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Ta&ivounon PA avaAovdad UE Th OIAPKEIA CULNTOUAT®OV

Mpwiun PA <12 pnveg
(Early RA)
MoAU npwiun PA <3 PAvVeC

(Very early RA)

EykateoTnuevn PA

>12 PAVeC

Gremese E. Ann Rheum Dis 2013;72:858-862



Ta&ivopunon avocotTpononoinTikowv papuakwv - DMARDs

ZupBaTika ouvOeTIKaG/
Conventional synthetic
csDMARDs

MeBoTpeEaTn
AepAouvopidn
YOPOoEUXAWPOKIVN
>ouApaocaAadivn
KukAoonopivn

ZTOXEUHEVA OUVOETIKG/
Targeted synthetic
tsDMARDs

Tofacitinib
Apremilast

MNpwTtoTUNGA
BioAoyika/
Biological originator
boDMARDs

Adalimumab
Certolizumab pegol
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Golimumab
Infliximab
Abatacept
Anakinra
Canakinumab
Rituximab
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Ustecinumab

B10-0OHOEI3N
Biosimilars
bsDMARDs

bsinfliximab

Smolen J et al. Proposal for new nomenclature of disease-modifying antirheumatic drugs. Annals

Rheum Dis. 2013




EULAR recommendations for the management of

rheumatoid arthritis with synthetic and biological

OPENACESS disease-modifying antirheumatic drugs: 2013 update




®AZH 1 Aiayvwon peupaToeidouc apOpiTidag

Anouaia avTévdeigng oTn xopriynon MTX / \Awévas_.&n oTn xopriynon MTX
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Evapén ¢paong 2
®aon 2

Mapousia BUGLEVEV MPOYVWGTIKGOY NapayovTeV Anotuyia/To§ikoTnTa (paong 1 Anouoia SUCUEVGV NPOYVWOTIKOV NApayovTwv
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csDMARD/bo 1} bsDMARD tsDMARD/csDMARD Smolen JS et al. Ann Rheum Dis 2013
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ExkTipnon Tou DAS28 os aoOeveic uno Ogpaneia pe Ta kAacika DMARDs

MpoonTikn MEAETN NapaTnpnong os acBeveic pe npwiyn PA nou AapBavav kAaoikd DMARDs ekTipnon Tou
DAS28 10 2 kai 3 xpovo (N=418)

Year 2 and 3 DAS28 Outcomes According to
100 - Year 1 DAS28 Categories
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Patients With Year 1
DAS28 (3.2-5.1) (%)

Year 2 Year 3

Av 1o DAS28 napapével peTa&u 3.2 ka1 5.1 gera 1xpovo, n mlavoTnTa UPEeoNG | XAHNANRG EVEPYOTNTAG
vOOOU NAapapeével XapnAn

Kiely P et al. Rheumatology (Oxford). 2011;50(5):926-931.



T noocooTo aocBevwv oTaparouv Tn Oepaneia pe pedoTpeEarn?

e Alakonrn AOYyw N anoTEAECUATIKOTNTAC 1 TOEIKOTNTAC
16.5 19.1

_ 18.5 15'9

e Alakonrn AOyw Hn avoxne

_ 8.6 13.7

10.5 15.9

1. Katchamart W, et al. Cochrane Database Syst Rev. 2010 Apr 14;(4):CD008495.
2. Salliot C, et al. Ann Rheum Dis. 2009;68:1100-1104.



Patients (%)

Avoxn TnG unodopiag vs ano TOU OTOHATOC

Patients discontinuing MTX over 14 weeks as a result of AEs

10

7.5

2,5

B 5C MTX (n=194)

% Oral MTX (n=190)

Braun J, et al. Arthritis Rheum 2008;58:73-81.



Table 2. Summary of adverse events during the study (safety analysis set)*

No. (%) of patients No. (%) of patients
receiving SC MTX receiving oral MTX
(n = 193) (n = 188)
Adverse events
Any adverse event 128 (66) 116 (62)
At least a moderate adverse event 79 (41) T7(41)
Adverse event possibly related to study drug 102 (53) 90 (48)
Serious adverse event 11(5.7) 8(4.3)
Adverse event leading to withdrawal 18(9.3) 8(4.3)
At least moderate adverse events reported at a =3% incidence
Gastrointestinal
Abdominal pain 17 (8.8) 20 (10.6)
Diarrhea 5(2.6) 13 (6.9)
Dyspepsia 13 (6.7) 11 (5.9)
Loss of appetite 14 (7.3) 6(3.2)
Nausea 32 (16.6) 23 (12.2)
Stomatitis 6 (3.1) 7(3.7)
Vomiting 7 (3.6) 6(3.2)
Increased alanine aminotransierase 3 (1.6) & (4.3)
Bronchitis 4(2.1) 7(3.7)
Headache 4(2.1) 8(4.3)
Nasopharyngitis 9(4.7) 10 (5.3)

* Methotrexate (MTX) was administered subcutaneously (SC) or orally.



