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CLCI

OL apvnTkee erudpacelc tne Ywptaoncg otn {wn Twv acOevwv
aBpoilovtal oTnV TTOPELDL TOU XPOVOU
Cumulative Life Course Impairment model (CLCI)
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Adapted from Pariente B, et al. Inflamm Bowel Dis. 2011;17(6):1415-22. For illustrative purposes only, not intended to represent a definitive linear disease progression for every patient.
BSA, body surface area; CLCI, cumulative life course impairment; CV, cardiovascular; MetS, metabolic syndrome; PASI, Psoriasis Area and Severity Index; WA, Ywpiaoiki ApBpiTida.

1. Kimball AB, et al. J Eur Acad Dermatol Venereol. 2010;24(9):989-1004; 2. Ros S, et al. Actas Dermosifiliogr. 2014;105(2):128-34; 3. Linder MD, et al. Acta Derm Venereol. 2016;96(217):102-8;
4. Ogdie A, et al. AAD, Boston, March 25-29, 2022. Poster 33933.




KAINIKO MNEPIZTATIKO

YES NO
1. Have you ever had a swollen joint (or joints)? x
2022 Ao-esvr'lg Trpoo-r'lAes OCTO |q-|-p£io wwpiaong TOU 2 Has a docto evertld you thatyou have arthrts? x
N oo-o Ko “ aiou ((A. Zuvvpég)) 3. Do your finger nails or toenails have holes or pits? x

4. Have you had pain in your heel? x
z z . 5. Have you had a finger or toe that was completely swollen and painful for no
KAIVIKn £§£TGOT] . 10/2022 apparent reason? x

TOTAL PEST SCORE

In the drawing below, please tick the joints that have caused you discomfort (i.e. stiff, swollen or painful joints)
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(O}\Lvapepi'cl'Sa) + Document ALL PEST scores in the notes

+ Dictate "NEXT PEST DUE DATE ' in GP/clinic letter - 1 Year from today’s date



Treatments* with “first line label5”

KAINIKO NEPIZTATIKO

PSORIASIS VULGARIS

Aze E N H z M E E NA E I E H I_IA E N APE H If treatment success cannot be expected with

‘conventional systemic agents’, choose from the

2YZTHMATIKHZ OEPATIEIAZ... P R

Deucravacitinib (TYK 2}
Conventional systemic agents

Anti TN Fa Guselkumab (anti IL 23)
Acitretin

Adalimumab o
MNMowa Gspane La Certolizumab pegol Ciclosporin response,

contra- Risankizumab (anti IL 23)

Etanercept indicated or

XPNOLLOTIOLW =

, Infliximab tolerated
KOl YLOLTL,;

Methotrexate
Tildrakizumab (anti IL 23)

Anti IL17

Bimekizumab Treatments™ with “second line label®”

B rOda I uma b Conventional systemtic agents

H Phosphodiesterase 4 inhibitors
|Xe kIZU ma b Tyrosinkinase 2 inhibitors

Secu kinumab Tumour necrosis factor inhibitors
Anti interleukin 12/23 p40

Anti interleukin 17

Anti IL23, IL12/23 = Antiinterleukin 23

L4 Guselku mab * alphabetical order

$Lzbel as approved therapeutic indication

° R|Sank|zuma b by the European Medical Agency
e Ustekinumab

EuroguiDerm 2024 www.guidelines.edf.one/guidelines/psoriasis-guideline
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Oeparneia em\éyw otn petpla-cofapn katd makag WQ

== Anti TNFa

e Etanercept

e Adalimumab

e Certolizumab pegol
e Infliximab

 + [ouog givat o KupilopXoG BEPATTEVUTIKOG OTOXOG;
* H amoteAeopaTKOTNTA,;

*  Hrtayvtnto;

*  Haopdhela;

