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Psoriatic Disease is a disorder of the immune system

Environmental Trigger
—~————

PLAQUE PSORIASIS* Activation of Immune Cells PSORIATIC ARTHRITIS*

_ Dendritic cells
- Keratinocytes Macrophades NK cell
- Th1 cells i i

Neutrophils Osteoclasts
MIESCES Th17 cells

Release of Pro-inflammatory Cytokines
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IL-12 |
IL-17 -
IL-23
TNF-a

IL-22
IFN-a

Clinical Manifestations Clinical Manifestations

Red, silvery scales on: knees, elbows, Enthesitis, Dactylitis, Spondylitis,

lower back, nail, scalp Synovitis

Schafer P. Biochem Pharmacol. 2012;83:1583-1590; Nestle FO, et al. N Engl J Med. 2009;361:496-509; Lowes M, et al. Annu Rev Immunol. 2014,;32:227-255; Wozel G. Clin
Dermatol. 2008;26:448-459
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1. Menter A, et al. 3 Am Acad Dermatol. 2019;80:1029-1072; 2. Kim J, et al. J Invest Dermatol. 2016;136;2173-2182.
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[TowTn cuoTUATIKA BgpaTreia AmO TOU OTOUATOC
NEag yeviacg ) KAAOIKEC;

Ywplaociki apBpiTida Ywpiaon
MeBoTpecdtn KukAooTtropivn
Ne@Aouvouidn MeBoTpecaTn
@¢epartreieg atrd Tou OTOPATOC 20UA@acaAadivn AoITpETIVN
ATtrpepIAGOTN EoTEpEC poupapIKOU OCEWC
AvaoTtoAcgig JAK ATTpEIAGOTN
Anti-TNF Anti-TNF
EVEGILEC BEOQTEN Anti-1L17 Anti-1L17
HEG BEPATTEIES Anti-IL12/23 Anti-IL12/23

Anti-IL 23 Anti-IL 23

1. OepaTreuTikd TTPWTOKOAANO WWPIOCIKAG apbpimdag; 2. OepatreuTikd TTPWTOKOAAO Ywpiaang.



O KvNOUOG Kal Ol €I0IKEC evTOmiOoEIC KaBopidouv Tr].v

moIoTNTA (WNC TOU aoBevn Kal TN BapuTtnTta TNG
VOOOU
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1. Lebwohl M, et al. Dermatol Ther (Heidelb). 2022;12:61-78.



Agv avTIMETWTTICOUV OAEC OI CUOTNUATIKEC
OepareieC TIC EIOIKEC EKONAWOEIC KOl CUPTITWHATO

NG ywpiaong

. . EoTépeg .
MeOoTpegarn KukAooTtropivn GoUlbIka ATtTpepIAGOTN
Kvnouog ? NAI ? NAI
Ywpiaon - - - NA|
TPIXWTOU ' ' '
Yuwpiaon MeTpia ? ? NAI
Ovuxwv
Ywpiaon
TTAAQMWV- MeTpia MeTpla ? NAI
TTEAMATWY
?: Aev uttapxouv e1repkr) BIBAIOYpa@Ika dedopéva
—

Coates LC et al. Nature Reviews Rheumatology, 2022;18:465-479; Therene C et al, Journal of Investigative Dermatology (2018) 138, 38e45;
doi:10.1016/j.jid.2017.05.039; Mosca M et al, Dermatol Ther (Heidelb) (2021) 11:769-797; Hadeler E et al, Dermatol Ther (Heidelb) (2021) 11:799— 9
831; Raposo | and Torres T, Am J Clin Dermatol (2016) 17:349-358



2TNV KAIVIKN TTPpACN TTEPVAUE OTIC CUCTNMATIKEC
Oeparmreiec akoAouBwvTac TIC 00NYieC Twv AAD Kal
IPC

American

IR
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Management of Adult Psoriasis

with Systemic Non-Biologics

Is the patient a candidate for systemic non-biologic therapy?

At least one of the following criteria: I P C C 0 n S e n S u S

BSA > 10%
Disease involving special areas

AoBeveig Tou Tapouadiafouy = 1 amo Ta TapakdTw KpITAPIA eival utroWni@Iol yia cuaTnuarikn Bepameia’

Assess history and physical examination*, pregnancy/nursing status in applicable patients,

ion** i indicati I 3
laboratory evaluation**, and determine the presence of any contraindications EIOIKEg EVTOT"O'EIC (I'IpéUwTro,
*See supplementary tables (1,4,5,6) for required baseline screening, pre=ireatment vaccine, 0, A i P
and a list of contraindications for systemic non-biologics BSA > 1 0 b Tplwao! “mapggl “EAHQTul
*Hncludes CBC with differential, liver and renal function test (BUN and SCr), lipid profile, serum chemistry, liver fibrosis assessment, 3 3 3
T8, hepatitis B & C, HIV screening, and pregnancy test if indicated vEWnTIKn 'ITEPIOXI], VUXIQ)
¥

Based on the patient’s initial screen, is the patient qualified to receive nonbiologic therapy?

= Acitretin  « Apremilast « Cyclosporine
* Fumaric acid esters + Methotrexate -+ Tofacitinib
+ Other immunosuppressants and antimetabolites *
*See supplementary tables for the compiete list of non-biologics

o 1. Strober B, et al. 3 Am Acad Dermatol. 2020;82:117-122; 2. Kim J et al. J Invest Dermatol.
1. Elmets CA et al, J Am Acad Dermatol 2021;84:432-70 2016:136:2173-2182.
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Table 1. Baseline Screening, monitoring, and labs for systemic non-biologic and treatment of psoriasis

O 0eUTEPOC AOYOC TTOU TTPOTIMOUUE VA CEKIVIIOOUUE
UE apremilast

Acitretin Apremilast Cyclosporine Fumaric acid esters’ | Methotrexate
Baseline » History and * History and » History and = History and
screening, physical physical physical physical
monitoring, and examination examination examination examination
labs « Lipid profile, « BPx2 « CBC « TB and hepatitis
CBC, LFT, renal = BUN and SCr «  Serum chemistry BandC
function tests » Urinalysis screen * Non-invasive

Fregnancy test
if indicated

« Consider latent
TB test

« LFT, CBC, lipid
profile,
magnesium,
uric acid, and
potassium

* Pregnancy test
if indicated

« Urinalysis

baseline liver
fibrosis
assessment
(Fibrotest®,
Fibrosure®,
Fibrometer®, or
Hepascore®)
Additional
monitoring
recommended for
patients with
impaired kidney
function
« BUNand SCr
Check
« (CBC 5-7 days
after a test-dose

1. EImets CA et al, J Am Acad Dermatol 2021;84:432-70.
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O peupuaToAOyoc Ba ceKIVAOElI TAVTA UE
ueBoTpecaTn

BHMATA OEPAIIEYTIKHX AI'QI'HX

BHMA 1

1. H apyw1) Oepamevtikn) aywyn mTeplAauBdvel T xopiynon cupBatikemy cUVBETIK®DV

TPOTIOTION LKWV TNG VOGOL QVTIPPEVLATIKGDY papUdkwy (csDMARDS) w¢ povobepameia:
A. H 1n emidoyn elvat i xoprjynon pebotpeatng (MTX, 66on: 15-25 mg/eBdopndada
pos 1) vtodopiwg-SC) o cuvSLACTUO pE ELAALKO 08V (5 mg/efSopndda pos).

