanomaiin situ in
the Deucra group; all considered unrelated to study treatment by investigators. AE=adverse event, Cl=confidence interval, Deucra=deucravacitinib, ICO=icotrokinra, PBO=placebo, PY=participant-years, W=week.
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ORAL TNF
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Selective inhibition of TNFR1 signal

Current TNF inhibitors target both

TNFR1 and TNFR2 signal TNF subtype Receptor Function
PO PAIOPOOD0000000G0 STNF TNFR1 * Pro-inflammatory responses
S0 OO0 * Promotes tissue destruction
TACE L '
Soluble Membrane mTNF TNFR2 « Tissue regeneration
TNEa ' TNFa + Regulatory T-cell function
ENI00 Y » Host-pathogen defense
T‘_SAM‘S“ - Potential role in some immune-mediated
¥ < InhibitonbyL_o diseases

Potential AdVantages
. Reduced risk of serious infections*

_ _ . Reduced exacerbations of autoimmune disease*

Inflammatory Tissue repair . . . g

EEE TG Protection from infection . Improved efficacy maintenance through Treg activation
Treg balance




We are lucky to have new vehicles and new
molecules in Dermatology.
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“You call yourself a
life saver. | call you
Pimple Popper M.D.!” &=
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