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MovTteEAo TTaBoyeEvelac Ywpiaong:
From ‘Skin Deep’ to Immune-Mediated

Disorder of excess
epidermal keratinocyte

A, Systemic immune-mediated I \, Cytokine-mediated
proliferation (“outside-in”)!

disorder (“inside-out”)! inflammation?3

A A

1970s — 1980s? 1990s — Present Present — Future
Immunosuppression found to Discovery of Th17 cells, IL-23
improve symptoms of psoriasis? signaling, and IL-17A3

Nickoloff BJ, Nestle FO. J Clin Invest. 2004;113:1664-1675;
Griffiths CE, Barker JN. Lancet. 2007;370:263-271

Johnson-Huang LM et al. I?Tis Model Mech. 2012;5:423-433.



Psoriasis
Underlying Cause: A Complex Interplay

“The exact pathogenesis of plaque psoriasis remains to be fully determined,
but it is thought to depend on environmental and genetic factors
that stimulate dysregulated innate and adaptive immune responses in the skin.”

Girolomoni G et al. Br J Dermatol. 2012:167:717-724.
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2Uyxpovn Oepamnevtiki otnv Ywpiaon:
€L0LKN oTtOxXELON
HE 0dNnYo TNV TpEXovoa yvwaon tn¢ nadoduoiodoyiac

TNE Inhibitors Kinase Inhibitors
Etanercept PDE4 Inhibitors
Adalimumab Tofacitinib

IL-12/IL-23 Inhibitors

.. Ustekinumab
IL-23 Inhibitors

Rizankizumab
Guselkuimab

Infliximab Apremilast

IL-17RA Inhibitors
IL-17A Inhibitors Brodalumab
Secukinumab
Ixekizumab
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Th17 cells

IL-17A Keratinocyte

Activated
dendritic cell

Adapted from Nestle FO et al. N Engl J Med. 2009;361:496-509; Kopf M et al. Nat Rev Drug Discov.
2010;9:703-718; Garber K. Nat Biotechnol. 2011;29:563-566.



REVIEW

Systemic Treatment of Psoriasis with JAK Inhibitors:

A Review ion of JAKs
results in inhibition of the signal pathway and
gene transcription, leading to further produc-
tion of inflammatory cytokines, thereby reduc-

‘ ing psoriatic inflammation (Fig. 1).
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Several biologics used for psoria;is, such as
ustekinumab, secukinumab, ixekizumab,
guselkumab, risankizumab, tildrakizumab, and
brodalumab, target this axis. The IL-23 receptor
relies on a heterodimer of JAK2 and TYK2 for
signal transduction, thus highlighting the role
of JAKs in the pathogenesis of psoriasis and the
therapeutical potential of JAK inhibitors [10].

( Binding of TYK2 inhibitor

The TYK2 inhibitor

! Tl

Translocation to nucleus;
gene transription and
cytokine produktion

prevents TYK2 from * *

activation and inhibit
phosphorylation and * + s -
thereby blocks the whole

JAK-STAT signaling

pathway downstream of

the receptor
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Dermatol Ther (Heidelb) (2020) 10:29-42



Review

Psoriasis: A STAT3-Centric View

Int. . Mol. S5ci. 2018, 19,171
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REVIEW ARTICLE

New Drugs and Treatment Targets in Psoriasis

Kristian KOFOED, Lone SKOV and Claus ZACHARIAE
Department of Dermato-allergology, Gentofte Hospital, University of Copenhagen, Denmark
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Newer small molecules

Group Molecule Molecule
PDE-4 inhibitors Apremilast Psoriasis. psoriatic arthritis
Crisaborole  Atopic dermatitis
Roflumilast  Chronic obstructive pulmonary disease
RVT-501 Atopic dermatitis
JAK-STAT inhibitors Tofacitinib Rheumatoid and psoriatic arthritis, ulcerative colitis.
Atopic dermatitis, alopecia areata, psoriasis, and vitiligo
Ruxolitinib ~ Myelofibrosis. polycythemia vera.
Atopic dermatitis, alopecia areata. psoriasis, and vitiligo
Baricitinib Psoriasis
Protein kinase C inhibitors Sotrastaurin ~ Prevention of transplant rejection. psoriasis
Tyrosine kinase Inhibitors Masitinib Amyotrophic lateral sclerosis
CT327 Pruritus in psoriasis
MAPK inhibitors BMS-582949 Atherosclerosis