*  Houvupudpdwon;

mm Anti IL17A, IL17A/F, IL17R

e Bimekizumab
e Brodalumab
e Ixekizumab

e Secukinumab

s AntiIL23, Anti IL12/23

e Guselkumab
¢ Risankizumab
e Ustekinumab
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* Héwatpnon tou amnoteAéopartog o€ fabog xpovou;
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gVEOLUN Oeparmeia eMAEYW otn PETPLa-coBapn katd mAakac WQ
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«  Amstrong et al. IPSOR 2021 Napaywpnon Staddvelag ans UCB
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Ot avaotoAeic IL-17A inhibitors ouvBwc €xouv TaxUTePN KALVLKN
QVTATTOKPLON Ao Toug avaoTtoAeic IL-23 otnv enitevén PASI75 peoa
ot TpwTeC 4 efdopadec xopriynong (NRI)

IXORA-R: Ixekizumab vs Guselkumab?
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BE SURE: Bimekizumab vs Adalimumab

—®— Bimekizumab 320 mg Q4W (n=319)
- Adalimumab (n=159)

76,5
31,4
1 2 3 4

EBSouadeg

CLARITY: Secukinumab vs Ustekinumab?

100 4

80 -

60 -

40 -

20 A

0«

Mpoooxn: dpeon ovykpLon Letafl Stadopetikwy KAWVLIKWVY peketiv ev eival Suvatr kal Beputr)

—s—Secukinumab (n=550)

Ustekinumab; N=(520)

40

ERSoudadeg

1. Blauvelt et al. Br J Dermatol 2021;184:1047-1058. 2. Blauvelt et al. JAMA Dermatol 2020;156:649-658. 3. Bagel et al. Dermatol Ther (Heidelb). 2018; 8: 571-579
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Comparative safety and benefit-risk
profile of biologics and oral treatment
for moderate-to-severe plaque psoriasis:
A network meta-analysis of clinical
trial data

;§@_

Neil H. Shear, MD.® Keith A. Betts, PhD,” Ahmed M. Soliman, MS, PhD,“ Avani Joshi, PhD." Yan Wang, sch.”
Jing Zhao, PhD.” Paolo Gisondi, MD,® Ranjeeta Sinvhal, MD.“ and April W. Armstrong, MD, MPH'
Toronto, Cancada; Los Angeles, California; North Chicago, Illinois; Denver, Colorado; and Verona, Tlaly

Bac kground: The comparative satety and benefit-risk profiles of moderate-to-severe psoriasis treatment
have not been well studied.

Objective: To compare the short-term (12-16 weeks) and long-term (483-56 weeks) safety and benefit-risk
profiles of moderate-to-severe psoriasis treatments.

Methods: A systematic literature review of phase [1-1V randomized controlled trials of moderate-to-severe
psoriasis treatments was conducted Ccutoff: July 1, 2020). Any adverse events (AEs), any serious AEs, and
AFs leading to treatment discontinuation were compared using Bayesian network meta-analyses (NMAs).

Results: Fifty-two and 7, respectively, randomized controlled trials were included in the short- and long-
term NMAs, respectively. In the short-term NMA, the rates of any AEs were the lowest for tildrakizumab
(posterior median: 46.0%), certolizumab (46.2%), and etanercept (49.1%). The rates of any serious AE were
the lowest for certolizumab (0.8%), risankizumab (1.2%), and etanercept (1.6%6). The rates of AEs leading to
treatment discontinuation were the lowest for risankizumab (0.5%), tildrakizumab (1.0¢6), and guselkumab
(1.5%). In the long-term NMA, risankizumab had the lowest rates of all 3 outcomes (67.5%, 4.4%, and 1.0%,
respectively) and the most favorable benefit-risk profile.

Limitations: The results may not be generalizable to real-world populations.

Conclusions: Anti—interleukin 23 agents were associated with low rates of safety events. Risankizumab

had the most favorable benefit-risk profile in the long term. (] Am Acad Dermatol 2021;85:572-81.)



