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AnAwon oluykpouong CUNPEPOVTWV

Aev €xou e AAPBEL TLUNTLKA OLLOLPN YLa T CUYKEKPLHEVN OMIAL



KAwLKO neplotatiko |

Yopuoowkn ovoyio + yopraciky appitidoa ( AakTorition )
22 £T®V AVOPOG LLE IGTOPIKO YMPLOGIKTG OVUYING KAT® AKP®V 00 £TOVG
[IpocPoin 4 oviymv 6to de&i mHO1, 2 OVOYWV GTO OPLETEPO TOOL
AMLOLDGELS GE UNTPO KOl KOLTN TOV OVOY®V
Xopig eviomion e vOGOoL GE ALY OVOTOLLLKT) TTEPLOYN
ATtouko 16ToptKd eAeVBEPO
Y76 Oegpaneio pe tomikd koptikootepoedn| kai Vit D

Mn avtamdkplon 6TV TOmIKN ay®yn LETA and 6 UNveS
DLQI=15




KAINIKO ITEPIXTAYXTIKO 1

YOPIAXIKH ONYXIA KATI AAKTYAITIAA

[Tolovg mapdyovteg Aaupdavovue v’ oYV Yo vol KAVOLUE TIG BEpameLTIKEC LoG EMAOYEG ?



OEPAIIEYTIKH XTPATHI'IKH

Hapdayovteg mov exnpedlovy TS EMAOYES HOC

H\ikia
\
20VVoonpPOTNTES
\
AmoteleopatikotnTo - AGpaiesia

Aocoloyikd oynua,

ITponyodueveg Bepamevtikég amoTvyies
1
Toydtnta Kol doTnpnom anoTEAEGUATOC

/
[Tpotiunon acBevoic



OEPAIIEYTIKEX EINTAOT'EX YQPIAXIKHY ONYXIAX

BapPoxepd yavria

- Keparolvtika
Evvéatikd oviyov

i ; MaroKTIKG Mzebotpelarn
PRI S Kvkhoomopivn

> > KopTtikoctepocion Apremilast
AToQUYN TPOVNOTICRAOV

PeTivogion

Avahoya Bit D

Rigopoulos D, Stathopoulou A, Gregoriou S. Small molecules and biologics in the treatment of nail psoriasis. Skin Appendage Disord. 2020 Jun;6(3):134-14.

Etanercept
Adalimumab
Infliximab
Ustekinumab
Secukinumab




IHog npooeyyilovpe Tov 060eviy pog?

» Xoveyilom Tomkn aymyn

» EvooPLafikd kopTikooTepoeldn
» KAoooikn cvotnuoatikn Oepomeio
» Mikpa popua

» Bloloywoi mapdyovteg

» Koo depuotordyo

» KoAid pevpoatordyo



Yopuoocikn ovuyio + yoproociki apopitioa ( AakTvAiiTioo )

» 'Evapén ayoyng ue ne@otpeéarn 15mg/w
KOTOTLV PEVUATOAOYIKNG EKTIUNOMC
> YIIO ME®OTPEEATH:
» Loaotpeviepikéc dloTapoyEg

» Awokomn Oepameiog petd omod 6 fOOUAdES

» Koapia kAwvikn Beitioon

Enopevo pina




Klwviko meprotatiko |

‘Evopén Apremilast 30mg o oynua titAomoinong kot oty cuvéyela, 30mg X 2 / nuépa

"Evapén 16" gfoopdoa



Klwviko teprotatiko |
‘Evap&n Apremilast 30mg ce oynuo tithomoinong kot oty cvvéyeto 30mg X 2 / nuépa

. Znuovtikn BeEATioon ymplactkine ovoyiog
I, II\pnc amodpoun SaKTuAMTIONG

"Evapén 16" gfooudoa

3 ypovia. petd o0 a.60eviig mapapsvel ehev0epog PraPov

Evyoprotnuévog ao0evic



YOQPIAXIKH ONYXIA

ESTEEM 1 &2 STUDIES
Enittevén NAPSI-50 tqv 16" gfoopdoa.

Ymoovvoro a.60ev@v pne younrotepng

- BapvtnTog voco
45 20volo a60evv ! !

