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Comorbilidades en la dermatitis atdpica

Atopic dermatitis is associated with
depression and anxiety

Adjusted
Hazard ratio Hazard ratio
(99% CI) (99% CI)
Depression'
Mild eczema* et 1.10(1.08-1.13)
Moderate eczema* e 1.19 (1.15-1.23)
- ——i
Severe eczema 1.26 (1.17-1.37)
Anxiety*
Mild eczema* e 114 (1.11-1.18)
Moderate eczema* e 1.21(1.17-1.26)
. r—e—1
Severe eczema 1.15 (1.05-1.25)
—t
0.9 1 1.2
Hip fractures
Mild eczema* o
Moderate eczema* tot
Severe eczema’ e
Pelvis fractures
Mild eczema® He
Moderate eczema* R
Severe eczema' =
Spine fractures
Mild eczema® T
Moderate eczema* la g
Severe eczema’ ===t
Wrist fractures
Mid eczema® o
Moderate eczema* hd
Severe eczema® —o—
Proximal Humerus fractures
Mild eczema*
Moderate eczema* -
Severe eczema® H——
All fractures
Mild eczema* a«
eczema’ L
Severe eczema* ]
— T
VB N0 eczema 0.751.00 1.502.00 Lowe et al. J Allergy Clin Immunol.
Hazard ratio 2020;145:563-571.

Atopic dermatitis may be associated with
cardiovascular disease
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Atopic dermatitis is associated with
autoimmune/inflammatory diseases

|
One autoimmune condition | LOR 2.48 il
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Two autoimmune conditions [OR3.46
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Three or more autoimmune conditions [ors.32 in] {
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Andersen et al. / Am Acad Dermatol. 2017 Feb;76(2):274-280,
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Long-term safety Follow-Up

Vehicle controlled
(treat as needed: 44 weeks) (30 days)

(continuous treatment: 8 weeks)

. Topical Ruxolitinib 1.5%: =
2 to 12 yr Atopic dermatitis v ()

. Efficacy and safety very similar to adult data
« No SAE’s; Low rates of discontinuation

ruxolitinib cream
remain on their regimen

Ruxolitinib \
cream® ing Follow-Up

Patients on vehicle /
rerandomized 1:1 to 3

0.75% or 1.5% 4
ruxolitinib cream BID

Visils e 4 week!
1~ 7

Patients Randomized 2:2:1

| |
IGA-TS through Week 8 Day 1 Weeks . PR
—e-Vehide —#—0.75% Ruxolitinb Cream -1 .5% Ruxolitinib Cream —e-Vehide  —&—0.75% Ruxolitinb Cream  -#~1.5% Ruxolitinib Cream
(n=65) (n=134) (n=131) (n=65) (n=134) (n=131)
o 100 - - 100 -
< (5
2 e i
17,3 80 1 i— 80 672
~ %
Z g 60 51.5%**
O 60 ;
o £ b
— >
> 40 % 40
'.g < 15.4
< £ 2 _§
5 ;
50 ’ 8

»=+x D <0.0001 vs vehicle

3L. Sponsored by Incyte Corporation.

Eichenfield L, et al. EADV 2023, D3TO1




. : Tapinarof cream 1% once daily: ®
Tapinarof: modulator of AhR- Proposed MOA Significant efficacy in the treatment of

=

Specific AhR Cell Nucleus ‘ n

: [ olefoToJo)c moderate to severe atopic dermatitis in

\ gend bt ool Ol clc .

i | W adults and children down to 2 years of

g KA | g ). (R e =t uT age in the pivotal phase 3
= Pk ADORING trials

r‘-. AN
¢ Loricrin P
Horasria barrier components

potnway scthation AR Jonathan I Silverberg, MD, PhD, MPH," Lawrence . Eichenfield, MD,” Adelaide A. Hebert, MD,*
- Reduced oxidetve sirees Eric L. Simpson, MD, MCR," Linda Stein Gold, MD,* Robert Bissonnette, MD,’ Kim A. Papp, MD, PhD %"
P John Browning, MD,' Pearl Kwong, MD, PhD,’ Neil J. Korman, MD, PhD," Philip M. Brown, MD, JD,'
David S. Rubenstein, MD, PhD,' Stephen C. Piscitelli, PharmD,' Matthew C. Somerville, MS,'

Cell Cytoplasm

AhR-ligand/ARNT complex

Anna M. Tallman, PharmD,' and Leon Kircik, MD™" Silverberg Jl,

Eichenfield LF et al. J

Background: Tapinarof cream 1% once daily (QD), a topical aryl hydrocarbon receptor agonist, Am Acad Dermatol.
downregulates pro-inflammatory Th2 cytokines, upregulates skin-barrier components, and reduces

2024 Sep;91(3):457-

oxidative stress.

465. doi:

Objective: To assess tapinarof efficacy and safety in adults and children down to 2 years of age with atopic

dermatitis (AD). 10.1016/j.jaad.2024.05
.023.