H avaotoAn ¢ IL-23 pe risankizumab sivaw kaAa avekti
XWPLE VEa onpata aodalsiog

LIMMitless OLE trial o aocBeveic pue pétpla-ocofapn Pwpeiaon katd mAdakac rov EAapav Risankizumab yia 6 €tn

Primary psoriasis safety pool LIMMitless study
16 weeks? <324 weeks
RZB 150 mg Placebo Continuous RZB 150 mg
N=1306 N=300 N=897

Events (events/100 PY) PY=402.2 PY=92.0 PY=4921.2
Any TEAE 1279 (318.0) 261 (283.7) 6991 (142.1)
Serious AE 40 (9.9) 16 (17.4) 332 (6.7)
AE leading to discontinuation of study medication 11 (2.7) 9(9.8) 86 (1.7)
Deaths 2 (0.5) 0 9(0.2)b
TEAEs of safety interest

Adjudicated MACE 1(0.2) 1(1.1) 24 (0.5)c

Serious infections 7(1.7) 1(1.1) 52 (1.1)

Active TB 0 1(1.1) 0

Systemic candidiasis 0 0 0

Opportunistic infections excluding herpes zoster and TB 0 0 6 (0.1)

Malignant tumours 6(1.5) 1(1.1) 46 (0.9)

Including NMSC 3(0.7) 1(1.1) 19 (0.4)
Excluding NMSC 3(0.7) 0 27 (0.5)¢

Serious hypersensitivity reactions 0 0 4 (<0.1)¢
Inflammatory bowel disease

Crohn’s disease 0 0 0

Ulcerative colitis 0 0 1(<0.1)
Psychiatric disorders

Suicidal ideation 0 1(1.1) 0

Suicide attempt 1(0.2) 0 1 (<0.1)

aPrimary psoriasis safety pool includes data from UltIMMa-1, UltMMa-2, IMMhance, IMMvent, and NCT0205448120 studies; *Due to natural causes (n=1), accident (n=1), cardiopulmonary event (n=1), cardiac arrest (n=1), sudden cardiac death (n=1), cause
unknown (n=3), COVID-19 infection (n=1); no deaths were considered related to study drug by the investigator; “MACE rate in the LIMMitless study is consistent with the incidence rate of MACE reported in the Psoriasis Longitudinal Assessment and Registr

(PSOLAR; 0.57 E/100PY; 95% Cl: 0.50, 0.65; “Malignancy types excluding NMSC were colorectal (n=7), skin (n=5), breast (n=4), prostate (n=3), urothelial (n=3), uterine (n=2), brain (n=1), gastric (n=1), and head and neck (n=1); eSerious hypersensitivity reaction
(all considered unrelated to study drug) were paraphenylenediamine allergy (n=1; mild, attributed to hair dye application), generalised microbial eczema (n=1; moderate, attributed to prolonged duration of generalised eczema and lack of response to treatment
with hydrocortisone), Stevens-Johnson syndrome (n=2; severe, attributed to addition of chlorpromazine [n=1] and attributed to addition of Bactrim [n=1]) 1. Papp KA, et al. AAD Annual Meeting, San Diego, 8-12 March 2024. Poster P53833.
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mm Anti IL17A, IL17A/F, IL17R eyehodermatolosy

s BimeKizumab Factors affecting adherence to treatment of psoriasis:
comparing biologic therapy to other modalities

Sue Ann Chan, Fawad Hussain, Linda G. Lawson & Anthony D. Ormerod
. Pages 64-69 | Received 17 Feb 2011, Accepted 01 Jun 2011, Published online: 07 Sep 2011
L IXe kl ZU m a b && Cite this article https://doi.org/10.3109/09546634.2011.607425

e Secukinumab
[Eal Figures & data & References &k Citations il Metrics & Reprints & Permissions Read thi

mm AnNti ".23, Anti ".12/23 Abstract

Objectives: This study evaluated self-reported patient adherence to different types of treatment in

¢ Brodalumab

psoriasis and factors that affect adherence. Patients and methods: Patients attending a Dermatology

® Risankizu ma b Department for treatments of psoriasis completed a questionnaire about adherence to each of their

. therapies, Self-assessed Psoriasis Area and Severity Index (SAPASI) and Dermatology Life Quality
e Ustekinumab

Index (DLQI). Results: Hundred and six patients participated, 98 on topical treatments, 43 on oral

systemic therapies, 39 on phototherapy and 29 were on biologic therapies. The overall rate of self-
reported treatment adherence was 85.8%. There was a significant relationship between the types of
treatment (topical, oral systemic, phototherapy and biologic therapy) and the number of

combinations of treatments and adherence. [Nela = al=R E1alCle B T=aT1i[E1014\A o= n =] gfe] gl o] (o] [e]={{e

herapies 100%, followed by oral therapy 96%, phototherapy 93% and then topical therapy 75%.