Extended report

Long-term safety of methotrexate monotherapy in
patients with rheumatoid arthritis: a systematic

literature research

C Salliot," D van der Heijde’




ZuoTnHaTikn BiBAIoypa@IiKn avackonnon TnG HaKpoxpoviac acPaAeiac Tng
HovoOepaneiag Tng MTX ornv PA

OI NIO ZYXNEZ ANENIOYMHTEZ ENEPIrEIEZ 2TH MONOOEPANEIA ME MTX

MEZH MEZH
AOZH AIAPKEIA
MTX MTX MONIMH KYTTAPO- TINEYMO-
(mg/wk) (months) AIAKOIH MENIA NEZ
N 3,463 8.8 36.5 2524 315/3007 1065 640 309 191 179 84
Range | 24-1,155 46-18 27 -132 22 — 475 10-257 | 0-112 0-111 0-58 0-27 0-28
% 72.9 10.5% 30.8 18.5 8.9 55 5.2 2.4

Salliot C and van der Heijde D. Ann Rheum Dis 2008;68:1100-1104.
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PuOpuoc avranokpiong oTic S1a0ECINEC Oepaneieg

RA MTX-naive MTX-experienced
ACR20 ACR70 ACR20 ACR70

MTX

Anti-TNF

Anti-IL-1

Anti-IL-6
Patients fulfilling
ACR criteria
[>70-100%
[[1>50-70%
[1>20-50%

M 10-20%

u <10%

®\p

Anti-T-cell- constimulation

Anti-B-cell

20-50% TwVv acBevmv enituyxavouv ACR70 pe TIG S100£CINEC Oepaneieg

Smolen JS, et al. Nat Rev Rheumatol 2015;11:276-89.



ACR avTanokpion Tnv eBdopada 24/30 Twv BioAoyik®v napayoviwyv + MTX
oc MTX-IR aoBeveig
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#p=0.005;
§ $p<0.0001
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Etanercept? Infliximab® Adalimumab* Certolizumab® Golimumab Anakinra’ Rituximab? Abatacept®
Week 24 Week 30 Week 24 Week 24 Week 24 Week 24 Week 24 Week 24 Week 24

1. Burmester GR et al. Rheumatology. 2013;10(2):77-88. 2. Weinblatt ME et al. N Engl J Med. 1999;340(4):253-259. 3. Maini R et al. Lancet.
1999;354(9194):1932-1939. 4. Keystone EC et al. Arthritis Rheum. 2004;50(5);1400-1411. 5. Keystone E et al. Arthritis Rheum. 2008;58(11):3319-3329. 6.
Keystone EC et al. Ann Rheum Dis. 2009;68(6):789-796. 7. Cohen S et al. Ann Rheum Dis. 2004;63(9):1062-1068. 8. Edwards JCW et al. N Engl J Med.
2004;350(25):2572-2581. 9. Kremer JM et al. Ann Intern Med. 2006;144(12):865-876. 10. Smolen JS et al. Lancet. 2008;371(9éf7):987-997.



Avranokpion anti-TNF IR ao0svwv o€ (papuaka HE S1apOoPETIKOUC HNXAVICHOUG Opaonc

NOT HEAD TO HEAD

Abatacept ATTAIN Trial®:
Costimulation Blockade
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Tocilizumab RADIATE Trial?:
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Rituximab REFLEX Trial3:
B-cell Depletion

*p<0.001;
Tp=0.003;
1 s #p<0.001;
$p<0.0001 vs placebo.
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1. Genovese MC et al. N Eng J Med. 2005;353(11):1114-1123. 2. Emery P et al. Ann Rheum Dis. 2008;67(11):1516-1523. 3. Cohen SB et al.
Arthritis Rheum. 2006;54(9):2793-2806.



