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AnAwon ocuykpouong CUHPEPOVTWYV

« "Exw NGBl apoifn] yia odIANiEC Kal OUPBOUAEUTIKEG OPACTNPIOTNTES ATTO:
Menarini, UCB, Genesis Pharma, Janssen, LEO Pharma, Lilly, Sanofi

- Epeuvntc o€ KAIVIKEG HEAETEC VIQ:
Janssen, Abbvie, LEO, UCB, Genesis Pharma, Pfizer, MSD

« 'Exw A&Bel ipynTikr apoifni atrd tnv etaipeia Abbvie yia Tnv opiAia



To Tagidl (patient journey) Tou acOev HE Ywpiaon KPUREI APKETEG

OUOKOAIEG...
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PsO, psoriasis.
Ros S, et al. Actas Dermo-Sifiliograficas 2014;105:128-34.
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O1 véeg oToXeUNEVEG BepaTTEiec aveBAlouv ToV TTAXN YIA TIC EKBACEIS TWV
aocfevwyv

MORE TARGETED
THERAPIES

-

-
UNDERSTANDING [

. .
PSORIASIS . : IMPROVING PATIENT
PATHOPHYSIOLOGY : OUTCOMES

Standard of care

HIGHER TREATMENT
TARGETS

1. Gooderham MJ, et al. J Eur Acad Dermatol Venereol 2018;32:1111-1119 (image); 2. Wechter T, et al. Ther Clin Risk Manag 2018;14:1489-1497; 3. Glatt S, et al Ann Rheum Dis 2018;77:523-532



Ta OI10POPETIKA TTPOCWITA TG VOO OU:
0 a00evNG ME IOTOPIKO TTOAAATTAWYV
CUCTNMOTIKWY OgpaTtreiwv




KAIVIKO TTEPICTATIKO |

AHMOI'PA®IKA

O [uvaika 66 eTwv
O ‘Eyyaun, 2 raidia
O Amogoitn A.E., oikiaka

2OMATOMETPIKA
Y 2TOIXEIA-ZYNHOEIEZ

IZTOPIKO WQPIAZIKHZ NOZOY-
EIAIKEZ ENTONIZEIX

O Bdpoc: 81kg, "Ywoc: 166¢cm, O Aidyvwon vooou: 1981 (25 etwv)
BMI: 29.4 0 YwplaoikA apbpiTida a1rd 1o
O Kamvioua: OXI 2006 (TTepIPEPIKN)
O AAKOOA: OXI O Tpixwto kepaAnc: NAI
O [evvnmikn repioxn: NAI

BMI:Body Mass Index

Clinical case provided by Dr Theodoropoulos.



KAIVIKO TTEPICTATIKO |

@ 2YNNOZHPOTHTEZ
O YTEPAIMIAAIMIA (2008) utré aywyr hE pooouaoTarivn

O XAI1/ XPONIA PINITIAA (2016) utté aywyn TTEPIOdIKA PE MOVTEAOUKAOTN,
EIOTTVEOMEVA TOTTIKA KOPTIKOEION

O APTHPIAKH YINEPTAZH (2017) uttd aywyn pe kavteoapTavn/apAoditivn
0 KATAOAIWH (2017-2018) éAaBe aywyr ME eCITAAOTTPANN,OATTPAlOAGUN
0 AOIMQ=EIZ: Covid-19 - xwpic voonAeia (PeBpoudpiog 2022)

NMPOHIOYMENEZ OEPAIEIEX

TommkEG: loxupda & TTOAU 10XUPA TOTTIKA KOPTIKOOTEPOEION, avaloya vit. D
Axitpetivn (1984) 3 pfvec AE

KukAooTtropivn (2000-12) mTepI1odika

MeBoTpegaTn 15mg/ef3d. (2015-20) 1rePIOdIKA KAl UVOUACTIKA
OYZTEKINOYMAMITH (2015) 6 prveg — avattoTEAECUATIKOTATA
>EKOYKINOYMAMITH (2016-18) 24 prveg - aTTWAEI0 ATTOTEAEOUATIKOTNTAG
AAAAIMOYMAMIH (2018) 4 yiveg — avattoTEAEOUATIKOTNTA
MIMPONTAAOYMAMIIH (2018-20) 24 priveg — atTWAEIQ OTTOTEAEOUATIKOTNTAG