Being too busy, being fed up and cigarette smoking were associated with reduced adherence. About
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Adherence and Persistence to Biological Drugs for Psoriasis:
Systematic Review with Meta-Analysis

Eugenia Piragine "2(, Davide Petri >, Alma Martelli '*, Agata Janowska *, Valentina Dini ¢, Marco Romanelli *,
Vincenzo Calderone ! and Ersilia Lucenteforte **
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Abstract: Despite the large number of biologics currently available for moderate-to-severe psoriasis,
poor adherence and persistence to therapy represent the main issues for both the clinical and economic
management of psoriasis. However, the data about adherence and persistence to biologics in psoriasis
patients are conflicting. Our aim was to produce summary estimates of adherence and persistence to
biologics in adult patients with psoriasis. We performed a systematic review and meta-analysis of
observational studies, searching two databases (PubMed and Embase). Sixty-two records met the
inclusion criteria, and a meta-analysis was conducted on fifty-five studies. Overall, the proportion of
adherent and persistent patients to biological therapy was 0.61 (95% confidence interval: 0.48-0.73)
and 0.63 (0.57-0.68), respectively. The highest proportions were found for ustekinumab, while the
lowest ones were found for etanercept. The proportions of adherence and persistence to biological
drugs in psoriasis patients are sub-optimal. Notably, both proportions largely differ between drugs,
suggesting that a more rational use of biologics might ensure better management of psoriasis.

Keywords: psoriasis; biological drugs; anti-TNF-c; anti-IL-17; anti-11-12/23; adherence; persistence
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Figure 4

Percentage of adherent patients according to biological drugs. Confidence intervals (95%) are reported within the

vertical bars.



Aocoloywo oxnua avaotoAewv IL17 kan IL23 og eviiAkeg aoBeveic pe
HETpLa-cofapn Ywpiaon

G 0~ o ) o ) e > ) ) a0 ) 740y i e ) 052 I

Target Maintenance
dose
IL-17RA Q2w

O 060606 6 0 O o o o o ® ® o ® o o
IL-17A Q4w

IL-17A+
r17r @ ® ® ® ® ® ® o O Q8W

L23p19 @ o ® ® ® ® ® ® osw
o o

) @ Q12w

IL12/23 @ ® o o o ® 2w

Tildrakizumab
PY /

Risankizumab @ Ustekinumab

} Brodalumab @ Ixekizumab* Secukinumab @ Bimekizumab @ Guselkumab

*Double dose at Week 0. 1. Bimzelx ® EU SmPC. https://www.ema.europa.eu/en/documents/product-information/bimzelx-epar-product-information_en.pdf [Accessed on May 2022]. 2. Kyntheum ® EU SmPC.
[Accessed on May 2022]. 3. Taltz ® EU SmPC. [Accessed on May 2022]. 4. Cosentyx ® EU SmPC. [Accessed on

May 2022]. 5. Tremfya ® EU SmPC. [Accessed on May 2022]. 6. llumetri ® EU SmPC. [accessed May 2022]. 7.
Skyrizi ® EU SmPC. [Accessed on May 2022]. 8. Stelara ® EU SmPC. [Accessed on May 2022].
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mm Anti IL17A, IL17A/F, IL17R

e Bimekizumab BADBIR registry (UK, 11.877 acBeveig)

e Brodalumab ErBiwon pappakwv (unadjusted survival functions) peta and 1 €tog
e |xekizumab

Unadjusted survival

e Secukinumab functions (95% CI)
RZB [ 0.95 (0.93, 0.96)
= AntilL23, AntilL12/23 GUS g 0.94 (0.93, 0.95)
ADA " 0.80 (0.79, 0.81)
e Guselkumab
. . UsST ™ 0.88 (0.87, 0.89)
e Risankizumab
. BRO —— 0.80 (0.75, 0.84)
e Ustekinumab
IXE [ 0.88 (0.86, 0.90)
A cohort study using BADBIR, which is a national pharmacovigilance registry of patients with psoriasis in
the UK and Republic of Ireland, was conducted with data collected between November 2007 and June SEE " .55
2023.
A total of 19,034 treatment courses from 11,877 participants were included with a median follow-up of ' !
2.3 years (interquartile range 0.9-4.4) with 6,815 ADA, 5,639 UST, 367 BRO, 1,072 IXE, 3,051 SEC, 1,258 0 0,5 1 1,5