H diaTtriipnon UPEONG €ival N0 CNHAVTIKNA ano TRV ENITEVUEN UPEONG

¥+ 8 xpovia napakohoubnong otnv peAéTn BARFOT og aoBeveic pe npwiun PA : 3
unoopadec

+ 1XYNEXHZ—0€ OAec TIC eniokeyweic DAS28 <2.6
+ 22MNOPAAIKH—oe TouAayioTov 1 eniokeywn DAS28 <2.6
+ 3MOTE—o¢ kapia eniokewn DAS28 <2.6
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ZUMNEPACHA: N CUVEXNAC UPECH Napoucialel UNEPOXN OTOV NEPIOPICHO TNC
AaKTIVOAOYIKNG €EEAIENG

Svensson B et al. BMJ Open. 2013;3:1-10. e003554. doi:10.1136/bmjopen.2013.003554



AVTICOHATA KATA TOV (PAPHAK®OV PAIVETAI OTI Eival Evag ano Toug niéavoug A0youg
O1aKONNC TNG AYyWYNG

Reduced efficacy

Lower drug concentrations Reduced duration of response

Antidrug

antibody formation<g
3

Discontinuation The need for dose escalation

Mab » Antidrug

Biologic antibody*

Mab, monoclonal antibody; MTX, methotrexate.
1. Bartelds GM, et al. Ann Rheum Dis 2007;66:921-926; 2. Radstake TR, et al. Ann Rheum Dis 2009;68:1739-1745;
3. Vincent FB, et al. Ann Rheum Dis 2012;72: 165178 4. Bartelds GM, et al. JAMA 2011;305:1460-1468.



ADADbs €xouv apvnTikn enidpaocn oTnVv OEpAnguUTIKN AVTAnoKpIon

Exposure time Events, Events, %
Study Assay Disease TNFi (months) RR (95% ClI) ADAb+ ADAb- Weight
T
Radstake 2009 fp-RIA  RA ADA 6 < TS i 0.05(0.00,0.70) 0/10 24/24 1.86
West 2008 fo-RIA  CD ADA 12 —*_J:__ 0.23(0.04,1.32) 1/5 22/25 3.92
Bartelds 2007 fp-RIA  RA ADA 6 | 0.56(0.34,0.94) 9/21 76/100 14.95
Bender 2007 ELISA RA ADA 3 _I._ 0.39(0.15,0.96) 4/13 4/13 9.49
Lecluse 2010 fp-RIA  Ps ADA 6 '! 0.28(0.10,0.79) 3/13 13/16 8.41
Radstake 2009 fp-RIA RA IFX 6 ~ ' 0.24(0.11,0.55) 4/18 17/17 10.69
De Vries 2007 fp-RIA  RA IFX 12 . ! 0.12(0.02,0.81) 1/11 20/27 3.51
Wolbink 2006 fp-RIA RA IFX 12 1:_.__ 0.53(0.29,0.96) 8/22 20/29 13.49
Steenholdt 2010 fp-RIA  CD IFX | 0.14 (0.05,0.42) 3/23 56/62 8.05
Steenholdt 2010 fp-RIA  UC IFX . ! 0.08(0.01,1.24) 0/7 10/13 1.87
Pascual-Salcedo 2011 Br ELISA RA IFX 12 - i_._ 0.60(0.31,1.14) 4/7 23/24 12.87
Plasencia 2012 Br ELISA SpA IFX 12 | 0.11(0.02,0.71) 1/10  37/41 3.57
@ ———
Hoffman 2011 ELISA Ps IFX 12 ! 0.38(0.12,1.20) 2/6 20/23 7.32
Overall (I-squared=45.5%, p=0.037 — 0.32(0.22,0.48) 40/166 340/403 100.00
NOTE: Weights are from random-effects analysis <§>
RR and 95% Cl based on a random-effects model _Oll g 1

Lower Response by ADAb+ Higher Response by ADAb-

H avoooyovikoTnTa Heimvel Tn OgpaneuTtikn avranokpion orov TNFi
Ta aviXxveUoipa avTICWHATAd HEIMVOUV TV avTanoKpIion ToOU pAapHakou kata 68%

ADA, adalimumab; ADAbs, anti-drug antibodies; ADAb-, anti-drug antibody negative; ADAB+, anti-drug antibody positive; Br ELISA, bridging enzyme-linked
immunosorbent assay; CD, Crohn’s disease; Cl, confidence interval; fp-RIA, fluid-phase radioimmunoassay; IFX, infliximab; NABs, neutralising antibodies; Ps,
psoriasis; RA, rheumatoid arthritis; RR, risk ratio; SpA, spondyloarthritis; TNFi, tumour necrois factor inhibitor; UC, ulcerative colitis.

Garcés S, et al. Ann Rheum Dis 2013;12:1947-1955.