40| ESTEEM 1&2 47 6
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AcOgveic ne emitevdn
NAPSI-50 (%0)

Ld ‘O)or PBO (n=286) kd XB véco PBO (n=38) B XB ko bio-naive PBO (n=28)
Ld 0)o1 APR (n=538) XB véco APR (n=108) B XB ka1 bio-naive APR (n=82)



H Beltiooon ™S yopLocikig ovuylag ocuveylotnKe Kot owatnpnOnke o€ Badog ypovov
(52 ePpoonaosc)

Eniteuén NAPSI-50 otig 52 eBSopadeg

% ESTEEM 1 & 2

90

PBO/APR

80

70

60

50

40

30

20

10

Rich P, et al. Apremilast, an oral phosphodiesterase 4 inhibitor, in patients with difficult-to-treat nail and scalp psoriasis: results of 2 phase I11 randomized, controlled trials (ESTEEM 1 and ESTEEM 2). J Am Acad Dermatol.
2016; 74(1):134-142



Safety and Efficacy of Apremilast Through 104 Weeks in Patients With Moderate to Severe
Psoriasis Who Continued on Apremilast or Switched From Etanercept Treatment in the
LIBERATE Study

The proportions of patients with nail psoriasis at baseline (NAPSI =1) who achieved NAPSI-50 at Week 16 were higher with APR (25.0%) or ETN (48.0%) than PBO (10.9%;
P=0.0701 vs. APR and P<0.0001 vs. ETN).

At Week 104, NAPSI-50 response was 60.4% (APR/APR), 65.2% (ETN/APR), and 48.6% (PBO/APR).

The mean percentage change from baseline in NAPSI score continued to improve in APR/APR patients and was sustained in ETN/APR patients through Week 104.

Mean Percentage Change in NAPSI Score*

PBO PBO/APR APR APR/APR ETN ETN/APR
Week 16 Week 104 Week 16 Week 104 Week 16 Week 104
. 0 n= 42 33 50 48 50 45
o T
i E——NN T X N\
58 -20 - 1
5% ~10.1 \ \ |
N S\ N
LS o
s < 60 | ; | \
QL g
= _ -48.2
8 50 48.1 -37.7 511
-100 i

*In patients with NAPSI score 21 at baseline. Includes all patients with a baseline value and a post-baseline value at the study week. Missing scores were imputed using the LOCF methodology. The mean NAPSI score at
baseline was 4.14 (PBO), 4.18 (APR), and 4.30 (ETN). §P=0.4959 vs. PBO. ¥P<0.0024 vs. PBO.



Real-World Experience With Apremilast: Analysis of 250 Patients From the
APPRECIATE Study With Psoriasis in Difficult-to-Treat Areas

DLQI by Manifestation Prior to and 6 (x1) Months After
Initiation of Apremilast Treatment

Mean DLQI Score

No manifestations (n=11)

16.2
All 3 manifestations (n=21)
13.6
>1 Manifestation (n=69)
. 14.0
Scalp involvement (n=56)
No scalp involvement (n=22)
Nail involvement (n=33) 15.7
No nail involvement (n=41)
Pruritus (n=52) 13.7
No pruritus (n=22)
20

Physician Satisfaction Assessment at 6 (1) Months

2211

.. \r
Overall plaque psoriasis I ENESEEANN 170" REER 5
1.@\0.8

Scalp psoriasis S %2 155 164
080

. N
Pruritus T R P TR Y

e 83 187 203

Nail psoriasis

Nongenital inverse psoriasis (SIS 50 25.0 107
N 28.6 8.6

Palmoplantar psoriasis

Genital inverse psoriasis  [IEEN 222000 25.0 25.0
0 25 50 75 100
Patients (%)

m Much better No change = Slightly worse
= Moderately better = Moderately worse
Slightly better m Much worse

Augustin M, et al. AAD 2019 [poster 9776].



APRAISAL STUDY - Real world prospective study of the effects of
apremilast on the quality of life and disease activity parameters among
patients with moderate psoriasis treated in Greece

Statistically significant mean (SD) percent decreases of 18.4% (74.0), 40.3%
(69.6), 49.5 (74.0), and 65.3% (62.2) were noted from baseline to Week 6,
Week 16 and Week 24 post-baseline timepoints (p<0.001 for all) among
evaluable patients with active nail involvement at baseline (N=150).