r r r L4 r 0 . - ’
Iynpa 1: IYNRaTiKD) anelkovion Bepamevtikov mpwTokoAiov WA | Alkarym) Bepansiag | [ zuvigen Ocpansing |
BHMA 1 1° csDMARD iy,
-Mslotpskérn (MTX, 17 emdoyn) 0 | Amotumic 1% BOMARD | | Anovuxic 17 &DMARD  © | Amorugia 2% c:DMARD | . .
AzgiovvoniSn (LEF) 7 ._ = csDMARD ! .L 2z (sDMAIlI! i i ‘: Maparewdpevm dgeon
- Bovigpaoahalivn (SSZ) """"""I""""""' . l Tttt ““"‘"“"““I"“““"““ I
BHMA 3
I\ Addeoyny e Adderyy) oe: 1 LDMARD 1 Bnm: esDMARD
. " 1% tsDMARD fifee
AvrevhelEeig/ | 3-6 piveg: DAPSA = 14 | | 3-6 ijvec: DAPSA < 14 | 2¢ BDMARD ¥ 1¢ BDMARD Y " ) a:‘; ong !
TobkdTye . wroeSITaTHETOS
1° tsDMARD 2° (sDMARD sDMARD &
csDMARDs l s 5 cs LOMARD 7] t=DMARD
| Alhary) Bepansiog | | Zuvéguon Bepameiog |
bDMARDs | tsDMARDs
Napatevépen Anti- TNEs (ADA, CZP, ETN, GOL, INFL] 7 :vmrroil"!!r ;pKuaap :da’r.q 4 [APRE]
Tk png depean | oriexoqm mecpuio fooneniis | | Avemedels MKOORA PN ]
| 12/ |
| Anki-112 3 ’
BHMAZ | Movefepansiaps: | | - 1° BDDMARD (pe i) xwpls csDMARD) % f ; ) |
-1°" bDMARD |-| -1 1sDMARD [pe I]xmplq esDMARD] |'| |
-1° tsDMARD - 2° esDMARD (MTX/LEF/S5Z)
1 8dame csDMARD |
exDMARTY: Tupfiremi cuvlrru tpome et T vHroy mrnpausaT e pagsmen

BOMARDS: Bickoyoa TpOTDS0UTERG: 11§ V600U B TIpEATI: prpymRa
Antt-TNFs: Avaaraheds napayoea v nrpwn(c\'lm.l ApA: Adalumamah, C2ZP: Certolizumal pegel. ETH: Exanercept, GOL: Golsaumak, INFL: mnflomab

Anmi- I1.l2ll’23
Anm-1L231 Avosrelei
AnSi-IL17: Avooreleic v 17,
huuutnléngu’w&té\-spelm ABA: Abatacept

| | 36 pijveg: DAPSA < 14 |
1sDMARDS: '[ﬂ"iL uEweon oLy BE TIRG TROTICTIONT Lk TG WaDw aVTIREL wartuad W ipuoms.
vaatobbag puwopoBiearephog-4: APRE: Apremilast

hmotnlw;l-’.l([]al v Finass ) TOFA: Tofacitinit, UPA: Upadacitinlo

| 36 pijveg: DAPSA > 14

| Ahieryr) Beponsiag | | Euvegon Bepaneing |
T
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1. OgpaTreuTiko TTPWTOKOAAO WA, 2. Gossec L et al. Ann Rheum Dis 2020;79:700-712.






Rheumatology 2012;51:1368-1377

RHEUMATOLOGY dvance Acoses publcaton 17 Febrary 2012
Original article

A randomized placebo-controlled trial of
methotrexate in psoriatic arthritis

Gabrielle H. Kingsley'?, Anna Kowalczyk', Helen Taylor', Fowzia Ibrahim’,
Jonathan C. Packham?®, Neil J. McHugh*, Diarmuid M. Mulherin®,

George D. Kitas®, Kuntal Chakravarty’, Brian D. M. Tom®,
Aidan G. O’Keeffe®, Peter J. Maddison® and David L. Scott'-°

TaBLe 2 Effect of MTX on PSARC and other global indi-
ces in ITT analysis of all randomized patients

Global index OR (95% CI) P-value
PsARC 1.77 (0.97, 3.23) 0.06
ACR20 responders 2.00 (0.65, 6.22) 0.23
DAS-28 responders 1.70 (0.90, 3.17) 0.10

ORs were adjusted for age, sex and disease duration.

Kingsley et al Rheumatology 2012;51:1368:77



O1 BepameuTiKEC 00NYiec BaailovTal OTIC KAIVIKEC

MEAETEC

Evw o1 KAIVIKEG HEAETEC OAWYV TWV TTAPAYOVTWYV EYIVAV O€ AOOEVEIG e TTOAUCPOPITIOA,
~70% twv véwv agBeviov aTnVv KAIVIKA TTpAagn TTATXEl atTod O)\IYO(]pepiTlﬁ(]1

Subtypes of psoriatic arthritis influence treatment choices

Oligoart

. . &
-ew ‘P =
hritis Polyarthritis Enthesitis

« ~70% of patients with PsA = ~20% of patients with
in particular early on '~ PsA™

Pain is frequent: 35%-57%
Most frequently heel

« Can affect any joint « Similar to RA; usually enthesitis
including DIPs affects multiple symmelric Polyentheseal pain poses
Can include dactylitis pairs of joints diagnostic issues®

Axial PsA

- Similar to axSpA '?
« Spine pain is frequent, up

to 50%*

* Predominant axial forms

are infrequent

OAwoapBpitida — pawvotunog

MuwkpOg aplOpog npooPeBAnpEVWV apOpwoEWV
(£ 5 SJC ka/n TIC)13

EvBecitida (34% twv acBesvwv)?

AoktuAitda (12% twv acBevwv)?

YYnAo ¢optio cuvvoonpotrtwv?!

1. Ritchlin CT, et al. N Engl J Med. 2017;376:957-970; 2. Dhir V, et al. Clin Rev Allergy Immunol. 2013;44:141-148; 3. Coates LC, et al, Arthritis Rheum. 2013;65(6):1504-9 (Free to read on
https://onlinelibrary.wiley.com/doi/epdf/10.1002/art.37939);4. Marchesoni A, Rheumatol Ther (2018) 5:311-316; 5. Moll JM, Wright V. SeminArthritis Rheum 3(1):55-78 (1973)



Treating to phenotype: Practical implications

Patients conse
randomised

v

2
MT X
MDA 15mg/wi for 4 weeks
20mg/wi for 2 weeks, 25mg/wk for 2 weeks
25maiwk for 4 weeks
Not MDA
MT X and 55Z
MDA | 500mg od for 1 week, increasing by 500mg per week o 1g
bd st week 4 —
Continue 1g bd for 4 weeks
Escalste to 40maka/dav maximum
Not MDA
<ansJs) |
MTX and CyA OR] MTX and LEF
MDA | 1mghkgiday for 4 weeks 10mgiday for 4 weeks ||
2mgkg/day for 4 weeks 20mg/day for 8 weeks
3mokao/day for 4 weeks
Not MDA
(<3TsJs) L
MT X and CyA SRl mTX and LEF
A 1mgkg/day for 4 weeks 10mg/day for 4 weeks
Continue day for 4 weeks 20mg/day for & wesks
3maoka/dav for 4 weeks

Coates & Heliwell J Rheumatol 2016; 43(2): 356-61
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Response to MTX depending on type of involvement

ACR 20

ACR 50

ACR 70
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M Oligoarthritis



OI KAAOOIKEC OUOTNUATIKEC BepaTTEieC OEV
KAAUTITOUV OAEC TIC ekONAwaoeic Tng YA

MeBoTpegatn Aeg@Aouvopidn  Apremilast

EvBeaiTiOa ? ? NAI
AAKTUAITIOO ? ? NAI
Ywpiaon MeTpia ? NA
Ovuxwv

Ywpiaon 5 5 NA|
TPIXWTOU ' '

?: Agv uttGpxouv eTTePKN BIBAIOYpa@IKG dedouéva

7

17
I 1. Marchesoni A, Rheumatol Ther (2018) 5:311-316, 2. Coates LC et al. Nature Reviews Rheumatology, 2022;18:465-479



H EULAR OUOTAVEI TNV aTPEUIAGOTN VIO TOV aoBevni
UE OAlyOapBpiTIOQ

AcOeveic e neploplopévo aplOpo
npooBeBAnpévwv apBpwoewv
(novo/oAwyoapBpitida, 1-4 mpooBePANUEVEC

apOpwoeLg) AuToi o1 aoBeveig avagépovTal OTIG

OUOTACEIG WG aoBeveig e ATTIA

XopnAotepn evepyotnTa VOOOU véool

(ovpdwva pe toug ocuvOeTOUG SEiKTEC)