O 0 00O O OO

Clinical case provided by Dr Theodoropoulos.
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KAIVIKO TTEPICTATIKO |

ENEPIOTHTA/
AEIKTEZ NOzOY

PASI: 17,4

BSA: 25

PGA: 3

scPGA: 3

DLQI: 15

VAS kvnopou: 8/10
genital: ++

O 0 00O OO

DLQI, Dermatology Life Quality Index; PASI, Psoriasis Area Severity Index; BSA, Body Surface Area; PGA, Physician Global Asse ssment; scPGA, scalp Physicial Global Assessment; VAS, Visual Analogue Scale
Images courtesy of Dr Theodoropoulos
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a) H atroTuyia OTIG TTPONYOUMEVEG BEpATTEiEG

[Noieg eival ol b)H pwplaoikn apBpiTida

mOaveC
TTPOKANOEIG OTN c) To emiBapupévo Kapdio-UeTABOAIKO TTPO@IA TG acBevolg
dlaxeipion NG
aoBevoucg; d)To wuxoAoyIKO @popTio & N ATTOYONTEUOT TG aCOeVOUG




[MoAAoi acBeveig dev diaTnPoOUV TNV APXIKK AVTATTOKPION OTN BgpaTtreia

Differential drug survival of biologic therapies Drug survival rates showing discontinuation

(BADBIR) due to lack of efficacy (DERMBIO)*

*Kaplan—Meier survival curves. At time of first

1.0 1.0 treatment series with each drug in the DERMBIO registry.
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Adjusted drug survival curves using disaggregated data based on overall multivariate Cox proportional hazard model. Drug survival of TNF-a, IL-12/23 and IL-17 inhibitors in clinical registries
ADA: adalimumab; BADBIR: British Association of Dermatologists Biologic Interventions Register; ETN: etanercept; INF: infliximab; UST: ustekinumab; SEC: secukinumab

1. Warren RB, et al. J Invest Dermatol 2015;135:2632-40; 2. Egeberg A, et al. Br J Dermatol 2018;178:509-19



Ta TTOo00TA OINKOTTAG €ival UWPNAG KATA TA TTPWTA £TN OgpaTtreiag

Ewc

56%

Aoyw
KN avtanokplon

Ewg

44%

SLAKOTITOUV TLC BLOAOYLKEC
Beparmeiec 1S ypaUUAC
EVTOC Tou 1°V €TOUC

Data from three retrospective studies of clinical data. Analysis includes ustekinumab, infliximab, adalimumab, etanercept, secukinumab and

ixekizumab.

Reasons for discontinuation not exhaustive. ‘Within the first year’ refers to median time on therapy. Ztolxeio anod to PSOLAR registry
1. Menter A, et al. J Eur Acad Dermatol Venereol 2016;30(7):1148-58.



NMapdyovTeg dIOKOTTHG OEpaTreiag
Retrospective multicentric cohort study in 16 centres, 7 countries

OVERALL DRUG SURVIVAL RATES
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*Univariable analysis (P<0.05). 1n denotes treatment courses. Retrospective multicentric cohort study from 16 dermatology centres in Portugal, Spain, Italy, Switzerland, Czech Republic, Canada, and the United States including a total of 3312
treatment courses in 3145 patients that started 1L-12/23, IL-17 (IL-17A and IL-17R) and IL-23 inhibitors for the treatment of psoriasis between 1 January 2012 and 31 December 2019. Survival analysis was performed using a Kaplan—Meier
estimator, to obtain descriptive survival curves, and proportional hazard Cox regression models. Drug survival was defined as the duration of time a patient remains under a specific therapy — from initiation to definitive discontinuation of
treatment (due to loss of efficacy, safety, patient decision, loss of follow-up, or other) or last clinical observation. BMI, body mass index; IL, interleukin.