Yiu Z, et al. EADV, Berlin, 11-14 October 2023. Abstract 6532



Owavaotoleic IL23 risankizumab ko guselkumab epudpavifouv
vdnAotepo drug survival amno touc avactoAeic IL17A/R
secukinumab, ixekizumab kaw brodalumab
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Torres et al. American Journal of Clinical Dermatology (2022) 23:891-904
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H avaotoAr) tne IL-23 oxetiletal pe uPnAr Ko pakKpoxpovia
QITOTEAEOUATIKOTNTA

MeA€tn aéloAoynonc tou risankizumab oe BaBoc¢ 5,5 etwv (MNRI?)
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DATASET;

USED FOR DICHOTOMOUS ANALYSES ONLY; BN=897 FROM WEEK 0 TO WEEK 304; “BECAUSE OF DIFFERENCES IN BASE STUDY LENGTHS, SOME PATIENTS ENROLLED IN THE LIMMITLESS STUDY EARLIER THAN 52 WEEKS.

Cl, CONFIDENCE INTERVAL; IL, INTERLEUKIN; MNRI, MODIFIED NON-RESPONDER IMPUTATION; OLE, OPEN-LABEL EXTENSION; PASI, PSORIASIS AREA AND SEVERITY INDEX.

Papp KA, et al. AAD, New Orleans, March 17-21, 2023. Poster P43928




H avaotoAr) tne IL-23 oxetiletal pe uPnAr Ko pakKpoxpovia
QITOTEAEOLATIKOTNTA

MeA€tn aélohoynonc tou guselkumab oe BaBoc 5 etwv (TFR, NRI, OBS)
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Maintenance of response to guselkumab in psoriasis through 5 years, K. Reich et al. BJD 2021 185, pp1146-1159



KapmuAn etuBiwonc (IGA 0/1, PASI 90 kaw PASI 100) peta amno
drakor) tovu Guselkumab (VOYAGE 2)

VOYAGE 2 — efficacy
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in GUS than ADA groups
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protocol-prohibited medication before week 16 and those not returning for week-16 evaluation
considered nonresponders

MAPAXQPHZH AMO UCB



MNaBoduooroyia Wwpiaong kat kUTTapa Uviung

(tissue resident memory cells; TRM)
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H avaotoAr ¢ IL-23 pewwveL Tov aplipo Twv LOTIKWVY KUTTAPWV
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* chapter on “Viral hepatitis” under re-review
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The following drugs have been approved for the treatment of psoriatic arthritis by the European

Medicines Agency: the TNFi adalimumab, certolizumab — pegol, etanercept, and infliximab; the

IL-17 antagonists ixekizumab and secukinumab; the IL-23 antagonists guselkumab and

risankizumab and the IL12/23p40 antagonist ustekinumab.

Biological DMARDs

For patients with an inadequate response after at least one synthetic DMARD,
we recommend using a biological DMARD as monotherapy or in combination
with a synthetic DMARD.

In cases of severe active joint involvement (PsA) where a sufficient response
cannot be expected with the use of a conventional treatment, we
recommend using a biologic as first-line therapy.

When choosing a bDMARD for patients with moderate to severe psoriasis of
the skin and active joint involvement (PsA), we recommend taking into
account aspects of efficacy with regard to skin and the joints, comorbidity,

practicability and safety.
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AmnoteAeopatikotnTa Twv avaotoAswyv IL23 otnv WA

Peripheral Axial - o - .. . .
arthritis disease Enthesitis Dactylitis Psoriasis Nails IBD Uveitis
++ NA ++ ++ ++ ++ +

v v v v v
v ?2 v Vv Vv Vv V

+, conditional recommendation for; ++, strong recommendation for GRAPPA, Group for Research and Assessment of Psoriasis and Psoriatic Arthritis; IBD, inflammatory bowel disease; NA, no recommendation, insufficient or
conflicting evidence; PsA, psoriatic arthritis.