Yvvolkd 19,3%, 48,7%, 64,7% o1 80,0% twv acOevav pe evepyn yopioon
ovoymv katd v Evapén (N=150) onueinoe avtomdokpion NAPSIS0 tic efdouddeg
6, 16, 24 ko1 52, avtictoyo

Week 6 Week 16 Week 24 Week 52 100
60 ]
s 80.0
oo < 80
8§39 % % 64.7
c® o0 184 60
Sd 0 < 48.7
oo .\.;40'3 >
S -0 495 = 40
WN
8 = -60 \ -}
53 53 2 193
S5 -80 E 20
c > 17
S © .100
== 150 0
140 ERS. 6 ERS. 16 ERS. 24 Week 52

loannides et al, Poster (p1322), as presented at 29th EADV (virtual) annual congress, 29-31 October 2020



Moaxpoypdvia enitevén Ko S1TPNOT TANPOVS ATOOPOUNG TNS OUKTVAITIONS & £vOEGiTIONS GTO 5 YpOVIL
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(Khviko Tpoypauuo PSA - PALACE)

] 0,
| 83.3% 84.0% 90.2%
’ 80.0%
i 60.0%
. 58.7%
57.3% 54.5%
43.6% Dactulitic ¢ 0
4 —J}— Dactylitis Count=
35.2% Y
i —ll— MASES=0
MACES: Maastricht Ankylosing
i Spondylitis Enthesitis Score
0 16 24 52 65 78 91 104 117 130 143 156 169 182 195 208 221 234 247 260
Study Week
MASES=0, n/m 44/125[43/107|46/102| 41/98 |41/94| 42/92 | 43/93 | 43/89 | 51/89 | 43/83 | 43/79|38/76| 44/75 | 49/75 | 39/72 | 41/69 | 36/66
Dactylitis Count=0, n/m | 45/75| 48/62 | 43/60 | 50/57 |45/54| 44/54 | 43/54 | 44/51 | 42/50 | 43/47 | 40/46|39/44| 37/41 | 37/41 | 33/39 | 30/37 | 28/35

Presented at: the 2018 AAD Annual Meeting; February 16-20, 2018; San Diego, CA. last accessed March 2018



KAINIKA XAPAKTHPIZTIKA

APPEN
FENNHOEIZ: 1970 (51 ETQN)
YWO3: 171 cm BAPOS: 94 Kg

KAwwo neplotatiko li

AAKOOA: KOINQNIKOZ MOTH2 KATNIZMA: OXIl

2YNNOZHPOTHTEZ:
2A
AYZAITTIAAIMIA
MAXYZAPKIA

AINMQAHZ AIHOHZH HIMATO2

BMI: 32 (>30)

WAQPIAZIKH NOZOz:

02/2019

EMOANIZH
MEMONQMENQN
BAABQN

PASI<5

ENAP=H TOMIKHZ AlrQIrHz

2/2020

EMAEINQ2H TH2
WQOPIAZIKHZ NOzQY 2TO
AEPMA KAl EMOMANIZH
WO

ENAP=H 2Y2THMATIKH2
ArQrHz MEe
ANPEMINAZTH

6/2020

AEYTEPOIENH2
AMNQAEIA
AMNOTEAEZMATIKOTHTAZ
2TO AEPMA

PASI 29,2 PGA 4

ENAP=H 2Y2THMATIKH2
ArQrHz ME
ANTAAIMOYMAMIH

3/2021

E=APZH WQPIA2IKHZ NO2OY ME
EMANEMOANIZH WQPIAZHZ KATA
NAAKAZ 2E AEPMA, 2YMIEPIA.