Torres T, et al. Am J Clin Dermatol 2021, Published: March 30, 2021: DOI: https://doi.org/10.1007/s40257-021-00598-4.



MeAéTn LIMMitless: To Risankizumab di1atnpei TNV uwnAn avTatTokpion
AVESAPTNTA ATTO TNV XPNON TTPONYoUMEVNGS BIOAOYIKNAG BepaTreiag

Agdoueva aro tn ueAETn avolytng emektaonc LIMMitless ueta tnv oAokAnpwaon twv UltIMMa-1 and -2,* mNRI, EBSouada 232

PASI 90 PASI 100

88.7 81.8 89.3
— 100 - g7 362 882 853 85.9 77.8 100 -
O =
S 8- :\‘)’ 80 = 657 50.0 58.9
<)) L ' . 54.9 54.7 44.4 : '
NS 4 &) ] . .
Y %
L 40- @ 40 =
% g
2 <
ZE 039 169l 105 81 E 016
196119 329
0 —
§° F & Fgd &N & 5 >
S S o o N NS < < S
S F & & F & & & ® S
Q ¥ & ¢ ¥ > F &S Q Q
¢ ¢ &« o ¢ ¥ X & © & &
& <& SN <« % 2 & @ & &
N N N\ ~N & o [$) KN Ry X S
o o A ST R o
& > Q S S >
Q)}' (OQ' Q.o &0 £ QQ N (OQ (OQ'
& & ¥ &
O K ) QIS K K\
< & v
N W & W W
*0 {O 66) *0 {O
ok\ oﬁ\ AN o(\ oﬁ\
,(& ,(& @Q ,(\,Q
(S & XY &

*Of 598 patients initially randomized to RZB in the UltIMMa-1 or UltIMMa-2 studies, 525 entered the LIMMitless study and continued to receive RZB.
Cl, confidence interval; IL, interleukin; mNRI, modified non-responder imputation; PASI, Psoriasis Area and Severity Index; RZB, risankizumab; TNF, tumor necrosis factor.
Hong HCH, et al. P1328 presented at the 30th European Academy of Dermatology and Venereology Congress, 29 September—2 October 2021, EADV Virtual Congress.



MeTa-avaAuon OIKTUOU: Ol CUYXPOVEG BepaTreieg cuvOEOVTAI NE EUVOIKA

TPOYIA 0PéAOUG-KOOTOUG *

Bayesian network meta-analysis: long-term outcomes (48-56 weeks)*

SUCRA for PASI 75/90/100 responses versus SUCRA for any AE
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*Based on data from 14 RCTs; 1BKZ 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;

To Risankizumab ouoyxetiotnke pe tﬁ
TILo £UVOIKO PO il oPEAOUG-KOGTOUG
yla tn Oeparneio TG LETPLAG EWG
ocofBapn¢ Ywpiaonc tic EBSopadec 48-
56 o€ oX£on ME TIC AAAEC VEOTEPEG
Oepaneieg onwg to Ixekizumab kat to
Bimekizumab

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



AvaoToAn IL-23: Ta TToo00TA eppaviong TEAES Trapéugivav otalepd pe
TNV TTAPO0dO TOU XpoOvou

Risankizumab: ouykevrpwTiKd dedopéva atrd KAIVIKEG HeAETeg Paong 1l & HHI
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AE, adverse event; IL, interleukin; MACE, major adverse cardiovascular event; NMSC, non-melanoma skin cancer; PY, patient-year; TEAE, treatment-emergent adverse event.
Gordon KB, et al. Poster presented at: American Academy of Dermatology Annual Meeting (AAD 2022), 25-29 March 2022. Poster P34914.