Coates LC, et al. Nat Rev Rheumatol 2022;18:465-479.



> Rheumatology (Oxford). 2024 Apr 10:keae220. doi: 10.1093/rheumatology/keae220.
Online ahead of print.

Short-term effectiveness of guselkumab in psoriatic
arthritis patients and suggestive features of axial
involvement: results from a real-life multicentre
cohort

Piero Ruscitti 1, llenia Pantano 2, Giulia Cataldi 1, Martina Gentile ', Francesco Arrigoni 1
Luca Riccio 2, Sabrina Marrone 2, Daniele Mauro 2, Francesco Ursini ® 4, Maria Esposito 7,
Antonio Barile 7, Maria Concetta Fargnoli 1 Roberto Giacomelli > °, Francesco Ciccia 2,

Paola Cipriani




Abstract

Objective: To evaluate the short-term effectiveness of guselkumab in patients with psoriatic arthritis (PsA)
and suggestive features of axial invohlement in a prospective “real-life” multicentre cohort.

Methods: Between June 2022 and June 2023, PsA patients with axial involvement were evaluated if treated
at least for 4 months with guselkumab. The effectivensss was evaluated by BASDAI, ASDAS, DAPSA, and

achievement of BASDAI = 4, also exploiting predictive factors. In a group of patients, MRI findings on sacroiliac
joints were assessed before and after gusslkumab administration.

Results: Sixty-seven patients with PsA and suggestive features of axial involvement (age 53.4%11 2 years,
male sex 26.9%) were treated with guselkumab. After 4 months, a significant reduction of BASDAI ASDAS,
and DAPSA was observed. A ABASDAI of -2.11 * 0.43 was estimated assessing the mean difference values
before and after guselkumab administration and 52.2% of patients reached a BASDAI = 4. In 27 patients, MR
findings on sacroiliac joints were assessed before and after guselkumab administration. A reduction of 0.80
or larger of the sacroiliac joint lesion score was observed in the majority of patients (70.3%) based on MRI
improvements, paralleling with the clinical response.

Mo life-threatening side effects were recorded; 17.9% of patients reported minor adverse events mainky
injection site reactions.

Conclusions: The short-term effectiveness of guselkumab in patients with PsA and suggestive features of axial

imvohvement was shown. Although further studies are needed, our multicentre “real-life” study may suggest

the clinical usability of guselkumab in this context.
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EULAR recommendations for the management of
psoriatic arthritis with pharmacological therapies:

OPEN ACCESS
2023 update
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H avaotoAn IL-23 & IL-12/23 cuoXETIOTNKE UE CNUAVTIKA LELWUEVO
KivOuvo avartuénc apBpttidac o oxeon pe tnv avaotoAr) TNF

Avadpoutkn kKAwvikn peAétn 15.501 aocBevwv amnod to cuotnua kataypadnc TriNetX database (US)

Time that patient with psoriasis took to develop Adjusted HRs for time to inflammatory arthritis for
inflammatory arthritis after initiation of biological therapies the primary model and three sensitivity analyses
= TNF inhibitor — |L-23 inhibitor —&— TNF inhibitor —&— IL-23 inhibitor
— |L-12/-23 inhibitor IL-17 inhibitor —&— |L-12/-23 inhibitor IL-17 inhibitor
100 [~ .
e —— L Primary analysis o

©
o
|

First drug switch °

|

Psoriatic arthritis ®

Arthritis-free survival (%)

:
i

) . e
70/4// Incident psoriasis Ps
0
0 1 2 3 0 0.5 1.0 1.5 2.0
) . ) HR (95% CI
Time since index date (years) < (95% >
Reduced risk Increased risk
for arthritis for arthritis

95% Cls that did not overlap with 1 were considered significant corresponding to a p-value of less than 0.05.

Cl, confidence interval; HR, hazard ratio; IL, interleukin; TNF, tumour necrosis factor.
1.Singla S, et al. Lancet Rheumatol. 2023;5:E200—E207.