FTENNHTIKA OPTANA KAI WO
PASI 12,3 PGA 4
ENTATIKOMOIHZH ATQIrHz ME

ANTAAIMOYMAMMNH ME T AOZHZ



4/2021
UTIO CUCTNUOTLKN oywyn

PASI 14,5

BSA 15%

PGA 4

NAPSI: 35
Target NAPSI: 6
DLQI: 15

«Ta SAKTUAQ pou TTovave Kal Sgv
LITopWw va KAELow Ta XEPLaL HOU.
Movaw ota yovoata Kal ToV ayKwva
Kol £XouV TPpNoTel Tot SAKTUAQ HOU»
«Ta vUXLOL LOU OTIAVE EUKOAQ»

v" Kown Kot AGKOLG
Ywpiaon
v Wwpiaon npoowmnou
KOlL TPLXWTOU KEDAANC
v w0
v WwpLaotki ovuyia




4/2021
UTIO CUCTNUOTLKN oywyn

PASI 14,5

BSA 15%

PGA 4

NAPSI: 35
Target NAPSI: 6
DLQI: 15

hmo EINAI TO ENOMENO BHMA:

v" Kown Kot AGKOLG
Ywpiaon
v Wwpiaon npoownou
KOlL TPLXWTOU KEDAANC
v WwpLaotkr ovuyia




4/2021 2T0O 2YITKEKPIMENO AZ©QENH

UTIO CUCTNUOTLKN oywyn

PASI 14,5 v 'E€apon KOWRAG KoTd TAGKASG
BSA 15% Jpwplaong

PGA 4 v Wwplaowkn ovuyia

NAPSI: 35 v’ Wwpiaon og e18IKES

Target NAPSI: 6 EVTOTILOELG

DLQI: 15

AkTvoloyko Tunpa tou Noo. «A. ZYTTPOZ», AleuB. AktivoAoylkou: B. Stauplavog
Euyevikn mapaxwpnon: B. Ztauptavog, A. ManadonovAou



4/2021 2T0 2YTKEKPIMENO A2OENH

UTIO CUCTNMOTLKN aywyn
PASI 14,5 v 'E€apon Kown ¢ katd TAGKaC

BSA 15% Jpwplaong
PGA 4 v  Wwplaowkn ovuyia Q
NAPSI: 35 v Wwplaon og el8kéc i

Target NAPSI: 6 EVTOTILOELC
DLQI: 15 M

v Wwplaoikr apOpitida

L
ENAP=H ZYZTHMATIKHZ ATQTHZ ME RISANKIZUMAB 2X75mg s.c.




4/2021 IENAPEH 2Y2THMATIKHZ ATQIHz ME RISANKIZUMAB 2X75 mg s.c.

UTIO CUCTNHOTLKN Oywyn

27/5/2021
PASI 14,5 } N uTto ’risankizumab ' o
BSA 15% ( BeAtiwon tNG KOWNAG KOTA TIAQLKOLG
PGA 4 Ypwpiaong kat tng WO
NAPSI: 35 Entiteuén APASI 90 NAPSI: 5

Target NAPSI: 6
DLQI: 15




AnoteAeopatikotnra kat acpaleia tov Risankizumab yia tn Ospaneia tng
JPwpLaoikng ovuxiag os aocOeveic pe petpla-copapn Ywpiaon

Noocooto acOevwv ov nEtuxav

STUDY DESIGN

UltIMMa-1/2 LIMMitless . . .
(double-blinded RCTs) (open-label extension) E ann Kaeapcn tnv EBsouaﬁa 172
A Q
- n=598| = UitMMa-1/
- 150 mg Risankizumab 150 mg Risankizumab =
. = 100 UitiMMa-2 LIMMitless
=
N
g L1290 45090 mg Ustekinumabs 150 mg Risankizumab '§
R £ 80
B n = =
"_m- Rislgsi:'.u?nab 150 mg Risankizumab 3 \’: ’ 7
— f . 9_' - . - _; a
a0 8 1o 38 4o 2 64 7o 85 1o 12 1 12 % 60 T o
LS:S(L‘:;:::,; Weeks ‘E b 4 = h L wia
@ 55.7 560 58.1 575 581 °U
100 - "RZB ®=UST © 40
c (o
& 80
- 20
- © 60
£ 8
o 0O
g; g 40 - 0
© |
&% 20 0 16 52 76 100 124 148 172
32 -
0- .
Al NAPSI >12 NAPSI >16 Patient, n Time, weeks
at Baseline? at Baseline® OC* 322 00 12 () 299 28 276
Figure 3. Percent Change from Baseline in NAPSI Scores at Week 52 : _
Eggcr)tégrf represent standard error. Efficacy analysis included ITT population. mNRI 327 327 327 327 327 327 327

b P=0.005.