Metbods: Eight hundred and thirteen patients were randomized to tapinarof or vehicle QD in two 8-week
phase 3 trials,

Results: The primary efficacy endpoint, Validated Investigator Global Assessment for Atopic Dermatitis
score of 0 or 1 and =2-grade improvement from baseline at Week 8, was met with statistical significance in
both trials: 45.4% versus 13.9% and 46.4% versus 18.0% (tapinarof vs vehicle; both P < .0001). Significantly
superior Eczema Area and Severity Index 75 (EASI75) responses were also observed with tapinarof versus
vehicle at Week 8: 55.8% versus 22.9% and 59.1% versus 21.2% (both P < .0001). Rapid improvements in
patient-reported pruritus were also significant with tapinarof versus vehicle. Common adverse events
(=5%) of folliculitis, headache, and nasopharyngitis were mostly mild or moderate, with lower
discontinuations due to adverse events in the tapinarof groups than with vehicle.




Tapinarof Week 8 responses: V-IGA and Itch = [-sed=2yeas Tapinarof Cream 1%: >8 weeks =
, . * VIGA-AD™ 23! | i N ST
Qday application- Moderate to severe AD « EAS score 26 48 week extension study k) () (]
k52 e -
5 Baseline BSA app 17; T
A 31.5% A 28.5% | Easi 12.13 Qpen-label extension: ADORING 3 ((from ADORING 1 and 2 and MUPK +76
G 60 - P<0.0001 T P0.0001 - DlreCt en ro” (2_17 yrs) Proportion of patients who Achleved Clear/Almost Clear Skin (v-IGA-0/1)
S ol 454% 46.4% ' * Diverse population (47% non-white); 2 to 81 years e "
. * CLEAR (v-IGA=0): 51.9% Eaa
R o
T 30 i * 81.6%: (VIGA-AD™) scale score of O (clear) or 1 (almost clear)™  ‘E——— »
s 13.9% 18.0% * 80.7% (574/711): at EASI-75% or greater improvement ST Tt T
é 2 * 92.3% (656/711): achieved at least a 1-grade improvement in vIGA-AD score
& 10 4 * No new safety signals with good toleration data
L PP NRS4
Tapinarof 1% QD VehicleQD  Tapinarof 1%QD Vehicle QD
(n=270) (n=137) (n=271) (n=135)
ADORING 1 ADORING 2 Bissonnette R et al. AAD 2024 Poster
Bissonette R, Stein-Gold L et al. Skin J of Cut Med. 2024;Nov 8:6
Silverberg JI, Eichenfield LF et al. J Am Acad Dermatol. 2024 Sep;91(3):457-465
Simpson EL et al. Dermatol Ther 2025 Jan:15:111-124

Tapinarof Cream 1% for AD: Tolerability? Safety?

Assessed in Core Phase 3 ADORING 1 and 2 trials
« At Week 8, mean local tolerability scores for tapinarof cream versus vehicle
+ 0.2-0.4 vs 0.7-0.8 for burning/stinging; 0.6-0.8 vs 1.1-1.1 for itching

4A— Tapinarof cream 1% QD (ADORING 1) 4~ Vehicle QD (ADORING 1)
e Trial di i i 4 Face 4 Neck
Trial discontinuation rates due to § P o 8 § S
v o 3 34
TEAEs: lower with tapinarof versus $ s
o 8 2 8 2
vehicle (ADORING 1: 1.9% vs 3.6%; £ £
1 14
. 0 0, § H
ADORING 2: 1.5% vs 3.0%) | °§f_§'-7§7§ $ °f\?‘%*“§” _____ et
Contact dermatitis: 1.1% tapinarof vs 1.5% i i
vehicle No to minimal irritation in sensitive skin areas;
Follicular event: 8.9% tapinarof vs 1.5% vehicle Improvement vs baseline scores

Headache: 1.5% tapinarof vs 0% vehicle

Silverberg JI, Eichenfield LF et al. ] Am Acad Dermatol. 2024 Sep;91(3):457-465.
Simpson EL et al. Poster; AAD Mar 8-12, 2024




ROFLUMILAST CREAM: Novel PDE-4 inhibitor

Psoriasis: Initially approved 0.3% cream; Now6+ years
Seborrheic Dermatitis: 0.3% Foam: Approved: 9+ yrs

Atopic Dermatitis: 0.15% cream: Approved 6 years+

ROFLUMILAST 0.15% cream
Ages 6+: 0.15% Cream: 4 week, QD application i

Roflumilast Cream
0.15% 00*

- & . 2 « Agedat \  Errre—
Met primary end points in AD patients R - e
1337 patients; Mean BSA=13.6% T
« App 30% Clear/almost +2 step vs. 12-15% vehicle
) Low TEAEs
* App 42-43% EASI 75 response vs. 20-22% vehicle v 55%of natients
A | INTEGUMENT 1: vIGA-AD success B INTEGUMENT 2: vIGA-AD success at eaCh tlme pOint
100 reported no signs
B Roflumilast cream, 0.15% (n=433) [l Roflumilast cream, 0.15% (n=451) or irritation
80 B Vehicle cream (n=221) 80 [ Vehicle cream (n=232)
;: ; 60
£ 40 e % - P<.001
,‘\.Ul 1K [f P<.001
g I I ll o P=.12 T \
; b
__ €4 L‘ 0 |~ [ Ilil [_'ﬂ
1 P, “ 1 2 4