H avaotoAr tne IL-23 oUCXETIOTNKE UE ONUAVTLKA LELWUEVO
kivduvo avarttuénc dpAsypovwdouc apBpitidac oe oxeon Ue TV
avaotoAn tn¢ IL-17 i tou TNF o€ bio-naive agBeveic

Adjusted hazard ratios of developing any inflammatory arthritis?

IL-17 o 1.44 (1.04, 2.01) 0.0294

IL-12/23 o 1.31(0.95, 1.80) 0.1052

TNF ° 1.90 (1.50, 2.42)  <0.0001
0 1 2 3

Adjusted HR (95% CI) of developing any inflammatory arthritis relative to 1L-23

Adjusted hazard ratios of developing PsA!

IL-17 ® 1.31(0.90, 1.90) 0.1625

IL-12/23 @ 1.25(0.87, 1.78) 0.2247

TNF o 2.05 (1.58, 2.66) <0.001
0 1 2 3

Adjusted HR (95% CI) of developing PsA relative to IL-23

Cl, confidence interval; HR, hazard ratio; IL, interleukin PsA, psoriatic arthritis; TNF, tumour necrosis factor.

1. Strober B, et al. European Academy of Dermatology and Venereology Congress (EADV 2023), Berlin, 11-14 October 2023. Oral presentation FC08; 2. Lebwohl M, et al. European Academy of Dermatology
and Venereology Congress (EADV 2023), Berlin, 11-14 October 2023. Oral presentation FCO8. Abstract ID 3289.
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== Anti TNFa

e Etanercept

e Adalimumab

e Certolizumab pegol
e Infliximab

 + [ouog givat o KupilopXoG BEPATTEVUTIKOG OTOXOG;
* H amoteAeopaTKOTNTA,;

*  Hrtayvtnto;

*  Haopdhela;

*  Houvupudpdwon;

mm Anti IL17A, IL17A/F, IL17R

e Bimekizumab
e Brodalumab
e Ixekizumab

e Secukinumab

s AntiIL23, Anti IL12/23

e Guselkumab
¢ Risankizumab
e Ustekinumab

* Tieidouc Ywplaon EXOUHE;

2

L
1

* Héwatpnon tou amnoteAéopartog o€ fabog xpovou;




H Beparmeia pe BLOAOYIKOUC IAPAYOVTEC EVOEXETAL VAL LELWOEL
TOV KapSLAYYELOKO KivOuvo!-2

Reduced future CVD risk (via coronary
plague area) by psoriasis treatment?

1 (o)

Change in lipid-rich .Medlan % change

) . in max plaque area
necrotic core over 1 year

over 1 year

Non-biological therapy (n=85) 5.1
Anti-TNF (n=69) -3.3*
Anti-1L-12/23 (n=26) -8.2%
Anti-IL-17 (n=29) -14.7%

*P<0.05 vs non-biological therapy.
Cl, confidence interval; CVD, cardiovascular disease; IL, interleukin; MTX, methotrexate; OR, odds ratio; TNF, tumour necrosis factor; TNFi, TNF inhibitor; UST, ustekinumab.
1. Choi H, et al. Circ Cardiovasc Imaging. 2020;13:e011199




BloAoywa povoratia cuvoeouv tnv Ywplaon LE ta
Kapdlayyelaka Noorpata Kat Touc EmBapuvtikolc TOUC
TAPAYOVTEC

Atherosclerosis Hypertension Diabetes Hyperlipidemia Obesity NAFLD
PSORSS, HLA gene
PSORS‘Lr region
Shared genetic eNOS CDKALT1 ApoE ™ .
background with | IL-23R and 1L-23 L NPEP JAZF1 - FIo*
psoriasis AGT STEGAL1 Paraoxonase - MC4R
IL-12B 1
’ LXR-oc *+
IL-23R, PPAR-o **
IL-23A
- Free fatty
TNFex, IL-6 acids
and IL-13 -
Endothelin-1 Adipgklnes
Shared molecular . . Upregulated TNF-c, Dysfunctional -  TNFea, IL-6, TNF-o
pathways with IL-17 *§ ACE signaling IL-23, IL17 HDL and and 1L-1 IL-17 *°
psoriasis adipokines anti-HDL - Gut
TNFe«, IL-17 antibodies microbiota
Vitamin D dysregula-
deficiency tion