Neploplopévn cuppeToxn d€ppatog
&

* Avenapkr avtanokplon o€ TouAdylotov éva csDMARD

* bDMARDs/JAKis &gv gival kataAAnAa

* Otav aA\eg BepameuTikeéG mapeUPaceLg avtevdeikvuvTal
* Je a0Beveig pe XpOVIEG AOLUWEELG, VEOTIAOILEG

1. Gossec L et al. Ann Rheum Dis 2020;79:700-712 18



AVAOTOAEIC JAK;

Autoimmune, inflammatory, and allergic diseases Viral infections Malignancies
i w
oo a9
N Q
=5 © Y @ ; S
2 %% o 3 & z § z
e =0 & et = & ' w
g o A% 9 o ] 4 5 e og o T JAK2®
a v 5 = g i 2 2 g g Mutant

(ﬁ -. IFN-2.
JAK1

g5 2@
3 &/\§ K
RA :
IBD Gl MPN
SLE \ J ALL MF
PA/?) * AML AML
Sarcoidosis st Anti-viral response —J
(L L )
- ‘ Increase
L_l_) L|—) in infections ﬁ__/
Y = 1
|
Nonselective
Jak1-selective TYK2-selective Tofacitinib Jak2-selective
Filgotinib Pipeline Baricitinib Fedratinib
Ritlecitinib Upadacitinib Deucravacitinb Ruxolitinib Pipeline
Pipeline PF-06826647 Oclacitinib Gandotinib
Abrocitinib 5"1—?‘-’,}"?{,“'° Pacritinib
Itacitinib eficiiny
- Pipeline
Beprocitinib
Momelotinib
Gusaticinib
Cerdulatinib

Romana Spinelli et al Eur J Immunol. 2021 Jul;51(7):1615-1627



AVAOTOAEIC JAK;

* 2NMavTikA atmoteAeouaTikoTnTa 0TNV TroAUapPBpIki WA vs. placebo

¢ 2NMAVTIKA ATTOTEAEOUATIKOTNTA OTN OEPUATIKI) TTPOOBOAN VvSs. placebo

”

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
EQUATOR 2018 52 65 22 66 11.6% 8.00[3.61,17.71] S
OPAL Beyond 2017 65 131 31 131 188% 3.18[1.87,5.39) —
OPAL Broaden 2017 54 107 35 105 17.9% 204[1.17,3.55) ——
SELECT-PsA1 2021 303 429 153 423 28.7% 4.24 [3.18,5.66) ——
SELECT-PsA 2 2020 120 21 51 212 231% 416[2.75,6.31) —_—
Total (95% CI) 943 937 100.0% 3.78[2.72,5.24) -
Total events 594 292
Heterogeneity: Tau®= 0.08; Chi*= 9.38, df= 4 (P = 0.05); F=57% ?0 05 052 5 203

Test for overall effect. Z= 7.95 (P < 0.00001)

Study or Subgroup

Favours [Placebo] Favours [Jak Inhibitors]

Fig. 3. ACR20 response Filgotinib 200 mg - Tofacitinib 5 mg - Upadacitinib 15 mg.

Experimental Control
Events Total Events Total

Odds Ratio

Weight M-H, Random, 95% CI

Odds Ratio
M-H, Random, 95% CI

EQUATOR 2018
OPAL Beyond 2017
OPAL Broaden 2017
SELECT-PsA1 2021
SELECT-PsA 2 2020

Total (95% CI)
Total events

19 42 ] 40
17 80 12 86
35 82 12 82
134 214 45 1
68 130 21 13

548 550
273 96

12.0%
16.9%
18.4%
29.0%
23.6%

100.0%

Heterogeneity: Tau®= 0.12; Chi*= 8.30, df= 4 (P = 0.08), F= 52%
Test for overall effect: Z= 6.63 (P < 0.00001)

4.68[1.62,13.50]
1.66 [0.74, 3.75]
4.34[2.05,9.22)
6.18 [4.02, 9.50]
5.75[3.22,10.26]

4.41[2.94,6.84]

———

0.05

0.2
Favours [Placebo] Favours [Jak Inhibitors]

Fig. 4. PASI75 response Filgotinib 200 mg - Tofacitinib 5 mg - Upadacitinib 15 mg.

Campanaro F et al, Autoimmunity Reviews 20 (2021) 102902
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AvaoToAeic JAK: INpoBAnuaTIOUOI OXETIKA UE TNV
QO@AAEI

EMA recommends measures to minimise risk of serious side
effects with Janus kinase inhibitors for chronic inflammatory
disorders

News 28/10/2022

EMA’s safety committee (PRAC) has recommended measures to minimise the risk of serious side effects
associated with Janus kinase (JAK) inhibitors used to treat several chronic inflammatory disorders. These side

effects include cardiovascular conditions, blood clots, cancer and serious infections.

The Committee recommended that these medicines should be used in the following patients only if no suitable
treatment alternatives are available: those aged 65 years or above, those at increased risk of major
cardiovascular problems (such as heart attack or stroke), those who smoke or have done so for a long time in

the past and those at increased risk of cancer.

The Committee also recommended using JAK inhibitors with caution in patients with risk factors for blood clots
in the lungs and in deep veins (venous thromboembolism, VTE) other than those listed above. Further, the
doses should be reduced in some patient groups who may be at risk of VTE, cancer or major cardiovascular

problems.
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21NV Ywpiaoikn ApBpiTida eNTTAEKOVTAI 8 TTEQIA TNG
VOOOU ME TIC AVTIOTOIXEC KAIVIKEC EKONAWOEIC

KaBe aoBevr\c umopel va mapouoldoel Eva
LovadLkO ouVOUAOUO TWV CUUMTWHATWY Kot
NC BaputNTAC TOUC e SLadpopeTIKO popTio

¢ vooou.!

H WA €xeL onpavtikn enidpaon ot (weg Twy
aocBevwv.!

% IBD?
0-20%

< Peripheric
;e; Arhtritis® | |
88%
J 7y | Entesitis* |
J | 30-50%

Psoriasis*
Hasta 80%

Nail
| Psoriasis*

9

Axial
Disease*

25-70%

Dactilitis*
40-50%

o

o

Mas 80%

1. Ogdie A, et al. J Rheumatol. 2021;48:698-706. 2. Novelli L, et al. Front Med (Lausanne). 2021;8:737079. 3. Kavanaugh A, et al. Rheumatol Ther. 2016;3:91-102. 4. Kishimoto M,etal. 23

Best Pract Res Clin Rheumatol. 2021;35:101670



O1 aoBeveic ye Ywplaoikn apBpiTida TTOAU ouxva £XOUV

KOl OUVVOONPOTNTEC

Kapdiayyeiakni
vooogl?
/0
Aiapntng  Kapdiayyeiakn
TwV aofevwyv pe WA vo90s
EXOUV =2 ouvoonpoTNTEG!' 2 e

MetaBoAiké  TNayxuoapkia
oUVOPONO

ARAD registry analysis of patients with psoriatic arthritis (n=490); List not exhaustive.
ARAD = Australian Rheumatology Association Database; NAFLD = non-alcoholic fatty liver disease.
1. Sinnathurai P, et al. Intern Med J. 2018;48:1360-1368; 2. Coates LC et al. Nature Reviews Rheumatology, 2022;18:465-479.

PAeypovwodelg KOAITIOEG
KOl NTTATIKH vOo0g!?

)

|ONE NAFLD

AAAa vooRjpatal?

o (&)

Payocidimda  KatabAiyn Ooteommépwon



O1 kaTeuBuvTAPIEC 0ONYIEC TTPOTEIVOUV TNV AVTIMETWTTION OAWV TWV
EKONAWOEWY TNG VOOOU [E TNV aopuyn EmITAOKWY, AauBAavovTac umoyn mn
YVWUN Tou aoBevni

JUMUITTWUATO OTIO
ToVv afoVIKO

Wwpiaon OKEAETO

Wwpiaon ovuxwv

Mepupepikn a
apBpitida J

AakTtulditida @
‘ EvBeoitiba
S
A , \ ATTOQUYI ETTITTAOKWYV ATTO )
ccomGotov g veooys T Umohembuenvéoo, PRV
n ne OUVVOONPATNTEC KAl TTPOTIUNACEIG TOU a00evN

BepaTtreuTikn TTapéuBaon?t

1. Coates LC et al. Nature Reviews Rheumatology, 2022;18:465-479



‘Eykaipn Bepameia acBevwy pe YA oToxeUEl:

« ETTiTEUEN TNGC XOMNAOTEPNGS ODUVATNG EVEPYOTNTAG OE OAEG TIG
EKONAWOCEIC TNG VOO OU (UPean N XOUNAN EvEPYOTNTA VOOOU).