Simpson EL, Eichenfield LF et al. Roflumilast Cream, 0.15%, for Atopic Dermatitis in Adults and
Children: INTEGUMENT-1 and INTEGUMENT-2 Randomized Clinical Trials. JAMA Dermatol. 2024
Nov 1;160(11):1161-1170
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Long-Term Safety and Efficacy with Roflumilast Cream
0.15% in Patients Aged =6 Years with Atopic Dermatitis:
A Phase 3 Open-Label Extension Trial

Eric L. Simpson?, Lawrence F. Eichenfield®, Kim A. Papp (@ ¢, Seth B. Forman®, Adelaide
A. Hebert', Mercedes E. Gonzalez9, Melinda J. Gooderham", H. Chih-ho Hong', Vimal H.
Prajapatil, Emma Guttman-Yassky (&) ¥, Jonathan I. Silverberg (® ', Melissa S. Seal™, David
Krupa™, Erin Almaraz™, Diane Hanna™, Patrick Burnett™, Scott Snyder™, David H. Chu™,
Robert C. Higham™, and David R. Berk™

Subjects Included in [ l

ROFLUMILAST 0.15% Cream for AD 6 +years =225 1 5 ..

0

Extension study e [
% : J [;“;_] 24 Week Cohort (Ne209)
« Open-label trial Daily application for up to 56 weeks (as part of study age's 2+) s

« Two cohorts: 24 wks or 52 weeks: Subjects had to complete prior 4 wk trial with TEAE or
SAE that precluded further treatment

Novel method: If clear, went to 2x/week (BIW) proactive application to areas

most commonly and/or recently affected by AD
If worsened on BIW, called center and did QD application

RESULTS:
» 2/3 of these participants remained on twice weekly

schedule for > 50% of the study time;
» Maintained clear/almost clear for a median of 281 days)

Simpson EL, Eichenfield LF et al. Dermatitis;2025 Jan 10. doi: 10.1089/derm.2024.0418 '




Delogocitinib: Development update: Chronic Hand Eczema

- Delgocitinib: novel topical pan-JAK inhibitor (20 mg/g) cream

» Delta 1 and 2 pivotal Phase 3 trials: Showed improvement in primary and all key
secondary efficacy endpoints

« Extension trial (2 wk safety; 36 week on label)
Tough primary endpoint: IGA-CHE treatment

success defined as of 0/1 [clear/almost clear:,
no/barely perceptible erythema and no other signs]

Proportion of patients achieving HECSI-75, HECSI-90, and 24-point DLQI improvement

Proportion of patients achieving IGA-CHE treatment success from baseline to Week 16 from baseline at Week 16 in the DELTA 2 trial
in the DELTA 2 trial HECSI-75 HECSI-90 pLal
40 24-improvement®
. 1004 ; .
35 P<0.001 s P<0.001 : P<0.001
30 : P
25 80+

722

604

Proportion of
responders,®® %
N
o

I
Q

N
o

- Delgocitinib cream 20 mg/g (n=313) -« Cream vehicle (n=159)

Proportion of responders, %

o

M Delgocitinib cream 20 mg/g M Cream vehicle

Week U: IGA-CHE 3 HECSI 99 Week 16: IGA-CHE 1 HECSI 2

HESD itch: 6.8
HESD pain: 6.5

DLQI score: 12

HESD itch: 2.0
HESD pain: 2.1

DLQl score: 1




Tratamientos sistémicos en adultos

Systemic Therapy for Adults:

What's Here/ What's Coming?
2025 AAD Annual Meeting

Eric Simpson, MD, MCR
Q%) Frances J. Storrs Medical Dermatology Professor
SHSU. Oregon Health & Science University




Inflammation is More than Skin Deep:
Atopic Dermatitis Emeraes As a Systemic Disease

Infl , 14 Nonlesional
: = atopic dermatitis
: .
& \ v
IL-13 T W
m Atherosclerosis Signaling
— E-selectin  MMP12  p3 =
&> - ccL17 YECFA  FagPa 10 3 b

Likely skin-originated g

. upregulated
cardiovascular-related
proteins

-
~*

Z- score

- Several population-based studies Controls ~ ADNL  ADLS
showed that AD is associated to CVS disease
[/ Implications for systemic treatment in patients with AD involving =10% BSA

Pavel AB...and Guttman-Yassky E. J Am Acad Dermatol. 2020; Czarnowicki T....and Guttman-Yassky E..: J Allergy Clin Immunol. 2015 Jul;136(1):208-11; Ungar B....and
Guttman-Yassky E et al.: J Invest Dermatol 2016; Brunner PM...Guttman-Yassky E. Sci Reports 2017. Silverberg JI Allergy 2015 70: 1300-1308




FEZAKINUMAB TARGETS IL-2212

17C

Barrier Barrier
structure¥ inhibition

roteil‘s

Hyperplasia

Fezakinumab??
Intensifi

cytoki

-17 Synergy
T

. Note: fezakinumab is not licensed.