O1 aoOeveic pe pwpiaon & pwplaoikn appiTida TTapouciAlouVv NEIWMEVN
To10TNTA {WNG O€ OXEOT ME TOUG A0OEVEIC HE Ywpiaon povo

Epeuva tou National Psoriasis Foundation (USA) o 1570 evnAikec ue Ywplaotkn vooo*

IKavOTNTA CULHUETOXNG OE KOLWVWVLKEG BaBpohoyia KotdBALpNC
Spaotnplotnteg

100 100,0
® Normal B PHQ-2 score <3
85,0
79,4 ® Mild limitation B PHQ-2 score >=3
80 ——— 80,0
B Moderate limitation 63,8
< Severe limitation <
W 60 > 60,0
= c
3 43,9 8
S 40 & 400
S 31,3 S /
4 0
o 19,1 2
20 16,2 ’ 20,0 15,0
6,0
T | | —
0 || 0,0
PsO only PsO + PsA PsO only PsO + PsA

*Survey conducted by web and telephone between 2017 and 2019; included PROMIS, PHQ-2 and PHQ-9 depression screeners, and

the DLQI.
DLQI, Dermatology Life Quality Index; PHQ, Public Health Questionnaire; PROMIS, Patient-reported Outcome Measurement
Information System;

PsA, psoriatic arthritis; PsO, psoriasis.
1. Gondo GC. Br J Dermatol 2021, Published: July 21, 2021; DOI: https://onlinelibrary.wiley.com/doi/10.1111/bjd.20657.



MeAéteg KEEPSAKE otnv ywpiaoikn apBpitida: n avacToAn tngG IL-23 o€ 6Ao 10
QACHA TNG YWPINCIKAS VOOOU

ACR 20 avranékpion kata tn Sidpketa tou €touc ; mpwtevov katainktiko: ACR20 avtandkpion tnv EBSouada 24
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=de= PBO to RZB 150 mg (n=481) == PBO to RZB 150 mg (n=219)

*Based on full analysis set, NRI-C was used for missing data. tBased on full analysis set, NRI was used for missing data.

ACR20/50/70, 220/250/270% improvement in American College of Rheumatology score; Cl, confidence interval; NRI, non-responder imputation;
NRI-C, non-responder imputation incorporating multiple imputation to handle missing data due to coronavirus disease 2019; PBO, placebo; PsA, psoriatic arthritis; RZB, risankizumab.

1. Kristensen LE, et al. Ann Rheum Dis 2021;80:1315-6; 2. Kristensen LE, et al. Oral presentation D1T01.4 presented at the 30th European Academy of Dermatology and Venereology Congress, 29
September—2 October 2021, EADV Virtual congress; 3. Ostor A, et al. Ann Rheum Dis 2021;80:138-9.



MeAéteg KEEPSAKE 1 (RZB) otnv wwpiaoikn apBpitida: o1 aoBeveig
ETTITUYXAVOUV ONUAVTIKN BEATIWON OTO CUUTITWHO TOU TTOVOU

Meaningful improvement in pain

Meaningful (30%) improvement Substantial (50%) improvement 70% improvement
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*P<0.05, **P<0.01, ***P<0.001.

Cl, confidence interval; NRI, non-responder imputation; NRI-C, non-responder imputation incorporating multiple
imputation to handle data missing due to COVID-19 infection of logistical restriction; PBO, placebo; RZB, risankizumab.
Ostor A, et al. Poster presented at: the American Academy of Dermatology Congress, 25-29 March 2022. Poster P33065.



CASE EVOLUTION: évapén Oepartreiag pe Risankizumab
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Images courtesy of Dr Theodoropoulos
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% CASE EVOLUTION: 2 &tn petd utrd Bepartreia pe Risankizumab

ENEPIFOTHTA/
AEIKTEZ NOzZOY

PASI: 0

BSA: 0

PGA: 0

scPGA: 0

DLQI: 0

VAS kvnouou: 0

O 0 00O O OO

genital: -

DLQI, Dermatology Life Quality Index; PASI, Psoriasis Area Severity Index; BSA, Body Surface Area; PGA, Physician Global Asse ssment; scPGA, scalp Physicial Global Assessment; VAS, Visual Analogue Scale
Images courtesy of Dr Theodoropoulos
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To aBpoIoTIKO POPTIO TG YWPIACIKAS VOOOU OTNV TTopEia {wKg Tou acOevi