Adenosine A3 receptor agonist CF101

Fumaric acid esters

Rheumatoid arthritis, and psoriasis

Psoriasis

in Dermatol Online J. 2019 Jan-Feb; 10(1): 1-12



Napapetpol
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Dwrtobepancia ATG TOU OTOMATOG EVECLLEG CUOTNLOTLKEG

OUOTNHOTIKEG Oeparmeieg Oeparneieg
UVB / nb UVB KAaooLKEG Mukpa popla BloAoyikoi mapdayovteg
Oepaneisg
PUVA MTX AmnpeplAdotn Etanercept
KukAoomopivn Adalimumab
AoLtpetivn Infliximab

Certolizumab Pegol

Ustekinumab

Secukinumab

Brodalumab

Ixekizumab

Guselkumab

Rizankizumab







Rheumatol Int (2016) 36:603-612 R h e U m a t0| Og y ® CrossMark

DOI 10.1007/s00296-016-3436-0 INTERNATIONAL

THERAPY REVIEW

Tailored treatment options for patients with psoriatic arthritis
and psoriasis: review of established and new biologic and small
molecule therapies

Sarah Ely-:}ussﬁ1 * Benjamin J. Thomas' - Coziana Ciurtin’



Level of evidence classification
(Oxford Centre of Evidence-based Medicine, 2009)

1a Systematic reviews (with homogeneity) of randomized controlled trials

1b Individual randomised controlled trials (with narrow confidence interval)

1c “All or none” randomised controlled trials

2a Systematic reviews (with homogeneity) of cohort studies

2b Individual cohort study or low-quality randomized controlled trials (e.g. <80 % follow-up)
2c¢ “Outcomes” research; ecological studies

3a Systematic review (with homogeneity) of case—control studies

3b Individual case—control study

4 Case series (and poor guality cohort and case— control studies)

5 Expert opinion without explicit critical appraisal, or based on physiology, bench research
or “first principles”

Rheumatol Int (2016) 36:603-612



Rheumatol Int (2016) 36:603-612

Treatment

Peripheral arthritis Sacroiliitis and Enthesitis Dactylitis Nail involvement Skin psoriasis
spinal disease

TNF inhibitors
ADALIMUMAB
ETANERCEPT
CERTOLIZUMAB
GOLIMUMAB
INFLIXIMAB

Phosphodiesterase 4 Inhibitors

APREMILAST
IL inhibition
USTEKINUMAB
BRODALUMAB
IXEKIZUMAB
SECUKINUMAB
TOCILIZUMAB

YES (*1a) YES (*1a) YES (*1a)
YES (*1a) YES (*1a) YES (*1a) YES (*1a) YES (*1a) YES (*1a)
YES (*1a) YES (*1a) YES (*1a) YES (*1a) YES (*1a) YES (*1a)
YES (*1a) YES (*1a) YES (*1a) YES (*1a) YES (*1a) YES (*1a)
YES (*1a) YES (*1a) YES (*1a) YES (*1a) YES (*1a) YES (*1a)
YES (*1a) YES (*1b) YES (*1b) YES (*1b) YES (*1a)
YES (*1a) YES (*1b) YES (*1b) YES (*1b) YES (*1a)
YES (*1b) YES (*1b) NO (*1b) NO (*1b)
Ongoing study Ongoing study  Ongoing study  Ongoing study YES (*1a)
YES (*1a) YES (*1a) YES (*1a) YES (*1a)
YES (*4) NO (*1b) YES (pustular psoria-
sis) (*4)

Small molecule inhibitors

TOFACITINIB

Ongoing studies Under recruitment  Ongoing studies Ongoing studies YES (*1a)
in AS



Cochrane Database of Systematic Reviews 2017, Issue 12. Art. No.: CD011535.

1§ Cochrane
Library

Cochrane Database of Systematic Reviews

.|

Systemic pharmacological treatments for chronic plaque

psoriasis: a network meta-analysis (Review)

Sbidian E, Chaimani A, Garcia-Doval |, Do G, Hua C, Mazaud C, Droitcourt C, Hughes C, Ingram JR,
Naldi L, Chosidow O, Le Cleach L



Cochrane Database of Systematic Reviews 2017, Issue 12. Art. No.: CD011535.

In terms of reaching PASI 90, the biologic treatments anti-IL.17, anti-IL.12/23, anti-IL.23, and anti-TNF alpha were signiﬁc:mtl}f more
effective than the small molecules and the conventional systemic agents. Small molecules were associated with a higher chance of
reaching PASI 90 compared to conventional systemic agents.