* 1. Nygaard U, et al. Dermatology. 2017;233(5):344-357. 2. ClinicalTrials.gov. Randomized placebo controlled study to determine safety,
pharmacodynamics, and efficacy of ILV-094 in atopic dermatitis. https://clinicaltrials.gov/ct2/show/NCT01941537. Accessed March 20, 2018.




A monotherapy study with ILV-094/anti-IL-22 in AD

Methods: .
N=60 (2:1 to placebo) 5
Primary endpoint: g
week 12, 8 week g™
follow up %30
6 IV doses until week =™

10

p-value for difference between arms

(using LS means ) using T-test

All Patients
|
® @ @ & ® 1
i
ks ook
! o d%% ok ok
EE ' & ad
gk kdok
FRE prw
' EEES
! T
:
Drug vs Placebo : * !
)

p( severity * ar dddk  kkk kddk  kkk  REE EEE,
0 a 8 12 16 20
Weeks
«—Placebo: (N=20) —o—Drug: (N=40)

p-value for the Time x Treatment x
Severity interaction Multivariate Binary
Regression model

Non-Severe patients
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-15

-25

I
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|
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I
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35 Drug vs Placalebo : NIS

Mean SCORAD Change from Baseline

12
Weeks

0 a

=]

—0~Drug: LOW-SC (N=20)

16 20

—e—Placebo: LOW-SC (N=8)

Severe patients

1]
£ 0 '
O 1
i 1
§ 5 ;
£ * *
9-10 * % . *
b |
g 1
g 15 * % oF '
1
£-20 %%k |
g * % % ot
- R bOREX ko
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5_35 Drug vs Plac:eho: . :kl:k *.* :2: f *.* . *.* -
= 0 4 8 12 16 20
Weeks

—»—Drug: HIGH-SC (N=20)

Guttman-Yassky E el. JAAD January 2018

——Placebo: HIGH-5C (N=12)

p-value for
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treatment
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(differences
between LS

Means)




Higher M¢
Incre:

Larger improvement in the high
IL-22 group
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NEMOLIZUMAB TARGETS IL-31

Barrier

\ disruption Can we reverse AD using

defects (differentiatio

o s B strategies targeting the itch
e \? d\

cytokine IL-317

1. Paller AS, et al. J Allergy Clin Immunol. 2017;140(3):633-643. 2. ClinicalTrials.gov. Dose-ranging study of nemolizumab in atopic dermatitis. https://clinicaltrials.gov/ct2/show/NCT(
Accessed March 20, 2018. 3. Adis Insight. Nemolizumab — Chugai Pharmaceutical. https://adisinsight.springer.com/drugs/800036524. Accessed July 2018.




ARCADIA 1 and 2: Effect of nemolizumab with concomitant TCS/TCI on
pruritus among adults and adolescents with moderate to severe AD

Key secondary endpoint: 24-point improvement in PP NRS score2(ITT, M| MARY)

ARCADIA 1 ARCADIA 2
100 - 100 -
80 - 80 o
_ Moo — A33%
2 54!" e 58t Full population (BL PP NRS 24) (n ARCADIA 1/2)
560 - ‘5‘2’60 . _-2 == NEM + TCS/TCI (n=620/522)
15 A25% - 5 A24% - 4. il PBO + TCS/TCI (n=321/265)
5 40 - 32t _|- == A28% ¢ §40 . 33 _ ¢~ 28% Severe pruritus population (BL PP NRS 27)
215 ;2'152"2/‘ 4 =—/= NEM + TCS/TCI (n=372/280)
20 4 28 === = [J= PBO + TCS/TCI (n=193/151)
118t 2 -t = = 21 A = A% vs placebo
=l

Highly statistically significant endpoints with nemolizumab

Slightly more effective for itch in the severe pruritus at baseline population
Good clinical improvement in lesional severity

Nemolizumab appears to be more effective in these two Phase 3 studies than in the Japanese Phase 3 studies

*P<0.01; TP<0.001; *P<0.0001 vs respective placebo + TCS/TCl; MAR, missing at random; ®Weekly PP NRS calculated using data of 7 consecutive days and set to missing if data for <4 days
available; "Patients receiving rescue therapy were considered

treatment failures; Strata adjusted P-values are presented derived from a CMH test adjusting for randomized stratification m
variables (full population: IGA and PP NRS [27/<7]. Baseline PP NRS 27 population: IGA only)
Silverberg JI, et al. EADV 2023, D1T01.1C. Sponsored by Galderma