EDITORIAL

Switching between onti-THFs

Switching between anti-tumour necrosis
factors: trying to get a handle on a
complex issue

Ronald F van Vollenhoven

F'rirnur}r lack of f_‘:F‘FiC{!C‘:p"
— — - Partial response

The question of swiiching is not only a question of clinical practice, )
but has an important scientific dimension as well Secondary loss of efficacy

Side affect
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MovoOepaneia Pe BIOAOYIKOUC
NAPAYOVTEC



Percentage
& $ g

MovoOepaneia vs ZuvouaoTikn Oepaneia

Probability of ACR20/50/70 Response with 95% Crl for Different Classes of Biologic Treatment with and
Without MTX — at 24 weeks
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Buckley F, J Manag Care Spec Pharm 2015



AnoteAeopaTikoTnTa ToUu ADA WC povoOepaneia oTouc aogBeveic He npwipn PA

MEAETH PREMIER

Adalimumab

Early RA

ACR response/DAS remission at 24 months )
MTX naive
100 -

B MTX (n=257) M ADA (n=274) M ADA + MTX (n=268)

73

a0

Patients (%)

*P=0.01 vs MTX
25

ACR 20 ACR 50 ACRTO DAS Remission

Z1nv npwipn PA ADA+MTX unegpeixe onpAvTIKA OE OXEON HE TN HOovoOepaneia
MTX n ADA oT1nVv BeATI®ON CUNNTOHATWV KAl OTNV ENITEVEN UPEONG

Breedveld FC, et al. Arthritis Rheum 2006;54:26—37.



AnoteAeopaTikoTnTa Tou ETN w¢ povoOepaneia o aoBeveic pe
gykareoTnHevn PA

Etanercept
ACR responses at 24 months E———
100 - *t _
MTX naive
. W MTX (n=228) ETN + MT?
9 71
E *1-
£ 50 | 49
2
a 27
29 21
*P<0.05 ETN + MTX vs MTX;
0 , . 1P<0.05 ETN + MTX vs ETN;
ACR 20 ACKE 50 ACR 70 1P<0.05 ETN vs MTX

NepioocoTepol acBeveic oTnv opada ETN+MTX neruxav avranokpion Kard
ACR 20,ACR 50,ACR 70 oc ox€on HE TNV opada TnG povoBepaneiag

van der Heijde D, et al. Arthritis Rheum 2006;54:1063—-1074.



AnoTeAeoUATIKOTNTA TNG HovoOepaneiag pe TCZ oTnv eykareoTnuevn PA

Tocilizumab

ACR responses at 24 weeks Established RA

100 -
B WTX (n=284) W TCZ 8 mg/kg (n=286)
[ 69.9
=
(1)
50 -
a2
a *P<0.001; +P=0.002
25 -

ACR 20 ACR 30 ACR 7O

To noocooTO TWV aoBevwy, Nou avranokpivovrtal kata ACR 20, ACR 50, ACR 70
TNV €oopada 24 nrav oTaTioTIKA ONHAVTIKOTEPO Yid TOTCZ vs MTX

Jones G, et al. Ann Rheum Dis 2010;69:88-96.



TCZ vs ADA povoOepansia orn PA

Adalimumab

Response rates at week 24 Tocilizumab
for secondary endpoints in the intention-to-treat population Established RA

100
77.9 _ _

. B TCZ 8 mg/kg (n=163) B ADA 40 mg (n=162'
_ 65
=
ol 4.9

51,5 9 515
2 50 - 94 472
g 39.9
32.5

a 78 &

25 | 9.8 9.8 7.9

0.5
0 - . . . . | |
DAS28 <2.6 EULAR ACR 20 ACR 70

good or moderate

H povoOBepaneia pe TCZ unepeixe o€ oxEoN HE TN HovoOepanegia pe ADA
OTNV HEIWON TWV CUNNTOHATWV TG PA

Gabay C, et al. Lancet. 2013;38:1541-1550.
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AvTanokpion oToug BIOAOYIKOUC WG TPITNG YPAHHNG Ospansia

Anti-TNF-
RA experienced

ACR20 ACR70

MTX

Anti-TNF

Anti-IL-1
Anti-IL-6
Patients fulfilling
ACR criteria
Anti-T-cell- [[1>70-100%
costimulation [[]>50-70%
[1>20-50%
M 10-20%
Anti-B-cell M-10%
ND

Movo 10-20% aogBsvwv eNITUyXavouv avranokpion kara ACR 70
HE TIG J100£CINEC Oepaneieg

Smolen JS et al. Nat Rev Rheumatol 2015;11:276-89.