Entiteuén PASI 90
ONUOVTLKA TILO OLTTOTEAECHATLKOL OL BLOAOYLKOL TTAPALYOVTEC
(anti—IL 17, anti- IL 12/23, anti-TNF)
QIO TA LLLKPA LOPLAL KOLL TLG KAQLOLKEG Bepareleg




Cochrane Database of Systematic Reviews 2017, Issue 12. Art. No.: CD011535.

At drug level, in terms of reaching PASI 90, all of the anti-IL17 agents and guselkumab (an anti-IL23 drug) were significantly more
effective than the ant-TNF alpha agents infliximab, adalimumab, and etanercept, but not certolizumab. Ustekinumab was superior
to etanercept. No clear difference was shown between infliximab, adalimumab, and etanercept. Only one trial assessed the efficacy of

infliximab in this network; thus, these results have to be interpreted with caution. Tofacitinib was significantly superior to methotrexate,
and no clear difference was shown between any of the other small molecules versus conventional treatments.

Ertiteuén PASI 90

* Yniepoxn twv anti — IL 17 kat anti- IL23 €vavtl twv anti-TNF (infliximab, adalimumab, etanercept)
* Yniepoxn tou tofacitinib eévavtL tnc pebotpeéatng

* Mn cadnc dtadopad PeTAEL TWV UTTOAOLTTWY LLKPWV LOPLWwV EVOVTL TWV KAACLKWV BeparmeLwy



JAMA Dermatology | Original Investigation

Comparison of Biologics and Oral Treatments for Plaque Psoriasis

A Meta-analysis

April W. Armstrong, MD, MPH; Luis Puig, MD; Avani Joshi, PhD; Martha Skup, PhD; David Williams, MD:;

Junlong Li, PhD; Keith A. Betts, PhD; Matthias Augustin, MD

JAMA Dermatology March 2020 Volume 156, Number 3

Key Points

Question What is the short-term and long-term comparative
efficacy among biologics and oral agents for plaque psoriasis?

Findings In a network meta-analysis of 60 dlinical trials for
short-term efficacy, brodalumab, guselkumab, ixekizumab, and
risankizumab-rzaa had the highest Psoriasis Area and Severity
Index response rates at 10 to 16 weeks from baseline. A
meta-analysis of long-term efficacy suggested that brodalumab,
guselkumab, ixekizumab, and risankizumab-rzaa had the highest
response rates at 44 to 60 weeks.

Meaning This study provides an assessment of both short-term
and long-term comparative efficacy among treatments for
moderate to severe plaque psoriasis which can help health care
stakeholders optimize treatment regimens.



lable. Estimated Response Rates From the NMA of Short-term PASI (Base Case)

Treatment

Posterior Median, % (95% Crl)

PASI 75

PASI 90

PASI 100

Risankizumab-rzaa, 150 mg

|xekizumab, 80 mg

Brodalumab, 210 mg

Guselkumab, 100 mg

Secukinumab, 300 mg

Infliximab, 5 ma/kg

Certolizumab pegol, 400 mg

Ustekinumab, 45 mg =100 kg, 90 mg =100 kg
Adalimumab, 40 mg

Certolizumab pegol, 200 mg
Tildrakizumab-asmn, 200 mg
Tildrakizumab-asmn, 100 mg

Etanercept, 25 mag twice weekly/50 mg once weekly
Apremilast, 30 mg

Dimethyl fumarate

Placebo

80.2 (86.9-91.3)
£8.8 (86.5-90.9)
88.7 (86.5-90.8)
86.8 (83.8-89.4)
83.1(80.2-85.7)
80.4 (76.5-84.0)
71.1(65.4-76.5)
69.7 (66.3-73.1)
69.5 (66.0-72.6)
66.2 (59.6-72.4)
64.9(59.4-70.3)
62.9(57.3-68.4)
40.1(35.4-45.1)
30.8 (26.8-35.0)
20.6(22.0-38.3)
5.3(4.8-5.9)

71.6(67.5-75.4)
70.8 (66.8-74.6)
70.6 (66.8-74.6)
67.3 (62.5-71.9)
61.4(57.2-65.6)
57.4(52.2-62.8)
45.6 (39.3-52.2)
43.9(40.2-47.9)
43.7 (40.0-47.4)
40.2 (313.5-47.2)
38.8(33.3-44.7)
36.8 (31.4-42.5)
17.9(14.9-21.4)
12.1(9.9-14.7)
11.4(7.5-16.7)
1L.1i(1