ARCADIA 1 and 2: Maintenance of IGA success and EASI 75 to
Week 48

IGA success?through Week 48; ITT, NRI®) EASI 75 (ITT, NRIP)

NEM 30 mg q4w to g8w + TCS/TCI (n=169) {—ll— NEM 30 mg g4w to PBO + TCS/TCI (n=169)

~—fli— NEM 30 mg q4w to gd4w + TCS/TCI (n=169)

100 100 o
80 ; 80 -
604 * 60 A
a 82
s &
@ 40 - s 40
g IGA success in parent studies o EASI 75 in parent studies at
5 at Week 16 (ITT, NRI) ook Week 16 (ITT, NRI)
ARCADIA 1: 35.6% (n=620) ARCADIA 1: 43.5% (n=620)
ARCADIA 2: 37.7% (n=522
0 . T . . . : T \ 0 . . . ; T
16 20 24 28 32 36 40 44 48 16 20 24 28 32 36 40 44 48
Week Week

Silverberg JI, et al. AAD 2024, Late-breaking abstract.




Safety: Overall summary of treatment-emergent adverse events
ARCADIA 1
Nemolizumab?® + TCS/TCI Placebo + TCS/TCI Nemolizumab® + TCS/TCI
N=616 N=321
AEs or SAEs, n (%)
Any TEAE | 306 (49.7) 146(455) | 215(41.4) | 117(a45)
Any serious TEAE f 6 (1.0) 4(1.2) RS (2.5) e (1) e
Any serious TEAE related to study drug 0 o e 0 5(1.0) 0
Any TEAE leading to study discontinuation, n (%) 9 (1.5) - ~ 3(0.9) 15 (2.9) 3(1.12) N
Any TEAE leading to death, n (%) Ea 0 0 0 0
Any severe TEAE, n (%) =5 18 (2.9) 8(2.5) 21 (4.0) 7 (2.7)
AESI, n (%) 56(9.1) - 20(6.2) 47 (9.1) 21 (8.0)
Elevated A.L.T or'AST (>3xULN) in combination with ' 4(7) i e 0 Y 0 0
elevated bilirubin (>2xULN) |
Infections f 20(3.2) 10(3.1) 20(3.9) 12 (4.6)
Injection-related reactions 1(0.2) 0 0 0
Peripheral edema: limbs, bilateral; facial edema ‘ 7 (1.1) 1(0.3) 12/(2:3) 1(0.4)
Worsening of asthma (post-adjudication by IAC) 32(5.2) 13 (4.0) 7 (1.3) 6(2.3)
TEAEs 25% (MedDRA Preferred Term), n (%)
Asthma 33 (5.4) 13 (4.0) S 1 (2.1 R (>
Dermatitis atopic 75 (12.2) 34 (10.6) 37.(7.1 R 15(5.7)




OX40R/0OX40L: A new pathway to explore in AD

» The OX40 receptor is "\
primarily expressed
by activated T cells
and binds OX40L on
APCs

* Rocatinlimab is a
fully human, anti-
OX40 monoclonal
antibody

» Amlitelimab targets
OX40L on dendritic
cells and other cells

.

Non-lesional'skinn |  Acute lesional stage Chronic lesional stage

1. Guttman-Yassky E, et al. Lancet 2023;401:204-214; 2. Guttman-Yassky E, et al. J Allergy Clin Immunol 2019;144:482-493; 3. Nakagawa H, et al. J Dermatol Sci 2020;99:82-89; 4. Furue M, et al. )

Clin Med 2021;10:2578.




Tratamientos sistémicos en edad pediatrica

6 meses 12 anos 12 anos 12 anos
: - , Nemolizumab
Dupilumab Lebrikizumab Tralokinumab
* Japon 6a
i i
’/
\ IL-31

IL-4Ra ' IL13Ral IL-4Ra
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Emerging Therapies in PN

i N T
B e =

Candidate Pre-clinical Phase 1 Phase 2

Blologic
Drugs

Opioid Receptor
Antagonist

NK1R Antagonists




Comparison Between Dupilumab and Nemolizumab for PN
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Direct comparison between dupilumab and nemolizumab (and their respective trials) is not possible due to differences

in study design, study populations, and study endpoints

Yosipovitch et al.. Nat Med. 2023;29(5):1180-1190. Kwatra et al. N Engl J Med. 2023 Oct 26;389:1579-1589
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Dupilumab Provided Sustained Improvement in ltch, Lesions, and Sleep up to Week 104
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Long Term Effect of Nemolizumab

Data from observed cases in OLYMPIA 2 treat-through population, interim analysis (52 weeks) of the OLYMPIA LTE

>4-point improvement in weekly average Peak Pruritus NR* PAS item 5b (76% to 100% healed prurigo lesions)
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&' 8 out of 10 patients with PN maintained itch relief and healed lesions with Nemo
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Other Emerging Therapies for PN in
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Late-Stage Clinical Development®

rial

Rocatinlimab

Abrocitinib

Povorcitinib

Ruxolitinib cream

Vixarelimab

Barzolvolimab
(CDX-0159)