Cumulative Life Course Impairment model (CLCI)
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Adapted from Pariente JD, et al. Inflamm Bowel Dis 2011;17:1415-22.
BSA, body surface area; CLCI, cumulative life course impairment; CV, cardiovascular; MetS, metabolic syndrome; PASI, Psoriasis Area and Severity Index; PsA, psoriatic arthritis.
1. Kimball AB, et al. J Eur Acad Dermatol Venereol 2010;24:989-1004; 2. Ros S, et al. Actas Dermosifiliogr 2014;105:128-34; 3. Linder MD, et al. Acta Derm Venerol 2016;96:102-8.
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MNpéoc@parteg ONUOOCIEUOEIC UTTOONAWYVOUV OTI OI CUCTNMATIKESG AYWYEC
EVOEXETAI VA HEIWOOUV TNV TTIBAVOTNTA ENPAVIONS OCUVVOOTPOTATWYV

Reduced future CVD risk (via coronary Reduced mortality by duration
plaque area) by PsO treatment! of systemic therapy?
All-cause
MTX mortality OR (95% CI)
1 day to <1 year 0.38 (0.08, 1.87)
>1 year - 0.08 (0.02, 0.28)
TNFi |
1 day to <1 year - 0.10 (0.03, 0.30)
Non-biological therapy (n=85) 5.1 >1 year - 0.07 (0.04, 0.13)
usT
Anti-TNF (n=69) -3.3* 1 day to <1 year - 0.11 (0.03, 0.39)
>1 year - 0.10 (0.05, 0.18)
Anti-IL-12/23 (n=26) -8.2% Biologics (TNFi + UST)
1 day to <1 year - 0.08 (0.03, 0.23)
Anti-IL-17 (n=29) -14.7* 21 year 0.09 (0.06, 0.13)
0.01 0.1 1 10

Less +— All-cause mortality —» More

*P<0.05 versus non-biological therapy.

bDMARD, biological disease-modifying anti-rheumatic drug; Cl, confidence interval; CVD, cardiovascular disease; i, inhibitor; IBD, inflammatory bowel disease; IL, interleukin; MTX, methotrexate;
nb-UVB, narrow-band ultraviolet light B; OR, odds ratio; TNF, tumour necrosis factor; UST, ustekinumab.

1. Choi H, et al. Circ Cardiovasc Imaging 2020;13:e011199; 2. Adapted from: Langley RG, et al. J Am Acad Dermatol 2021;84:60-9.



H Oepartreia pe BioAoyikoug TTapAyovTeG 0a NTTOPOUCE VO KOBUOTEPNOEI TV
eCEAICN O YWPIAOIKN apOpiTIdO

Incidence of PsA in PsO patients by treatment group — topical vs csDMARDs vs bDMARDs

3 1,2 N=1719
E:‘—; 25 Incidence rate ratios:
© X
38 1,67 16 bDMARDS vs topicals:
S g 0,43 ’ 0.26 (95% CI 0.03, 0.94),
S o 1 T P=0.0111
£9 15
bDMARDSs vs csDMARDSs:
1 0.35 (95% CI 0.035, 1.96),
P=0.1007
0,5
; L

Topical therapy (n=1387) csDMARDs (n=229) bDMARDs (n=103) Total group (n=1719)

bDMARD, biological disease-modifying anti-rheumatic drug; Cl, confidence interval; csDMARD, conventional synthetic disease-modifying anti-rheumatic drug; PsA, psoriatic arthritis; PsO, psoriasis; PY, patient years.
Acosta Felquer ML, et al. Ann Rheum Dis 2022;81:74-9.