Elewski B, Rich P, Crowley J, et al. Poster presented at: 24th World Congress of Dermatology; June 10-15, 2019; Milan, Italy. Elewski BE, Rich P, Crowley J, et al. Poster presented at: 29th European Academy of
Dermatology and Venereology Congress; October 29-31, 2020; EADV Virtual Congress.



WQPIAZH
WQPIAZIKH ONYXIA
WQPIAZIKH APOPITIAA



WAOPIAZIKH ONYXIA
AUokoAn n Beparmela o€ QUTH TNV EVTOTILON TNC VOOOU

Ennpealer ~50% tov acOevov pe
yoplooct

ittt

Ennpealel 32-97% tov acdevav ne YA

Nestle FO et al. N Engl J Med 2009;361:496-509. de Vries AC et al. Cochrane Database Syst Rev 2013;1:CD007633. Tan EST et al. Am J Clin Dermatol 2012;13(6):375-88. Augustin M et al. Br J Dermatol 2010;163:580-5.
Sandre MD, Rohekar S. Psoriatic arthritis and nail changes: exploring the relationsip. Sem Arthritis Rheum 2014;44:162-9.



H Ywpiaon oTig £101KEG EVTOTTIOEIC £XEI APVNTIKES
EMITITWOEIS TNV TTOIOTNTA (WS TWV AcBEvWwY

TPIXQTO THX KEQAAHZ!

NYXIA FENNHTIKA OPIrANA3

90% TwV a0BeVWV PE PWPIATIKI ovuxia
Bewpouv OTI gival aloONTIKA EVOXANTIKN KAl OTI
TOUG TTEPIOPICEl OTIG OPACTNPIOTNTES TNG
KaBnPEPIVAG TOUG (WRG2

] . . NMAAAMEZ-NMEAMATA
O1 aoBeveic pe YwpIaoIKA ovuxia £xouv

uwnASTepn BaBuoAoyia DLQI o ouykpion Pe
TOUG 00BEVEIG TTOU BEV £XOUV YWWPIATIKN
ovuyia?

DLQI=Dermatology Life Quality Index; QoL=Quality of Life.
1. Blakely K, et al. Psoriasis (Auckl). 2016; 6:33-40. 2. Manhart R, et al. Clin Exp Rheumatol. 2015;33(65 Suppl 93):S7-S13. 3. Yang EJ, et al. Psoriasis (Auckl). 2018;8:41-47. 4. Chung J, et al. J Am Acad Dermatol. 2014;71:623-632.
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MHTPA

Bobpia

Agvkovuyia,
EvOpavototta /
gvbpovntoOTNTOL

EpvOpéc knAideg unvickov
Avotpopia

*  Ovvuyoivon

e 2toydva elaiov

*  2YIGUOELEIC aupoppoaryieg
*  Ymoviylo vTEPKEPATMOOT)

YOQPIAXIKH ONYXIA

KOITH

-

/

Pnyémovioc A. Athag Ovuyomadoloyiag-Ovuyoropiog, 11 éxdoon 2006. Bologna JL, Schaffer JV, Cerroni L. Dermatology, 4t edition, 2018
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HTYXEX

[Tapovuyio
Avopoiisg ovoyloiag
TAGKOGC
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ZXEon HeETadL TNG £vOeEONC TOU EKTEIVOVTA TEVOVTA KO TNG povadag tou
OvUX0G oTnV anw pecodpalayykn apbpwaon

MAdka
ovuxog ___

H Wwpiaon twv
OvOxwv
OUVOEETOL MUE TN
Wwplaotkn
ApOpitida péow
NG EvBeoitidoag

l 2xeb0v mavta otn npwipn PsA svtoniletat evBeoitida otnv DIP apbpwon 3

Tan AL et al.. Rheumatology (Oxford). 2007 Feb;46(2):253-6.