OX-40 inhibitor

JAK1 inhibitor

JAK1 inhibitor

JAK 1/2 inhibitor

OSMRB inhibitor

KIT (CD117)

A Phase 3, Placebo-controlled, Double-blind Study
Assessing Rocatinlimab in Prurigo Nodularis

Efficacy of Abrocitinib for Reducing Pruritus in Adults With PN
and Chronic Pruritus of Unknown Origin (NCT05038982)

A Study to Evaluate the Efficacy and Safety of INCB0O54707 in
Participants With PN (NCT05061693)

A Study to Evaluate the Safety and Efficacy of Ruxolitinib Cream in Participants
With Prurigo Nodularis (PN) (TRUE-PN1)

A Study to Evaluate the Efficacy and Safety of Ruxolitinib Cream in Participants
With Prurigo Nodularis (PN) (TRUE-PN2)

Study to Assess the Efficacy, Safety, and Tolerability of Vixarelimab
in Reducing Pruritus in PN (NCT03816891)

A Study of Barzolvolimab in Patients with Prurigo Nodularis




Checklist: Indication for systemic treatment
of chronic prurigo in adults

Indicacion para tratamiento oo e s Vot e v i
continuation of systemic therapy the following criteria need to be checked

[ ] V 4 [ ]
S I Ste m I CO 1. General preconditions for systemic therapy Yoo
1 |Age 2 18 years 0
2 |Diagnosis CEnically verified diagnosis of chronic prungo 0
2. Clinical suitability criteria for systemic therapy Yo
A |Relevant Applies, since pt least one of the following criteria is met: (0]
. . . objcc?ivn
e Grado de severidad objetiva severity e o e e o
« Prurigo IGA activity 23 ot (o]
¢ Single clinically relevant treatment-refractory lesions o
e Carga subjetiva 8 l::lovant. Applies, since gl lea3t o of the folowing criteria is mat 0
burden o Pruritus (worst itch in the last 24 h) >7 fo)
(on VAS or NRS from 0-10) ot
* Falta de respuesta al tratamiento T P e . 0
C|Lack of Measures other than systemic therapy are not sufficient, (0]
response to because at lenst one of the following criteria applies:
therapy
« No sufficent response fo guidelne-compkant topical treatment or fo)
phototherspy ot
« No prospect of response only with topical trestment or phototherapy | ©
3. Conclusions
D|-> Indication for a systemic therapy is given because
ot least one criterion from A, B and C applies: O Yes
E
< Therapy initiation with:
F |- Patient informed consent has been obtained: OYes
. 3 : (Data, sgratae)
English/German online: Augustin M et al. J Dtsch Dermatol Ges. 2023 Sep 18. doi: 10.1111/ddg.15152.

www.arzneimittelleitfaden.de PAS-Provige Acivity and Severity loome ® Prorige KoA=Prorige Gl A t fov stage ¢
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Oblique earlobe crease in DRESS/DIHS

e Sensibilidad 81%
* Especificidad 71%

* VVP 68%




> JAMA Dermatol. 2024 Jan 1;160(1):37-44. doi: 10.1001/jamadermatol.2023.4450.

Tratamiento DRESS/DIHS Management of Adult Patients With Drug Reaction
With Eosinophilia and Systemic Symptoms: A

Delphi-Based International Consensus

Table. DRESS Acute Phase Management and Follow-Up Care

Consensus on DRESS treatment?

General recommendations » Treatment should be based on disease severity assessment
» Corticosteroids should be initiated in all patients with confirmed
DRESS
Mild DRESSP » Topical very high potency steroids should be initiated

e Steroids should be tapered over 6 wk to 3 mo

Moderate DRESS® » Topical very high potency steroids can be considered
» Systemic glucocorticoids can be considered in patients
with moderate disease
» Steroids should be tapered over 6 wk to 3 mo

Severe DRESSP » Systemic glucocorticoids should be initiated in all patients
» Systemic glucocorticoids should be tapered over 3 to 6 mo

=

fy Stanford
MEDICINE

Bruggen et al. JAMA Derm. 2024.

w5



Viral Reactivation and DRESS

Viral reactivation typically occurs 2—4 wks after symptoms — T~ —

— Rates of HHV-6 reactivation: 36-80% — N

— Associated w/ longer disease, flares, & more severe outcomes el siea

Routine use of antiviral tx is not indicated due to spontaneous e\~

resolution of viral reactivation and SE of therapy R
120 8 cells = .