* ATTOQUYN AKTIVOAOYIKNG €CEAILNC

« AlapuAacn TNG AEITOUPYIKNG IKAVOTNTOC HAKPOTTPOBECUA KAl
BeATiwoN TNG TTOIOTNTAC (WG

« ATTOQUYN N EAAXIOTOTTOINON ETTITTAOKWY EITE ATTIO TNV AVETTAPKI
QVTIMETWTTION TNG VOOOU EiTE ATTO TN BepaTtreia

Coates LC & Helliwel PS, Clinical Medicine 2017 Vol 17, No 1: 65-70; Gossec L, et al. Ann Rheum Dis 2020;79:700-712



Treat-to-target in PsA?

* 0O0nyieg EULAR/GRAPPA: «eTTiTEULN UPEONG 11 EVOAANOKTIKA EAAXIOTN/XAUNAR EvEpPYOTNTA
vOOOU [E ouxXVv TTapaKoAoUBNoN Kal TTpocappoyn NG Bepartreiagy

« Kavévag deikTng agioAdynong 0ev KAAUTITEI OAO TO PACHA TNG VOOOU

Table 1. Components of some of the assessment tools proposed for psoriatic arthritis

Skin Patient's global ~ Patient's pain  Physical  Physician’s global

Arthritis (swollen/  disease disease achivity assessment Function  disease activity Acute-phase Spinal

tender joint counts)  (PASI/BSA)  Enthesitis  assessment (VAS)  (VAS) (HAQ) assessment (VAS)  response Dactylitis  disease
MDA 66/68 | \ \ \ \ X X X X
DAPSA 66/68 X X J J X X J X X
CPDAI 66/68 z ) X X N X X N N
DAS28 28 X X J X X X 4 X X
PASDAS 66/68 X N N X X \ \ N X

BSA, body surlace area; CPDAI, compasite psorialic disease acfivity index; DAPSA, disease aciivity index for psoriatic arthritis; DAS28, disease aclivity score 28 joints; HAQ, health assessment quesfionnaire disability
index; MDA, minimal disease aclivity; PASDAS, psoriatic arthritis disaase activity score; PASI, psoriasis area severily index; VAS, visual analague scale.

« H mrpooéyyion Treat-to-target dev epapudletal oTnV KAIVIKA TTPAEN KUPiwg AOyw TNG
TTOAUTTAOKOTNTOC TWV OEIKTWYV TTOU TTPETTEI VA XPNOIMOTTOINOOoUV yia TNV TTapakoAoubnon
TOU aoBevr) Kal TNV EAAEIYPN UTTOOTNPIKTIKWY MEAETWV (Mia pOvo peAETN N TICOPA)

Gossec L, et al. Ann Rheum Dis 2020;79:700-712; Soriano E et al, Curr Opin Rheumatol. 2018 Jan;30(1):87-93; Dures E, et al. RMD Open 2020;6:e001083.
doi:10.1136/rmdopen-2019-001083



Ywpiaon N ywpiaoikn vooog;

WuUXOKOIVWVIKOG POPTOG2-45
« KarabAign
* AUTOKTOVIKOG IBEACHOG

/" » AAKOOAIOHOG

O@BaAMIKA @AeypovA?

MeTaoAiké oUvEpopo’ 252
« APTNPIOKN UTTEPTACT)
» AUCAITTISaIPIA

* AloBiTng
 Mayuoapkia

= KivBuvog KapSiayyelakwy
VOOHHATWV

Noécoc¢ Tou Crohn®
EAKWSNC KoAiTida®

2

< Ywplaoikn apdpitida’® (7%—-30%)
ZmmovbuAoapBpoTrabeiegs

I'fpooﬁoi\ﬁ ovUXwV7 (40%—50%)

Xpovia vedplki vocog®

lpearce DJ, et al. J Dermatolog Treat. 2005;16(5-6):319-323; 2Kimball AB, et al. Am J Clin Dermatol. 2005;6:383-392; 3Durrani L. Foster CS. Am J Ophthalmol. 2005;139(1):106-
111; *Naldi L, et al. BrJ Dermatol. 1992;127:212-217; *Mrowietz U, et al. Arch Dermatol Res. 2006;298(7):309-319; ®Bernstein CN, et al. Gastroenterology. 2005;129:827-836;
Griffiths CE, et al. BrJ Dermatol. 2007;156(2):258-262; 8Mallbris L, et al. Curr Rheumatol Rep. 2006;8(5):355-363. *Herron MD et al. Arch Dermatol. 2005;141:1527-1534




O1 aoBeveic e Yywpiaon epeaviouv Tpwiua
ouvvoonNpPOTNTEC vs. YEVIKO TANOUOUO

Mevikdg NMANBUCHOG

AocBevei¢ pe Yywplaoiki véoo

Chidhood  Young Mid Young Mid Late
Adulthood Adulthood Adulthood Adulthood Aduithood
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| I | | | I
Lymzhoma PEORIASIS PSORIASIS
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M. K. Garshick et al, Dermatol Clin 33 {2015) 25—
39




ATaITEiTal OTOXEUUEVN, OAAQ KaI OAIOTIKN BepaTeia

translational research. With precise targeting of im-
mune pathways for the treatment of psoriasis with new
biologics and small molecules has come the realisation
that the most effective approach to patient manage-
ment is a holistic one| which encompasses the biopsy-
chosocial nature of the disease. This involves a stra-
tified medicine approach to identifying the best drug
for an individual allied to patient education, screening
for comorbidity, and regular review as both the clinical
presentation and the patient’s needs will change over
time. Although there is not yet a cure for psoriasis -
the whole person, systems approach to patient mana-
gement, that is in part dependent on early interven-
tion, should help to ensure an optimal outcome.

Reid C & Grigffiths C, Acta Derm Venereol 2020; 100: adv00032; Lynde CW et al. J Am Acad Dermatol. 2014;71:141-50

Infliximab
Adalimumab
Etanercept

Risankizumab

Guselkumab

Certolizumab pegol Tildrakizumab

Ustekinumab

Anti IL-23 (p19)

avwpLio

SevBpiTucd

KUTTOpO
TNF-a
IL-1P
IL-6
EVEpYOMOLNLEVD

SevlpLrikd

riTTapo

Secukinumab
Ixekizumab

Anti IL-17A

IL17A/F
IL-21
TNF-a
e o
[+] . [ ] [} .0
e e
o®

Tofacitinib
Apremilast

Brodalumab

Wwplaon

N~ -
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Treat early — treat hard

* H ouoTnuaTtikn Aeypovn oTnV Ywpiaan €XEl GNUAVTIKI OUGXETION UE TIG
KUTTOPOKIVEC TOU MITTWOOUC 1I0TOU / N YwpPIaaoIKr TTAAKA £XEI TTAPOMOIO
TTaBoyeveTiKO UTTORabpo pe TNV abnpwpaTikn TTAGES ) augnuévo
KivOUVvOo KapdIayyEIOKWY CUUBAUATWY KOl OUVVOONPOTATWY

* YTrootnpietal AoITTOV n avTINETWTTION TNS Ywpiaonc NQPIZ pe
OUOTNMATIKES BEPATTEIEC WOTE

* Na TpotroTtroin@ei n puoikn TTopeia TNG vooou (010 70% TwV TTEPITTTWOEWY N
Yywpiaon TTrponyeital £wg Kal 10 £Tn TNS YwpPIAoIKAS apBpiTidag)

* Na peiwBei o Kivduvog yia EHeAvIion CUVVOOPOTATWYV
* Na amrokatacTaegi n ro16TNTA (WG TOU A0BEVN

Reid C & Grigffiths C, Acta Derm Venereol 2020; 100: adv00032; Nast A et al, JEADV 2020, 34, 2461-2498
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/-\

e JXtoxevpeva ouvOetikd DMARDs
VS. KAOLOOLKEC N BLOAOYLKEC
T oulntéue Bepareieg

onNueEPQ

« Tiarti “treat early”™?