ZUOTAOELG yLa TNV avtipetwriton tng Wwpraotkng Ovuyxiog

Recommendations for the definition, evaluation, and treatment of nail psoriasis in
adult patients with no or mild skin psoriasis: a dermatologist and nail expert group 2019
consensus Accepted Date: 30 January 2019

Rigopoulos D, Baran R, Chiheb 5, Daniel lll CR, Di Chiacchio N, Gregoriou 5, Starace M, Tosti A, Triantafyllopoulou |, Zaiac M,

Grover C, Haneke E, lorizzo M, Pasch M, Piraccini BM, Rich P, Richert B, Rompoti M, Rubin Al, Singal

*an matrix M First line: o ~~nd line:
wFew p-7 ’ involvement i.l. steroid inj. top. steroids OR to,.. “itamin D
~.sease only analogues OR top. vitam.~ 0

(£ 3 nails Alternatively: analogues in combination witn npOO'OXI"]!
involved) top. vitamin D + top. steroids OR top. retinoids
steroids OR top. Keratolytic agents OR
top. 0.1% tacrolimus oint. OT1av O'UVUTI'(XPXSI lpwp|qo'||(|‘|

Nailbed ™  First line: ' Second line: ApBpiTIda, TTPETTEl Va ETTIAEYETAI

involvement top. steroids OR top. topical steroids OR topical - I
only vitamin D + top. vitamin D OR topical vitamin D O'UO'TI'“.]GTIKI‘] BSPGWSIG |.l£

steroids + topical steroids OR topical évoeliln WA, akdéun kai o€

retinoids OR i.l. steroid inj. ’ , ’
Alternatively: TTEPITITWOEIC UE r]'ITIG-E)\G)(IO'TI’]

top. vitamin D OR top. . .
retinoids OR top. LIJ(UP'GCTI OVUX(DV

0.1% tacrolimus oint.
OR i.l. steroid inj.

Nail matrix ] First line:
and bed i.l. steroid inj. AND/OR top. vitamin D + top. st~ .ds

inyolvement
Alternativ~""_

More than 3 10p: viianm w wrs 10p. steroids OR top. retinoids OR
nails top. keratolytic agents OR top. 0.1% tacrolimus oint.

involved

topical AND/OR systemic treatment according to clinical manifestation
and patient’s QoL



OEPANEYTIKEZ EMIAOTEZ MNA WQPIAZIKH ONYXIA

Topical treatment

e Topical corticosteroids

e Combination of topical with
vitamin D3 analogues

e VVitamin D3 Derivates

e Intralesional corticosteroids
e Tazarotene

e Topical Calcineurin Inhibitor
e Anthralin

e 5-FU

Non pharmacological treatment

e Laser therapy

e Phototherapy: Topical
Phototherapy, Systemic
Phototherapy, Photodynamic
Therapy

e Radiotherapy

Biologic treatment / small
molecules

e Anti-TNFa

e [L-17 A/R inhibitor
e |L-12/23 inhibitor
e Apremilast

Conventional systemic

e Acitretin

e Fumaric Acid Esters
e Sulfasalazine

e Leflunomide




DOI: 10.1111/jdv. 15793

JEADV
AVTOALLOU AT Kot
ORIGINAL ARTICLE 8 8
Adalimumab for nail psoriasis: efficacy and safety over lleplaUlKrl OVUXla
52 weeks from a phase-3, randomized, placebo-controlled
trial
E pbo/ADA B ADAJADA
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Ouotekivoupapnn kat pwpraoikn ovuyia (PHOENIX study)

Sereent Piar.{upb:;ggn:;ollad Placebo Grosscég I:-.ddzlmlm Treatment Handm{;z;id W;t}hdrawal n 000 OT(') OB GATiw 0'1 q 10 t," 8’ ocou 6 p ou N APSI
' i (%) tnv eBdopada 52
Group 1 : (l::—_ii Placabo — Retreatrment 3
Ustekinumab 45 mg at Weeks 0, 4 — q12 wk r =~ N
E 45mg q12 wk Ul'n 100 O
g —
Group 2 L:l Placaba — Retreatrment gg 100 83.3
E :os_ 66.7
Group 3 Ustekinumab 45 g at Weeks 12, 16— q12 wk ' Placebo — Retreatme g-g 80 50.0
Placebo at ' )
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