We treat: viral induced organ damage or viral reactivation is R .

suspected to be a contributory factor to severe disease Herperes st shcas /N SN

T ;
Omnsel 1 2 3 1 bl 6 (Week)

Workup investigating HHV reactivations
All patients with suspected DRESS

Type of analysis that reached consensus

Serum PCR

- Serum PCR

Serum PCR

DRESS with high serum CMV viral load » Antiviral treatment (ganciclovir/valganciclovir) can be considered




Complicaciones a largo plazo de DRESS/DIHS

Short-term sequelae (within weeks following acute DIHS/DRESS onset)
*» Long-term complications ~11.5% Fulminant type | diabetes melltus ~* =
~ Both immune and non-immune Fulminant hepatic failure = =

. <
Autoimmune hemolytic anemia —

=  Autoimmune sequelae:

Renal faslure *

— Most common: Autoimmune thyroid disease and Drssemmated muravascular coagulation ™
fulminant type 1 diabetes N -
- Onset 2—4 months post-DRESS/DIHS » Table 3. Composite Scores for Predicting the

_ Can occur after all acute symptoms are quiescent, " Development of Autoimmune Diseases in Patients
following weaning off steroids, and may occur 51 » with DiHS/DRESS

Foclor-Gulded Statification. ) Invest Dermalol. JA 20001 .60

Lo
years later A Parameters Grade/Extent Score
: Acute phase
A Number of lymphocytes (/pl) >2,400 1 Low: < 1 point
N Liver dysfunction (ALT) (IU/1) 80—300/>300 172
v Serum IL-2 ( < 0.3 pg/ml) and IL-4 Yes 2 Intermediate: 2-3 points
4ama et al. J Allergy Clin Immunol Pract 2022 » (2.8 pg/ml)
Stirton et al. Biomedicines. 2022 Subacute Phafe | High: = 4 points
3rlggen et al. JAMA Derm. 2024 Pulse prednisone Yes 1
| |V|g infUSiOﬂ Yes 2
Increase in liver enzyme (ALT) (1U/1)* 100—-400/>400 172
Increase in globulin’ >0.7 2
EBV and/or HHV-6 reactivation for >3 EBV or HHV-6/ 1/2
months” both
Miruluiva Y, Acyama Y, Talahaohl H, Talahah] 8 » @ A=tpirmena uoang o S o Brug Frugr Eiwh P uclo NVA E‘E U




Complicaciones a largo plazo de DRESS/DIHS

Short-term sequelae (within weeks following acute DIHS/DRESS onset)

»  |Long-term complications ~11.5% Fulminant type 1 diabetes mellius =
— Both immune and non-immune Fulminant hepatic faiture = =

. <
Autoimmune hemolytic anemia —

=  Autoimmune sequelae:

Renal faslure *

— Most common: Autoimmune thyroid disease and Drsseminated ntravascular coagulation ™
fulminant type 1 diabetes Myocarditis =
= Onset 2-4 months pOSt-DRESS/DIHS Pncumomitis 7

. Hemonhae F U . L1
— Can occur after all acute symptoms are quiescent, emophagocytc lymphohistiocytasis (HLH)

following weaning off steroids, and may occur 5!
years later

Autormmune thyrodios - =
Long-term sequelac (persistent and/or months to years following acute DINS/DRESS onset)
Arthralgia frtheumatosd arthnus) * 4
Autoimmune thyroadits ©
Vinhgpo
Alopeaia ateata

My ardite,

Consensus on follow-up care®

Hama et
stirton e Timing of follow-up » Regular follow-up consultations beginning in the first month after
3riiggen discharge
— *» Regular follow-up consultations during the first 6 mo after onset
and thereafter according the patients’ needs
Content of follow-up consultations » Blood tests according to the initial organ involvement

= Screening for autoantibodies in the convalescence phase

« Screening for thyroid dysfunction in the convalescence phase

« Screening for steroid adverse effects in patients receiving
prolonged systemic steroids

» Active offering of psychological support
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Reacciones paraddjicas

Biologics are targeted, but unintended effects still occur

Paradoxical Reactions (PRs)
Development of New
OR
Exacerbation of Existing
Immune mediated disorder in setting of biologic therapy

Important to be able to recognize and manage PRs

PRs provide insight into Immunology of disease and therapy

CUTANEOUS PARADOXICAL REACTIONS

Exacerbation of or emergence of inflammatory skin disease
while on a biologic

ECZEMATOUS PSORIASIFORM OTHER

l

TNFa Inhibitors eg. Granulomatous

TNFa Inhibitors

IL-17 Inhibitors

IL-17 Inhibitors IL-4/IL-13 Inhibitors




TNFa Inhibitors IL-23 / 1IL-12/23 IL-4/1L-13 Inhibitors
Inhibitors

Most Common PRs Paradoxical Psoriasis Paradoxical Paradoxical Paradoxical
Paradoxical Eczematous Eruption Eczematous Eruption Psoriasiform Eruption
Eczematous Eruption

Management Pearls Start with topicals, Start with topicals, con  Start with topicals, can  Start with topicals, can
often need to switch sometimes treat sometimes treat sometimes treat
biologic dass, other through, other through, other through, other

systemic medications systemic medications systemic medications systemic medications
or phototherapy may or phototherapy may or phototherapy may or phototherapy may
be needed be needed be needed be needed S