? IL-17 may promote the progression of NAFLD to NASH; ™ both protective and detrimental effects on psoriasis
severity depending on the polymorphism; ** downregulated in psoriatic skin; associated with psoriatic arthritis;

increased expression of the renin gene in psoriatic skin indicates a hormone-like action of plaque products; * in

patients with higher PASI; § contradicting findings have been reported in different experimental animal models

of CVD.
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EUROGUIDERM GUIDELINE FOR THE SYSTEMIC
TREATMENT OF PSORIASIS VULGARIS

September 2023, revised version March 2024 *

A Nast, Pl Spuls, C Dressler, Z Bata-Csérgd, | Bogdanov, H Boonen,

EMGJ De Jong, | Garcia-Doval, P Gisondi, D Kaur-Knudsen, S Mahil,

T Malkénen, JT Maul, S Mburu, L Mercieca, U Mrowietz, A Pennitz,

E Remenyik, D Rigopoulos, PG Sator, M Schmitt-Egenolf, M Sikora, K Strémer,
O Sundnes, | Vader, G Van Der Kraaij, N Yawalkar, C Zeyen, C Smith.
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H avaotoAn tne IL-23 rubava cuvOEETaL UE TO TILO EVVOIKO TIPOPIA
opElouc/kivduvou pakponpobeoua

Bayesian network meta-analysis of long-term outcomes with advanced therapies at 48-56 weeks?

SUCRA for PASI 75/90/100 responses versus SUCRA for any AE?

100 - RZB
90 A ®

80 A GUS
ADA o

70 A ®
60 -

50 - UST SEC

40 -
30 - IXE

SUCRA for any AE (%)

® BKZ Q4WP
20 4 then Q8W

10 - [ ) @ BKZ Q4wb

O = 1 1 1 1 1 1 1 1 1 1
0 10 20 30 40 50 60 70 80 90 100

SUCRA for PASI 75/90/100 responses (%)

aBased on data from 14 RCTs; PBKZ Q4W is not the labelled dosing for maintenance. ADA, adalimumab; AE, adverse event; BKZ, bimekizumab; GUS, guselkumab; IXE, ixekizumab; PASI, Psoriasis Area and Severity Index;
Q4W, every 4 weeks; Q8W, every 8 weeks; RCT, randomised controlled trial; RZB, risankizumab; SEC, secukinumab; SUCRA, surface under the cumulative ranking curve; UST, ustekinumab.

1. Armstrong A, et al. Dermatol Ther. 2022;12:167—-84; 2. Mbuagbaw L, et al. Syst Rev. 2017;6:79.



KAINIKO MNEPIZTATIKO

ENAP=H OEPANMEIAZ ME RISANKIZUMAB - H ac0evng nétuxe peoa o€ 3 pveg PASI 100

10/2022 : 12/2023
PASI: 26.4 PASI: O

PGA: 4 PGA: O
DLQl: 17 DLQI: 2




KAINIKO MNEPIZTATIKO

12/2023
PASI: O
PGA: O
DLQI: 2

Ybeon cupmMTwHATWY apBpaAyiog

Case study & images courtesy of Dr Rompoti




ZUUIEPAOUATLKA...

»H emidoyn TG BeparmeuTikng aywyng tou aoBevr pue WQ +/- WA eival e€aTOULKEVUUEVN

>Tol YapaKTNPLOTIKA TNC vOoou Kal To Mpodih tou acBevr), cupmepllapBavopévwy miboavwy
OUVVOONPOTATWY, emMnpedlouv Tn OepameuTiky po¢ amodaon ywo to av Ba xopnynoouue

EVEOLUN ocuoTnuatikn Beparmeia kol tola Ba eivat avtn

>0 Bepanwv Latpoc odellel va yvwpllel To mpodiA TNC EKAOTOTE EVECLUNG CUCTNHATIKAC OYWYNC

wWoTE va SltaoPpaAioel pLo eEATOULKEVEVN BEPATIEVTIKA TIPOCEYYLON VLo ToV a.oBevr Tou

20.C EVXAPLOTW TIOAU