40.4 (35.9-45.0)
39.5(35.2-44.0)
39.2(35.2-43.9)
35.7(20.9-40.7)
29.9(26.3-33.9)
26.5(22.3-31.4)
17.7(13.8-22.3)
16.7(14.4-19.3)
16.5(14.2-19.0)
14.4(10.7-18.8)
13.6(10.6-17.1)
12.5(9.7-15.8)
4.2(3.1-5.4)
2.4(1.8-3.1)
2.2(1.2-3.8)

JAMA Dermatology March 2020 Volume 156, Mumber 3



Anpeplaotn — Aoyol emthoync Bepameiog
AnoteAeopatikotnta o€ Kvnopo kot Eldikee Evtomioelg

* Metpla pwplaon
 Ywpiaon malapwyv — TEAUATWV
 Ywploon tpLywtou

* Ywplaon ovoxwv

* 2 NUOVTLKN avakoUdLon Tou KVNopouU



Makpoxpovia anoteAeopotikotnta anpephaotnc(PASI-75)
ota 3 £TN ( Melétn PALACE 3 -aoBeveig pe BSA 23% otnv évapen)
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PASI-75, apremilast 30 mg 35/9 32/9 38/89 40/8 39/7 32/78 31/7 30/72 33/68
BID, n/m 9 2 3 9 7
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Analyses include all patient data, including the placebo-controlled period, regardless of when patients
started taking apremilast (baseline, Week 16, or Week 24).

n/m=number of responders/number of patients with sufficient data for evaluation.

Edwards CJ, et al. EULAR 2016 [poster THU0435].



AnoteAeopatikotnta anpeUAaotne otnv Ywpiaon ovioxwv

ESTEEM 2

= 100 - ddon ouvTHENONG T . .
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0O 2 4 8 12 16 20 24 28 32 36 40 44 48 52

Placebo/apremilast 30 mg BID, n= 46 47 47 46 42
Apremilast 30 mg BID, n= 38 38 38 37 35

Full analysis set
Patients with a NAPSI score 21 at baseline

PASI=Psoriasis Area and Severity Index; BID=twice daily; NAPSI=Nail Psoriasis Severity Index
Crowley J A et al. Poster presented at the 73 Annual Meeting of the American Academy of Dermatology, 20-24 March 2015, San Francisco, CA (894)



AnoteAeopatikotnta anpeUAAoTne otnv Ywpiaon Tou TpLywtou

ESTEEM 2

,-\100 ] ddon cuvtipnong ) ) )

X ®don eheyxopevn Ue placebo  O\oi o acBeveic ot apremilast 30 mg BID Tuxaiotroinuévn @don amréoupong

N

o 4
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©)

o

C% ) \ = 62.5%

5 4

= 53.5%

o)

<

S

o 40 -

3

w &= Placebo

> 20 Placebo/apremilast 30 mg BID

o 4 .

> -l- Apremilast 30 mg BID

e}
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< ré

O T T T T T T T T T T T T T T T T T T T T T T T T T 1 EBaoIJGBG
0O 2 4 8 12 16 20 24 28 32 36 40 44 48 52

Placebo/apremilast 30 mg BID, n= 44 44 44 44 43
Apremilast 30 mg BID, n= 37 37 37 34 32

Full analysis set

Patients with moderate to very severe scalp psoriasis at baseline (SCPGA score 23)

PASI=Psoriasis Area and Severity Index; BID=twice daily; SCPGA=Scalp Physician Global Assessment

Crowley JA et al. Poster presented at the 73 Annual Meeting of the American Academy of Dermatology, 20-24 March 2015, San Francisco, CA (894)
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ArnoteAeopatikotnTa anpeAdotng otnv Ywplaon maAQpwy - TEAHATWY
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n/m=
0

n=acoBeveig mou métuxav PPGA 0 ) 1 pe BeAtiwon 21 and tnv apxkn Tiun
m=aoBevelg pe apyikr) Baduoloyia PPPGA 21

$ Zuvohwkn Extipnon tou latpou yua tnv Wwpiaon oe moldpeg kat tédpata (Palmoplantar Psoriasis Physician Global Assessment)

Bissonnette R et al. Poster presented at the 73rd Annual Meeting of the American Academy of Dermatology, 20-24 March 2015, San Francisco, CA (1131)