« ‘“treat early” Nwg?
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GRAPPA: EmAoyn Beparmeiag ye Baon tnv mepioxn mpooBoANC &
OTOXO TNV KAAUWN OAWYV TWV EKONAWOEWY TNG VOOOU

MXAD ?
Tommika
Psoralen UVA/UVB
DMARDs (MTX, LEF, SSZ, CsA)
PDEA4i
Anti TNFa
Anti IL-12/23
\ Anti IL23(p19)

Anti IL-17

N SN N N N S S

JAKis

—

1. Coates LC et al. Nature Reviews Rheumatology, 2022;18:465-479

v

DY N N N N N N

N N N SN N S

D N N Y R N
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N X N SN



GRAPPA: EmiAoyn Bepameiag mpémel va Aauavel umroyn
KAl TIC OUVvVOOnNPOTNTEC

MZAD 2TEPOEIDN MTX/AED TNFi IL-17i IL-12/23i JAKI PDEAi

Auénuévog kapdiayyelakdg Kivouvog v v v Ve v 4
>up@opnTikA Kapdiakni AveTTdpkeia v v X v v 4
Augnuévog kivduvog VTE v v v v v v v
Mayuoapkia v/ v v v 4 4 4
AITTWOSEG ATTOP v/ v/ X v v v 4 v/
Evepydc HCV i HBV v v X

HIV v v v

B 4 4 4

loTOPIKG KakorBegIag v v v

> KM kal j ATTOUEAIVWTIKI VOTOG v v v X v v v 4
KatdBAipn kai/f) ayXwoelg dlaTapaxEg v V4 v e Ve v v

B Mn KAIVIKG onpavTIKh aANAETTIdpacn Xprion pe mpoooyr [l Amoguyn

1. Coates LC et al. Nature Reviews Rheumatology, 2022;18:465-479



EULAR: EoTiadel aTIC EKONAWOEIC TNG VOOOU UE “step up”
MPOOEYYION — apremilast OTNV OAIyoQpOPITIOA

[MpoyVWOTIKOI TTapAYOVTEC, TOZIKOTNTA KAl AVETTAPKAC AVTATTOKPION OTO TTPONYOUNEVO OTAdIO

'

Phase |l

Start methotrexate®
or leflunomide

or sulfasalazine

Improved*
at 3 months

at 6 months

1. Gossec L et al. Ann Rheum Dis 2020;79:700-712

Continue and adapt

and target? achieved

(within or between classes)

|

Continue and adapt I

No l
L

Improved*
at 3 months
and target” achieved
at 6 months

Yes l

No

Yes l

Continue®

classes of TNFi or IL-17i*

No
Phase I Consider consulting a Phase llI J Enthesitis
dermatologist in case of
( Clinical diagnosis of active PsA j major skin involvement ‘ l Predominantly axial disease |
N
L
J J AP ) Start bDMARD: '
TNFi or IL-12/23i* or IL-17i; ST':I';_bD,“I’:_AEQ'
Polyarthritis (>4 swollen joints) [ Mono/oligoarthritis ] [ Enthesitis ] [ Predominantly axial disease J if LOMARD inappropriate: start JAKi ’ ! Ti w ' db
with or without dactylitis (Consider using PDE4i in mild disease if (USU?OZZ; ZeTN(F)TtiJ) o
bDMARD and JAKi is inappropriate)
Improved*
poor prognostic factors present at 3 months
-_ Soisis g
— l and target? achieved Yes l
at 6 months
NSAIDs +/- local glucocorticoid injections NSAIDs +/- local glucocorticoid injections
I T No
Phase IV Arthritis and/or enthesitis l Predominantly axial di
Achieve Achieve l
target? within Yes — target? within Yes ==’
<4 weeks 4-12 weeks ‘ s Switch to another bDMARD’ or JAKi or PDE4i l s Switch bDMARD within or between
|

I

Improved*
at 3 months

at 6 months

No

and target? achieved

Yes l
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EmAoyn Ogparmeiag ye faon Tov acBevn oTnv
KaBnuePIV KAIVIKN Tpacn

Movo/6AlyoapBpitida

(<4 TrpooPBeRANUEPES

apBpwaeIC, NTTIOTEPN
vooog, DAPSA 214 (mod))

APR>MTX
2.€ atroTuxia > bDMARD

ApBpiTida kKata

TN OlIAYyVWOo
4 Y 4 NMoAuapbpiTida
(uwnAoi O&iTKEG
PAEYHOVNAG, >NO.
TJC/SJC, DAPSA>27)

bDMARD>APR>MTX

1. Ariani A et al, Clinical Rheumatology (2022) 41:3219-3225; 2. Ogdie A et al, The Journal of Rheumatology 2021;48:693-7 36



ACTIVE: ATTOTEAEOUQATIKOTNTA KAl AOPAAEIQ TOU apremilast GTOV bio-
naive a00¢evr) e oAlyoapOpiTida

B Swollen Joint Count
Placebo-Controlled Phase Active Treatment Phase
(All Patients on Apremilast)
Study Week
02468 12 16 20 24 28 36 52
100 it 1 . A L L \ A .
| : :

0.0 i i ) o I ’ ’ . ,
$ 100 ] ; ; Apremilast 30 mg twice daily Mnéevikn evBecitida og 7 otoug 10 acBeveig (naive oe BLoAoyiko)
= ’ 1 ] Placebo
] { : = =N)1
g -20.0 1 Placebo early escape to oTo ETOC (GEI—O)

: -30.0 - ' H apremilast 30 mg twice daily ( ’ , 5 . Bs B 5 )1
£ 00l i Placebo crossoverto QVTOMOKPLON OTTO TNV OEUTEPN EPOOAOQ
g N apremilast 30 mg twice daily
] -50.0 4 ' : Placebo-Controlled Phase Active Treatment Phase
5 -60.0 - i 100 - i i (All Patients on Apremilast)
£ 700 i ! : |
: i % 1 e ‘
£ -80.0 4 i _ i
900 - ; g 804 a
-100.0 - ' ! ; 70 4 i
[ Apremilast 30 mg BID, n [ o1 [ o1 [ 88 [ a5 | 83 [ 80 g 60 | :
| Placeboapremilast 30 mgBID,n | o7 | a7 | o7 [ 5 | 04 | 91| - i
£ 504 '
2 H
E 40 4 : Apremilast 30 mg twice daily
c Tender Joint Count £ 34 Placebo
] : Placebo early escape to
Placebo-Controlled Phase Active Treatment Phase & 20 4 B apremilast 30 mg twice daily
(All Patients on Apremilast) H Placeb 4
Study Week 10 4 ! acel .O crossover D .
02468 12 16 20 24 28 36 52 ! apromilast 30 mg twice daily
100 . A h h \ h L ) 0 I . ) . : i
0.0 ) ) ; 02 46 8 12 16 20 24 36 52
E 100 Apremilast 30 mg twice daily Study Week
@ Placebo
I.E -20.0 o Placebo early escape to [ Apremilast 30 mg BID, n/m [ 26149 [21/49] 27048 | 31146 [ 30i43]
£ -30.0 4 apremilast 30 mg twice daily | PlaceborApremilast 30 mg BID, nim | 16146 |20/46] 24146 | 27/45 | 2443
E -40.0 4 : Placebo crossover to
£l : apremilast 30 mg twice dail;
2 500 4 s 9 4
g
& 600 4
# 700 o
c
é -80.0 -
-80.0 4
-100.0 4
[ Apremilast 30 mg BID. n [ot [ oo | es [ 85 | 83 I a0
| Praveborapremitast 0 mgBID,n | o7 [ o7 | o7 | o5 | o4 | o1 |