H TARpn KaBapon gival onUAvVTIKL YIO TOUG 000EVEIC NE YWPIATIKA VOO O

Ot ao¥eveic mou emttuyyavouyv kot dtatnpouv nAnpn kadapon dépuatoc rapouvaotalovv UeyaAutepn BeAtiwaon
otnVv nolotnta {wn¢ o€ oUYKPLON UE AUTOUC Tou SEV TO METUYAIVOUV

4,0
A=0.46 m Week 16 B Week 44 or 52
3,0
c
©
(<))
£ 20
(of
—
(]
1,0
0,0
PASI PASI PASI PASI PASI PASI
75-89 75-89 75-89 90-99 75-89 100
(n=70) (n=70) (n=81) (n=81) (n=70) (n=70)
Analysis of three phase Il trials

DLQI, Dermatology Life Quality Index; PASI, Psoriasis Area Severity Index; QoL, quality of life.
Ryan C, et al. J Am Acad Dermatol 2021; Published December 23, 2021. DOI: https://doi.org/10.1016/j.jaad.2021.12.032.



H avaoToAn TnG IL-23 Trpoc@Epel uPnAn kabapon & pakpoxpOvia dIaTHENOoN TOU

OTTOTEAECUATOG

LIMMitless OLE ueAérn rou Risankizumab yia 5 €1n

100 | —&— mNRI OC —&— LOCF
1
1
1
863 884  ggs 858  gs4 84.7 85.3 85.1

801 851 g1, gyp 52 g3 853 83.6
80
. 60.5
60 |/‘—‘_‘ h — A —A — - —r————— ——,
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1 Base study | LIMMitless*
1
0 ‘ 1.2 |
4 16 28 40 52 64 76 88 100 112 124 136 148 160 172 184 196 208 220 232 244

256

PASI 90

PASI 100

N=897 from Week 0 to Week 256 (mNRI and LOCF). In the OC analysis, N=897 at Week 0; 618 of the 707 ongoing patients completed the assessment visit at Week 256; 53 ongoing patients have

reached
the assessment window but have not yet completed the assessment visit at Week 256.
*Because of differences in base study lengths, some patients enrolled in LIMMitless earlier than 52 weeks.

IL, interleukin; LOCF, last observation carried forward; mNRI, modified non-responder imputation; OC, observed cases; OLE, open-label extension; PASI, Psoriasis Area and Severity Index.

Papp K, et al. Poster presented at: AAD Congress, 25—29 March 2022. ePoster 34940.

ZEKIVWVTOG aTTd TNV
eBooudda 28 Twv BaCIKWV
peAeTWYV, 283% TWwV
acBevwyv TéTuxav PASI
éwg TNV ERSopdda 256

ZEKIVWVTOG aTTd TV
eBOoudGda 28 Twv Bacikwv
MeEAETWV, >52% Twv
aocBevwyv réTuyav PASI 100
£€wg TNV ERSopdada 256




2UUTTEPOCHMATIKA, N AVETTAPKNAG, MN £yKalpn dlaxEipion TNG Ywpiaong oxXeTI(eTal
ue aBpoioTiki emBapuvon (CLCI-cumulative life course impairement) 12
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CLCI, cumulative life course impairment.

1. Kimball AB, et al. J Eur Acad Dermatol Venereol 2010;24:989-1004; 2. Linder MD, et al. Acta Derm Venerol 2016;96:102-8; 3. Takeshita J, et al. J Am Acad Dermatol 2017;76:377-90; 4. Ros S, et al. Actas Dermosifiliogr
2014;105:128-34.



YTITApXEl avayKn yia €yKaipn TTapEUBacn Kol EAEYXO TS VOOOU PJE OTOXO TNV
kaBuoTépnon Tou CLCI kai Tnv BeATiwon Tng mo1dtnTag {wNRg Tou aoBevouc!

H avaotoAn tn¢ IL-23 pe 1o
? Risankizumab npoodépel uPnAég
eKBaoelg mov dratnpouvtatl otov
[m m] XPOVO Kall TaUTOXpova Eval EUVOLKO
npodiA opEAoug-KOOTOUG

CLCI, cumulative life course impairment.
1. World Health Organization. Global report on psoriasis. 2016. http://apps.who.int/iris/bitstream/10665/204417/1/97892415651 89 eng.pdf [Accessed May 2022]. 2. Papp K, et al. Poster presented at: AAD Congress, 25—-29 March 2022.

ePoster 34940. 3. Armstrong A, et al. Dermatol Ther 2022;12:167-84
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