AL DAL UE bhpicing

J Am Acad Dermatol. 2_0_22 l\_Aar,_StS(S):_lQSO-lOSL

Management Pearls:
- Start with topicals
- Can often treat through (with the exception of TNFa PRs--generally need to switch)
- Phototherapy or oral medications can be effective
- Sometiems an additional biologic or JAK inhibitor may be needed
- Think critically to make sure nothing important is missed (such as CTCL in setting of dupilumab)




IL-4/1L-13 Inhibitors: Beware of CTCL

’

There have been reports of CTCL emerging in patients treated
with dupilumab

Whether this represents emergence of CTCL or pre-existing
CTCL that declares itself on dupilumab remains unknown
(likely both scenarios exist)

If patient flares on dupilumab or displays any concerning signs
for CTCL, skin biopsy and additional workup needed

J Am Acad Dermatod, 2022 DecB87(6):e241 2242

} Am Acad Dermatad, 2028 Feb 1:50190-9622(25)00188 4,

J Am Acad Dermatol, 2024 Dec 15:50190-9622(24)03371-1

it J Dermatol. 2023 M 62{7)1862-876 Yale scrmoot of sepiciNg

Dermatopathology (Basel). 2022 Nov 30-9(4):355-391

A
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National Comprehensive

NCCN | Cancer Network®

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)

Management of Immunotherapy-
Related Toxicities

Version 1.2025 — December 20, 2024

NCCN.org

NCCN recognizes the importance of clinical trials and encourages participation when applicable and available.
Trials should be designed to maximize inclusiveness and broad representative enrollment.

NCCN Guidelines for Patients® available at www.nccn.org/patients

ion 1.2025, 12/20/2024 © 2024 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN i and this il tion may not be in any form without the express written permission of NCCN,

https://www.nccn.org/professionals/physician_gl
s/pdf/immunotherapy.pdf




Use of steroids with immunotherapy for cancer treatment

* High-dose steroids do not appear to
interfere with antitumor responses.

* However, data from several studies
suggest that administration of steroids
(prednisone > 10 mg daily) within a few
weeks of starting treatment might result in

inferior outcomes. Clinical Pearl
*Prednisone >10 mg/day for > 2 weeks

associated with poorer '%urvival outcomes. | Lror Grade > 2 exanthems, if possible, try to avoid

systemic steroids if within first few weeks of
immunotherapy.

e If using, try to avoid prolonged courses (i.e. taper within
4 weeks).

* If persistent, consider switching to steroid alternative
therapy.




Impact of antibiotics on immunotherapy outcome

* Gut microbiota implicated in
numerous physiological and
pathological processes in humans

» Closely related to optimum
functioning of immune system

* The use of antibiotics as an
independent risk factor for the
development of cancer

— Petrelli F et al (2019) Use of
antibiotics and risk of cancer: a
systematic review and meta-
analysis of observational
studies. Cancers 11:1174

* Exposure to broad-spectrum

antibiotic -> negatively influences
the results of treatment with ICls by
modulation of gut microbiota

? Timing

» Cumulative or prolonged use of abx

-> decreased PFS or OS

Tinsley N et al. (2020) Oncologist 25:55-63
Negative correlation for all
outcomes in the case of abx
administration before the beginning
of treatment with ICls but not
concurrent administration of abx

and IT
Huemer F ot 8 (2018) Oncotarget 9:16512-16520

* Systematic review and large meta-analyses of 766 observational studies
on abx and ICls

— Eighteen studies and 826 pts

— OS was 3.4 times longer in pts who did not receive any abx in the
42 days prior to immunotherapy

— PFS was also longer in pts who did not receive abx
* Exposure to abx before 60 days starting or during immunotherapy seems
not to influence the clinical outcomes

Wilson B et al (2020) Cancer Immunolimmunother 69-343-354

* * Try to avoid antibiotic use unless absolutely needed,

particularly within 60 days prior to or within first few weeks of
starting, and in patients responding to or stable on
immunotherapy

* *Would not recommend using for anti-inflammatory purposes




Novel EGFR inhibitors and cutaneous side effect profiles

+ Amivantamab: Bispecific monoclonal antibody to EGFR and mesenchymal
epithelial transition factor (MET)

« FDA approved in 2021 for non-small cell lung cancer
« High prevalence of cutaneous toxicities:
» 68.5% with acneiform rash, 30% with paronychia

» Scalp toxicities appear to be enriched in amivantamab-treated
patients, affecting over 20% of patients

« Erosive Pustular Dermatosis and Scalp Folliculitis’/Acneiform Eruption

+ Biopsy: Inflamed granulation tissue with vascular
proliferation, mixed inflammatory cell infiltrate

+ Treated with oral prednisolone without improvement

« Started oral propranolol 10mg three times daily with
improvement

+ Amivantamab continued throughout

Cancer Institute

' '_'j Brigham Cancer Center

Huang PW, Yu CJ, Yang JC, Chu CY. Lung Cancer 2024
N D
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