1. Nash P, et al. Ann Rheum Dis 2018;77:690-698
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Check for
updates

Apremilast for biologic-naive, peripheral psoriatic arthritis,
including patients with early disease: results from the APROACH
observational prospective study

Petros P. Sfikakis'?( . Dimitrios Vassilopoulos?? - Gkikas Katsifis* - Georgios Vosvotekas® - Theodoros Dimitroulas® -
Prodromos Sidiropoulos? - Periklis Vounotrypidis® - Dimitrios P. Bogdanos® - Athanasios |. Georgountzos'®.
Andreas G. Bounas'' - Panagiotis Georgiou'? . Souzana Gazi'® - Evangelia Kataxaki'® - Stamatis-Nick Liossis'* -
Evangelos Theodorou'® - Charalampos Papagoras'” - Evangelos Theotikos'® - Panayiotis Vlachoyiannopoulos®'? .
Paraskevi V. Voulgari?® - Angeliki Kekki?! - Nikolaos Antonakopoulos?! - Dimitrios T. Boumpas?*2

Emieda evepyoTnTag vooou pe Bdaon ta DAPSA scores oTnv apyIkn e§£raon kal peta amo 52
£pdopadeg os aogbeveig pe Sedopéva Kal oTIG U0 XPOVIKEG OTIVHEG

w
(=]

100% -

N=79
244 21,5
® 25 | | = REM
S -
n 5 | g / LDA
< =~ 60% 4 /
o 14,6 w / 41,8
< 15 15 g / MDA
[a] z > 40% - / hq l 6 30‘ )
2 o -0 - 77.25
8 10 . < 49,4 Hi tar 8.( L g = HDA
8 6,4 /
/
' 20% - /
q 5 /
7.6
0 0% . \, /
ApXIKA gg€Taon 16 eBSOpadES 24 gBbouadeg 52 epdopadeg ApxIkij egéraan 52 weeks post-baseline
(n=132) (n=109) (n=92) (n=91)
0 4 14 28 >154

HDA, high disease activity; LDA, low disease activity; MDA, moderate disease activity;
REM, remission

REM LDA MDA HDA

2.NUAVTIKN BeEATiwon TS dpacTNPIOTNTAC TNG VOOOU 0€ 'EAANvEC aoOeveic ue
UETPIA, bio-naive WA (DAPSA<27)



MOSAIC: H Beparmeia e apremilast £0€I1EE KAAUTEPO EAEYXO TNG PAEYMOVNG
XWpPic akTIVOAOYIKK TTpO000 o€ 48 efOOMAdEC 0 aoBeveic pe pETpia WA

Disease Activity Subgroup Analyses

« Following APR treatment, patients with ModDA had greater
improvement from baseline in MRI inflammation scores at
Weeks 24 and 48 than patients with HDA

PsAMRIS assessments at Weeks 24 and 48 indicated that APR treatment improved
inflammation, with no significant structural progression in patients with PsA

Baseli Vieek 24 Wieek 42 - - =
. . e = - Composite Inflammationa. Total Inflammationa¢
Composite Composite Total i
inflammation inflammation inflammation ) i . Synovitis®E. . " mWeek 24 OWeek 48
bcsd ah.
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=== 2]
%5 o 5 4
B85S 5 2 8 l l
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-10 g -0136 -0.84 I 079 )19
Week 24: LS Mean Change (95% Cl) =9 -5 + 351 404 -
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Week 48: LS Mean Change (35% CI) 57101
-2.91 (-5.45, 0.37) -3.08 (-5.64, -0.51) 4.35(-8.14, -0.56) 0.78 (-1.15, -0. 4(]) 0.65 (-1.39, 0.10) 0.59 (-1.04,-0.13) -15

Total damage
ah,

* Apremilast treatment also was associated with no significant

£ ) structural damage in patients with ModDA at Week 48
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ZEF oa 0 — —9 3
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@stergaard M et al, EULAR 2023, POS0226






[TOAAEC KOO ETIAOYEC VIQ TNV AVTIMETWTTION TNG

YwpPIaoiknc apBpitidac

On top of csDMARDSs, 6 biologic modes of action and 2 targeted
synthetic modes of action available in 2023 in PsSA

EMA website. Johnson and Johrrson websae. www jng com. UCE webste. wwva achohirma co.uk. Celgone webnte waw cedpine com. Noverss

websto www. novarts. com. Plzer websde

Any ertocs are the respensbéty of Loure Gossec

bDMARD 19
MOde Of J \J . ® L U M \J . » M J
action
Adalimumab | Ixekizumab Ustekinumab ]Guselkumab | Bimekizumab- Abatacept
Certolizumab | Secukinumab Risankizumab | Pending
Drugs Etanercept | approval
ilnfliximab
Golimumab
tsDMARD /.14
Mode of inhibitor
action
Tofacitinib Apremilast
Upadacitinib
Drugs
In talics

no authornsation in PSA
as of June 2. 2023
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2TNV TToAuapOpiTIOQ...

Ol BI0AOYIKOI TTAPAYOVTEC ETITUYXAVOUV ACR20~60%

TNFi: Adalimumab’ IL17i: Secukinumab? IL17i: Ixekizumab?®
. 2 PBO a PO _ 100 . "PBO =IXE Q4W
£ 100 - £ 100 - e
2 g - e 80 - g 57.9 53.3
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Sl 15.0 g 401 473 15.3 & 20 - ‘
2 20 - 2 20 - 2 - -
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PSUMMIT1 PSUMMIT 2 DISCOVER 2DISCOVER 1 1 2

1 Mease PJ, et al Arthntis Rheum 2005,52(10) 3279-3289 2 Mease P, el al. Rheumatol Ther. 2016,3(1)5-29 3. Mcinnes 1B, et al Lancet 2013,382(9894) 780-789. 4. Ritchlin C, et al. Ann Rheum Dis. 2014,73(6) 990-999 5 Kavanaugh A, et al Ann Rheum
Dis. 2014,73(6):1020-1026. 6. Cutolo M, et al. J Rheumatol. 2016;43(9):1724-1734_ 7. Edwards CJ, et al. Ann Rheum Dis. 2016,75(6):1065-1073. 8. Kerschbaumer A, et al. Ann Rheum Dis. 2020,79(6).778-786. 9. Deodhar A Lancet 2020, 10. Mease PJ. et al
Lancet 2020,395(10230):1126-1136; 11. Knstensen LE et al. Ann Rheum Dis. 2022. 81:225-231; 12. O stor A et al. Ann Rheum Dis. 2022 81:351-358; 13. Knstensen LE, et al. Ann Rheum Dis 2021,80:1315-6; 14. Knstensen LE, et al. Oral presentation
D1T01 4 presented at the 30th European Academy of Dermalology and Venereology Congress, 29 September-2 October2021, EADV Virtual congress
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27NV TrToAuapBpiTIda... 4

Ol AVOOTOAEIC JAK emITUYXAVOUV £mianc uwnAn
ACDON

Overview of ACR20 responses with tsDMARDs at week 24 in
major randomized controlled trials

TNFi: Adalimumab’ PDE4i: Apremilast at week 167 JAKi: Tofacitinib®
= * PBO wADA Q2W o~ *PBO ®=APR 30 mgBID S =PBO = TOFA SmgBID
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ADEPT PALACE 1 PALACEZ PALACES OPAL Broaden OPAL Beyond
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Ot1av umapxel MEYOAN CUMMPETOXH a1rd TO OEPUA, TOTE Ol

avTI-IL HAAAOV gival KOAUTEPEC TWV AVTI-TNF

Overview of efficacy of some targeted drugs in PsA on joints
(ACR50) and skin (PASI90)

TNFi: adalimumab!