ATOTEAECHATLKOTNTA OTPEUAAOTNC OTNV OVOKOUDLON TOU KVNOLOU

VAS

(pHaka

&n MCID** otnv KAL

1,

(G pe emitev

AcBeve

INUOVTIKA Tteplocotepol aoBeveic mou éAafBav APR 30 INUOVTIKA TteplocoTtepol aoBeveic mou €Aafav APR 30
mg BID métuxav peiwon katd touldxiotov 20% otnv mg BID métuxav peiwon katd TouAdxlotov 5 povadeg
100 - | KAipoka VAS ylo tov kvnopo o€ oUykplon pe To placebo 100 oto deiktn DLQI o€ oUykpLon LLE TO ELKOVLKO GAPUAKO,
v eBdopada 16 v eBdopada 16
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Placebo Apremilast Placebo Apremilast Placebo Apremilast Placebo Apremilast 30 mg
30 mg BID 30 mg BID 30 mg BID BID

** EAdxlota KAWIKA onpavtkn Stadopd: MetaBoAn 220% otnv Omrtikr) Avahoyikr) KAipaka (VAS) yio tov kvnopd Kot BeAtiwon katd touAdxtotov 5 povadeg tou DLQI
*p<0.001 vs. placebo
Feldman SR et al. Poster presented at the 73" Annual Meeting of the American Academy of Dermatology, 20-24 March 2015, San Francisco, CA (1092)
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REVIEW

Jak - avaotoAeic
Systemic Treatment of Psoriasis with JAK Inhibitors: AT[OT&)\EOIJ.(ITLK(')TT]TG

A Review ,
otnv bwplaon

* 5 KAWIKEC SokLuEg e tofacitinib otn petpla - cofoapn Ywplaon kata
rntAakac, pa daonc Il kat tecoepig paonc i

* ®aon ll: PASI 75 otnv eBdopada 12 og 25.0% (2 mg X 2/nu),
40.8% (5 mg X 2/nu), kat 66.7% (10 mg X 2/nu)

* @aon lll: PASI 75 otic efdopadec 16-24 os 39.5-54.3% (5 mg X 2/nu)
kot 59.2—81.1% (10 mg X 2/nu)

Dermatol Ther (Hewdelb) (2020) 10:29-42



Dermatol Ther (Heidelb) (2020) 10:29-42

REVIEW

Systemic Treatment of Psoriasis with JAK Inhibitors:
A Review

* Ol Jak avaotoAeic 6ev daivetal va pmopouv va
emtuyouv vPnAd mocoota kaBapong Tou
JwpLaoikov d€ppatocg (rty PASI 90) avtiotowa
TWV VEOTEPWV BLOAOYLKWY TTALPAYOVTWV

e Qalvetal va pmopouyv va eMLtuXouv KaAUuTepa
QTTOTEAECLOTOL ATTO TNV ATTPEUIAAOTN KAl TNV
ETOVEPOETTN

* Exouv Béon otn Bepamevtikn dapeTpa, KABWC
Aapfavovtol amo Tou OTOUATOC KoL Eival
dBnvotepa

The nmumber of studies on JAK inhibitors for
psoriasis remains limited. Many of the drugs
tested have only been examined in phase 2 tri-
als and it is doubtful that they will be tested
further. Only tofacitinib has been tested to
phase 3, and several phase 3 trials are currently
in progress for the TYKZ inhibitor BMS-986165.
The selective TYK2 inhibitor BMS-986165 has
shown the highest efficacy towards psoriasis of
any JAK inhibitor to date, with a PASI7S
response of 75% after 12 weeks of treatment in a
phase 2 trial |17]. Tofacitinib is the most studied
JAK inhibitor for the treatment of psoriasis,
with four reported phase 3 trials showing con-
siderable efficacy in terms of the PASI7S
response, especially at a high dose of 10 mg
twice daily [13-16]. Other JAK inhibitors have
also been tested for psoriasis; these have yielded
PASI75 responses that are less than or similar to
that achieved with tofacitinib. However, none
of these have been tested beyond phase 2
118=211.



Small Molecules and Biologics in

the Treatment of Nail Psoriasis

Skin Appendage Disord 2020;6:134-141

Dimitrios Rigopoulos Anna Stathopoulou Stamatios Gregoriou

1st Department of Dermatology-Venereology, Andreas Sygros Hospital, Faculty of Medicine,

National and Kapodistrian University of Athens, Athens, Greece

Table 1. Major studies with small molecules and biologics in the treatment of nail PsO

Study Drug Patients NAPSI improvement

Rich P. et al. [13] Apremilast 1,255 Week 15 NAPSI =50

Reich K. et al. [14] Apremilast 250 NAPSI mean change from baseline was —48.1 to —51.1%

Merola J.F. et al. [18] Tofacitinib 1,196 At week 16, patients receiving tofacitinib 5 mg, 10 mg, and placebo achieved, respectively,
NAPSI 50 (32.8, 44.2 vs. 12.0%), NAPSI 75 (16.9, 28.1 vs. 6.8%), and NAPSI 100 (10.3, 18.2 vs.
5.1%)

Elewski B.E. et al. [27] ADA 217 At week 26 to week 52, total fingernail mNAPSI 75 improvement was 47.4-54.5%

Van den Bosch F. et al. [22] ADA 442 At week 12, the median reduction in the NAPSI score was 57%

Thagi D. et al. [25] ADA 730 Decrease from baseline NAPSI at week 16 of 39.5% (9.4+164.5%)

Rich P. et al. [31] Infliximab 305 Decrease of NAPSI —26.8% at week 10 and —57.2 at week 24

Rich P. et al. [40] Ustekinumab 766 Improvements in NAPSI ranged from 29.7 to 57.3%

Reich K. et al. [49] Secukinumab 198 Secukinumab 300 mg demonstrated the highest efficacy, with nearly 50% improvement of total
fingernail NAPSI at week 16

Augustin M. et al. [50] Secukinumab 904 At baseline, 33.3% of PsO patients had nail involvement and at year 1, only 15.6% patients were
affected by nail PsO

Van de Kerkhof P. et al. [53] Ixekizumab 1,346 At week 60, mean per cent NAPSI improvement was >80%, regardless of initial treatment
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In case of failure or contraindication of two treatments
including MTX, C5A and phototherapy
Adalimumab or Ustekinumab
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Practical recommendations for systemic treatment in JEADV 2020, 34, 1654-1665
psoriasis according to age, pregnancy, metabolic

syndrome, mental health, psoriasis subtype and treatment

history (BETA-PSO: Belgian Evidence-based Treatment

Advice in Psoriasis; part 1)

APR IFX ETA ADA CERT UST GUS RIS TIL SECU IXE BRO

Pediatric psoriasis
Adolescent

Elderly with psoriasis
Pregnancy/lactation
Depression

Metabolic Syndrome
Dyslipidemia
Diabetes/Insulin Resistance
Obesity

Hypertension

NAFLD/NASH

MNail psoriasis

Pustular psoriasis
Erythrodermic psoriasis
Efficacy in biol experienced

Stopping and restarting




Practical recommendations for systemic treatment in

psoriasis in case of coexisting inflammatory, neurologic, JEADV 2020, 34, 1914-1923
infectious or malignant disorders (BETA-PSO: Belgian

Evidence-based Treatment Advice in Psoriasis; part 2)

APR IFX ETA ADA CERT USTE GUS RIS TIL SECU IXE BROD

PsA peripheral

PsA spine

PsA enthesitis/dactylitis
Inactive IBD

Active IBD

HIV active

HIV non-active
Chronic Hep C
Chronic Hep B

Latent TB
Demyelinating disease
Cancer




«Meyaopoprlakot BLoAoyikol mapayovteg
N EVOOKUTTAPLA OTOXEVON UE HLKPOUOPLA,



«Meyahopoplakol BloAoyikol mapayovteg
N evOOKUTTAPLA OTOXEUOT UE MLKPOUOPLO,

e OLveOTEPOL LEYAAOLLOPLOKOL TTOPAYOVTEC UTIEPTEPOUV OE€ TaXUTNTA SpAcnC Kall
noooota enitevéncg PASI 90

* H anpepAdotn eival xprnolpun otn HETpla Pwploon Kot o€ ELOIKEC EVTIOTILOELC

e OtJak avaotoAeilc paivetal va Exouv LETPLA — KOAN ETtitELEN KABapOoNC TwV
depuatikwy BAaBwv

e TpOTOC XOPNYNONG — MAEOVEKTNUO avAAOoya LLE TOV aoBevn)

* Kuplotepo KpLtipLo eMAOYNC N EKTacn TN Ywplaonc Kal oL cUVVOoNPOTNTEC
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