ADEPT: Adahiryuma® Week 12

IL-17i: secukinumab?®

FUTUERE 1! Secubenormat Week 24

IL-23i: guselkumab?®

D=1z Ganrfoamals Week 14 [100

1AKi: upadacitinib®

SEUECT-Ma 1 Upadaitinay Week 12

a0 mp 2w 1230 g CHN mg 0w (15 mg QD)
00 - 100 100 100 -
bDFARD-nalve bOMARD-nafve BOMARD-Aafve bBOPARD-RaTE
+30% ke IR
B0 - o] 5] ED 4
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ki ]
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Ox1 yOovo n aroTEAEOPATIKOTNTA, GAAG Kal N ao@AAEIa
gival TTOAU ONUAVTIKEC TNV €mIAOY TNC KATAAANANG
Oeparmeiag

Taking into account Safety of drugs Safety of JAK inhibitors: EMA guidance o

American Journal of Clinical Dermatology N MEDICINES AGENS
hitps://dol.org/10.1007/540257-023-00783-7

« An EMA review has found that, compared with TNF-alpha inhibitors, Janus kinase (JAK) inhibitors used to treat chronic
@EIELTAL BESEAGIE LETELE inflammatory disorders (theumatoid arthitis, psoriatic arthiitis, juvenile idiopathic arthrifis, axial spondyloarthritis,
ulcerative colitis, atopic dermatitis and alopecia areata) are linked to a higher risk of major adverse cardiovascular events
(MACE), venous thromboembolism (VTE), malignancy, serious infections and all-cause mortaiity.

Major adverse rdiovasculaf even‘s Apremilast LDng'Term Safety Up tD 5 Years from 1 5 POOled . ﬁmg;:x:::?vedmlzzl';:fsldenllﬁed risks apply to all JAK inhibitors approved for the treatment of chronic
Randomized, Placebo-Controlled Studies of Psoriasis, Psoriatic + These medicines (Xefjanz, Cibingo, Olumniant, Rinvoq and Jyseleca) should be used in the following patients only if no

P suitable treatment alternatives are available:
Arthritis, and Behcet’s Syndrome " e e A

« those aged 65 years or above,

+ those who are current or past long-time smokers,
Philip J. Mease' - Giilen Hatemi? - Maria Paris® - Sue Cheng? - Peter Maes? - Wendy Zhang? - Rebecca Shi?-

l - - . - And i 3 n Pi d3 Linda Stein G qu + those with a history of atherosclerotic cardiovascular disease or other cardiovascular risk factors,
njection site reactions nerea Fower! - Heman Picard Linda tein Go i A ki s

« Cautious use is also recommended in patients with known risk factors for VTE other than those listed above.

DG S 070 0,705 €TSS e e A S

tsDMARDs

Infections

Hepatotoxicity Apremilast JAK inhibitors

Very favorable safety profile Black box warning from RA
patients

No laboratory monitoring Risk can be managed via
i D I e i i M R patient selection and lab
monitoring

Safe in cancer, HIV,
Immunosuppressed

One side effect... weight loss!
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Emouévwg, otav emAEyw Beparmeia yia Tov acBevn pou Ba
mEETElI va AGBwW umoyn Jou...

Av TTapouaiadlel oAlyo- ) TTOAU-apBpiTida

Tnv €KTaon TNG OEPUATIKAG CUMMETOXNG

Tnv UTTapPEN £I0IKWYV EVTOTTIOEWYV, OTTWG TTPOCROAN TPIXWTOU f/Kal OVUXWwV

Tnv utTapén e€w-apBpikwyv ekdNAWCEWV, OTTWC evBeaiTida, payocldiTida, IPNE

Tnv mOav afovik CUPMETOXN

To TTpo@iA cuvvoonPOTATWY TOU ACBEV Kal TNV ao@AAEIa TNG KABE Bepartreiag






Ywpiaon: 3 O€iKTEC yIa TNV AgloAOGynon Kal
TapakoAoubnon TG vooou

« BSA: body surface area
» PASI: Psoriasis Area and Severity Index
« DLQI: Dermatology Life Quality Index

Outcomes in PASI23

Outcomes Important to the Patient!3

Partially Captured*
Plague area

Plague severity /
Scalp \/ x

Hand and sole involvement \/ x
Nail involvement
Itch

QoL

Patient's perspective

Not Captured>8

XXXXX
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2TOXOCG TNC Bepameiag oTnV Ywpeiaon gival n
emiTeucn PASI 75

H coBapoéTtnta Tng véoou emrnpedderal atro: Brpata yia Tnv €TTiTEUEN TOU BEPATTEUTIKOU OTOXOU
= Tnv éktaon kai Tn 6€on TNG TTPOCROARG

= Tnv TTapoucia QUOKOAWYV EVTOTTIOEWV

= Tnv emiTTwon oTnv TOI0TNTA (WG TOU aoBevN

| APASI<50 | | apasizso<7s || APASI>75
European Union Consensus i 1
- .
“ * Involvement of visible areas Moderate to severe Tpononoinon tou | DLAISS ” DLQISS |
* Involvement of major areas of the scalp DEpATEUTIKOU -
BSA = 10% » Genital involvement BSA > 10% axAuatoc l
& * Involvement of palms and/or soles or
* Onycholysis or onychodystrophy of
PASI =10 Upgrade atleast 2 fingernails PASI > 10 \ 4 \d
& + Pruritus leading to scratching & Tuvéxion tng
DLQI <10 * Single recalcitrant plaque DLQI > 10 Bepamneioc

pLQl > 10
MpooBrikn tomxkol okevacpartog kat aAdayr) Socoloyikwv
oxnuatwy (2021 EADV)
PHOTOTHERAPY/

TOPICALS SYSTEMIC THERAPIES

[Mrowietz U, et al. Arch Dermatol Res 2011;303(1):1-10. Epub 2010 Sep 21.

Nast A et al, JEADV 2020, 34, 2461-2498 49



OPACTNPIOTNTAC TNG VOOOU KOl OTTOKATACTACN TG ToloTNTAC (WNC

ﬂpé)\nlpr]
IUVVOONPOTHTV

2TNV KAIVIKA Tpagn BEAOUUE va emTUXOUUE UPEON TNG

TOU aoBevn

NpoAnyn

YouxoAoyikng BAapng

~ NpdAnyn
E€amAwong Noocov

= Meiwon Tou Kvnopou Kal Tou TTovou (# 1 yia Tov acBevn) Comorbidities and Special Circumstances to Consider'?

= KaBapd fj oxedov kabapd Sépua P Obesity Cancer cured) "

= AVTIUETWTTION TWV DUOKOAWYV EVTOTTIOEWV Disbetes /" HepalisBorC MdeI v

= AVTINETWTTION TWV XPOVIWV TTAOKWV Heart failure HIV infection Active alcohol abuse

= Mg ao@AAgIa yia TOV 00BEvr 8D vV o et Y o
Lverdsease /it dorders

v Comorbidities that are commonly associated with PsO

1. Amatore F, et al. J Eur Acad Dermatol Venereol. 2019;33:464-483; 2.
Elmets CA, et al. J Am Acad Dermatol. 2019;80:1073-1113.
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[TapdayovTeC Tou emnNPEeAloOUV TN BEPATTEUTIKI ETIAOYI

oTNV KAIVIKN rpdcn Kal ouvnong aAyopiOuog

European Union Consensus

A. ZoBapdtnta TnG Vocou

‘Ektacn

MNpooBePAnUEVeG MEPLOXES
Mopdn pwpiaong
ZuXVOTNTA UTOTPOTIWV

. ZuwoonpotnTeg:

Ywplaokn apbpitida
MetafoALlké cuvSpopo
Kapdiayysiakd vooipata

. AcBeviig

HAwia & $pUAo

AsikTng paog cwpaTog
Enidpaon QoL
MponynBeicsg Bepaneieg
Zuppdépdwon

HLA-Cw6

dueca oxédia tou aocbevolg
(ydpog, Tagid k.A.mt.)
enayyeApa, SpacTnpLOTNTES

A. Qdppako

Enionun évéelgn

Taxutnta Spdong

AlaTPNON ANOTEAECHATIKOTNTAG
AVTLHETWTILON GUVVOONPOTHTWV
EukoAia xopriynong

(060¢, ouxvotnTa KATT)

AocddAsla

:

Involvement of major areas of the scalp
BSA =10 + Genital involvement
& * Involvement of palms and/or soles
+ Onycholysis or onychodystrophy of

PASI=10 Urgrade atleast 2 fingernails
& * Pruritus leading to scratching
DLQI=10 + Single recalcitrant plaque
' pLai> 10
TOPICALS

The expert panel adgreed that apremilast was most likely
to be successful in patients with stable, moderate psoria-
sis. There are, however, no clear or agreed-on definitions

Most of the members of the expert panel considered
that apremilast is an appropriate option for patients in
whom corventional treatment fails or is contraindicated,
and that it should ideally precede biologic therapy. This

Carrascosa JM et al, Actas Dermosifiliogr. 2020;111(2):115---134

Moderate to severe

BSA >10%
or
PASI > 10
&
DLQI> 10

4

PHOTOTHERAPY/
SYSTEMNC THERAPIES

—

BloAoylko
TIAPAYoVTQ;
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ENBRACE: ATTOTEAECUATIKOTNTA TNC ATTPEMIAAOTNG O€ AOOEVEIC
LUE TEPIOPICHEVN Ywpiaon Kal >1 QUOKOAEC EVTOTTIOEIC

mmm Placebo (n = 92)
mmm Placebo (n=92) s Apremilast (n = 185)
mm Apremilast (n = 185)

Treatment difference (95% CI): (b) Treatment difference (95% CI): (@) Treatment difierence (95% CI): (b) Treatment difference (85% Cl):

(a —38.4% (—66.6%, —10.1%) 13.5% (1.1%, 25.8%) 31.9% (18.6%, 45.2%) -5.3(-72,-34)

—

=)
<< c (=) —y
) = ! £0 c
om 40 - Q2 50 - 30.79% o= 90- . S 0,
8 c 18.5% = 20 73.3% 2
S c cQ | =2 80, S w2
g2 | 25 40 §< ] o 8 o]
61? o 20 4 22 7] 2535 60/ g9
L0 f— c =
oE ST 30 g5 59 4
Le o ') TP 40- >a | =4
c$ S g 201 2T We g
Sy s< c £ 201 -2
=9 5. =0 104 &3 eS
a3 2 ] o 1 33 8
— < 30 ~19.8% e 0 E’Lwlr 0~ = g 1
o . o o N » — 10 -8.7
= @ “ .
o
s Flaceba (= 02)
mmm Apremilast (n = 185)
(a) Treatment differance (95% Cl): (b) Treatment diference (5% CIj: {c) Treatment difiersnce (35% CI):
-18(-23,-039) —AB1 [-24.6, T 5) 37.0% (24.1%, 40 9%)
Eg .
uE. 3 0.0 5 0, “ 1 76.6%
0 L o ™ 80
Sp g g o |
—
EZ -1.0 EwE =10 ; 54 cf S 60 -
OF _i5 08 6Ef ' e O =
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- |

Mrowietz U et al, J Eur Acad Dermatol Venereol. 2022;00:1-8. 52



APPROPRIATE: ATTOTEAECUQATIKOTNTA TOU apremilast O€
000¢eVEiC bio-naive

100 -
=1
o 80 4
o @ 72,9%
E é 66% 69,3% 69,3%
2 E 60+ 54,94
> 49, 1%
o e
3 3 40 4
£ 5
2
=L -
£ 20 1,2%
4,2%
014
Apyxiki e€étaon 3 priveg 6 prveg 12 prveg
n: 119 107 113 110 96 94 75 75
@ rasi<3 BSA <3%

Armesto S et al. AEDV 2021. Péster 7578.

Méon peiwan Tou KvnopoU oToug
aoBevelg TTou cuvéyioav Tn
BepaTreia Pe ampepIAdaTn

95,8%

114/119

3 prjveg

40

8]
o
1

54,5
60 - 28
24,2 23,4
ApxIKN e€éTaon 3 prveg 6 prveg 12 prveg
98 109 98 75

Mapapovn oTn Bepatreia

86,2%

6 priveg

68,1%

100/116 771113

12 prjveg

DLQIO-1 @ DLQI25 @ DLQI>5
Xuwpig emdeivion Ehdyom embeivwon Mérpia - coBapri emdeiviar)
= 100
TRl 20,01 R 1475
S35 80
>=
€3 28,0%
2 a
© = 60+
2 T
S w
F3
> 40
33 531%  57,3%
w .
DT i 41,2%
b3 207 KM
So
=S 10,1%
n
ApxIkr €ETagn 3 priveg 6 pnveg 12 pnveg
119 114 100 7

Méoo DLQI otnv apxiki e¢étaon 10.5
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JEADV

PDRIGINAL ARTICLE

Effectiveness and safety of apremilast in biologic-naive
patients with moderate psoriasis treated in routine clinical
practice in Greece: the APRAISAL study

D. lkannides,' (%) M. Antonakopoulos,® 8. Georgiou,? V. Chasapi® |. Katsantonis,® A. Drosos®

D. Rigopoulos,” () C. Antoniou,” G. Anastasiadis® |. Bassukas,® () D. loannidou,'® A. Protopapa,*

0. Neofotistou,'® K. Krasagakis,'® P. Aronis,'® M. Papageorgiou,'™ E Lazaddou,'® A Patsatsi,"® 1. Lefaki,'”
AN. Roussaki-Schulze,'® F. Satra,® Z. Anagnostopoulos? () M. Papakonstantis'

APRAISAL: ATTOTEAEOUATIKOTNTA TOU
apremilast 0€ 'EAANVEC bio-naive

ao0eveic

@ PASIT5 @PAsl-90
100 -
N=100
80 - 78,0
69,0
= B0
g | no 2 @ 48%
S 40 . PASI-75
=1
& 25,0
20,0
20 15,0
U I T T @ 25 o/o
ERGopada [ 186 24 [ 16 24 [ 186 24 PASI-90

loannides D, et al. J Eur Acad Dermatol Venereol. 2021;35:1838-48.

50%

S

ERdouGda 6 Epdopada 16

48%

S

Epbdopada 24

PPPGAQOA 1
AcBeveig pe apywkdé PPPGA 23
N=11) 81,8

ScPGAOAR1
AcBeveic pe apxwo ScPGA 23

N= 36)

0 20 40 60 80 100
Pacientes %

@ EBdopasa1s @)
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KAIVIKQ TTEPIOTATIKA

KAwikn BeAtiwon p anpepAdotn

EBS 0: EBS 24:

2,5 priveg PeTa TNV £vapgn petd tnv évapén tou apremilast

Neptypadn neplotatikoy
8 ePSopddeg petd tny Evaptn Bepaneiag pe
Apremilast

Mpo évapéng Bepaneiag pe Apremilast

EBS O:

anpeuAdotn

EBS 24:

ITPIN TH @EPAIIEIA

APYEN LIPSOV 3023

META TH @EPAIIEIA

3 MHNEE OEPAIIEIA MEATTPEMIMASTH

ob
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Y 4

...take home message

Ti 6a xopnyouoaTte O€
a00¢evr PE EKTETAUEVN
aoTadn ywpiaon Tmou
XPEIAZeTal A €TTIBUEI
dueon avratmmokpion;

2€ aoBevn) pe
ouvvoonpotnta IONE;

2€ a00Bevr) e kapdiakn
QVETTAPKEIQ, N
Kapdiayyelako Kivouvo;

2UVUTTApXouUoa
AavBdvouoa ni
Bepatreupévn
QPUMATIWON

2€ TTPOCQPATO I0TOTIKO
KOPKivou 1) evepyo
KQpPKivo

”

Carrascosa JM et al, Actas Dermosifiliogr. 2020;111(2):115---134; Torre Alonso JC et al, ol Clin. 19 (2023) 34-44; Nast A et al, JEADV 2021, 35, 281-317

BioAoyiké Trapdyovta

IL>TNFI

Oyx1 apremilast
Oy IL-17
NAI TNFi, IL-12/23
Towg IL-23/JAKi

NAI apremilast
NAI ILs
OXI TNFi
OXI JAKi

NAI apremilast
NAI IL17
OXI TNFi

?1L-12/23

NAI apremilast
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