. W s
Evaluating the efficacy of sequential biologic

therapies for rheumatoid arthritis patients with
an inadequate response to tumor necrosis
factor-a. inhibitors

.
4 Y P > . « ”ry | > > ) A | » O 3 T ¥
Regina Rendas-Bau Genre V Wallenst mas K

Samuel H Zwillich®




PuOuoc avranokpiong agcfsvwv 000V apopa TNV anoTuyia o€ noAAanAoug
BIOAOYIKOUG NAPAYOVTEG

TNF-alpha TNF-alpha TNF-alpha TNF-alpha TNF-alpha
ACR20 ACR50 ACR70 DAS28 < 2.6 DAS28 < 3.2
— ~50
. —40
— -30
i —20
n — ~10
5
'g Other Other Other Other Other
o ACR20 ACR50 ACR70 DAS28 < 2.6 DAS28 < 3.2
©
9 50— -
40— -
30— -
20— —
0_
2 3 2 3 4 2 3 4 2 3 4 2 3 4

Number of biologics

MsIWVETAI 0 pUOHOC aVTanoKpIonc, 000 AuEAaveTal 0 ApPIOHOC TWV NPONYOUHEVV
anti TNF kal Tov unoAoinwv BIoAoyIK®V Oepansimv

Rendas-Baum R, et al. Arthritis Res Ther 2011;13: R25.



Patient Preference and Adherence Dove

’ ORIGINAL RESEARCH
Reasons for discontinuation of subcutaneous
biologic therapy in the treatment of rheumatoid
arthritis: a patient perspective

IR e BT
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Unprompted section
Lack of effectiveness

Miscellanecus

Administration

Costfinsurance cowverage

Safety/side effects/tolerability
Comorbidity/contraindication
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Prompted section
Effectiveness

Injection experience

Costfinsurance coverage

Safety

Oiher

Remission

Prefer other medication
Droctor™s adwvice
Remission

Ordher

Injection

Miscellaneous

Loss of effectiveness after initial relief
Took too long to relieve symptoms
Therapy never relieved symptoms
Painburning/discomfort during injection
Pain'burning/discomfort after injection
Injection reactions

Dislike of self-injection

Diislike of injection frequency

Fearful of injection

Could mo longer afford

Dafficulty obtaining approwal
Experienced infection

Fearful of infection

Orther safety concern




Manders of o Arthetis Roseoxch & Menapy

_FlatdneE

RESEARCH ARTICLE Open Access

Cost-effectiveness of abatacept, rituximab, and
TNFi treatment after previous failure with TNFi
treatment in rheumatoid arthritis: a pragmatic
multi-centre randomised trial

Viean costs of one year
20000

.
-
-

costs In euros
—

©
2>
&}&
&
Treatment Treatment




AgITOUPYIKOTNTA Kai noioTnTa (NG



MakponpoBsoun BeATioon AEITOUPYIKOTNTAC O acOeveic e PA
Ospanguvopevn ye ETN

1.8 1
151 : " Méon didpkeia €kBsonc ERA=7.2/LRA=6.1 xpovia
141
g 127
& 10 *ETnoing 73-86% acBevwv pe ERA kal
T 3. 64-72% acBevv pe LRA emiTuyxavouv
E 061 KAIVIKA onpavTikn Heimon Tou HAQ
04- (MCID of HAQ=0.22 BeATiwon)
0.2 1
0.0 *ETnoiwg 24-33% aoBevwv pe ERA kai
Baseline 1 2 ;) 4 5 6 7 8 9 10 . ~
" Years of Etmercept Therpy 13-20% aoBevwv pe LRA eniTuyxavouv
ERAN'= 207 177 152 147 13 125 106 104 98 93 79 HAQ score 0
LRAN*= 611 509 463 448 424 398 355 334 301 279 252

Weinblatt ME et al.. Congress: ACR. 2008.



MeAeTn TEMPO : BeATiwon oTn ASITOUPYIKOTNTA HETA 3 Xpovia Ogpaneiac

eZ1a 3 Xpovia n BeAtioon oTo
HAQ score (55%) oTo

Improvement in the HAQ score after 3 ouvduaouod Ospanciag unepeixe

years of therapy ONHAVTIKG O OXEOT HE TN
6% - 555 HovoOepanegia (35% yia ETN kai
l l MTX) (p<0.01)
P
, 00,01 *H npwipn BeAtimon Tou HAQ
% 3 P00 N score diaTnpeiTal oTa 3 xpovia
TPi - TNG HEAETNG
AP - o'Eva onpavTika uynAoTepPo
NnoocooTO aoOev@V OTNV opada
10% - ETN+MTX (48.1%) €ixe HAQ
score 0 GUYKPIVOHEVO HE
(e N7 aoBeveic eiTe oTnVv opada

EIN MIX ETN(35.4%) €iTe oTnv opada
MTX (32.9%) P<0.01

van der Heijde D et al. Arthritis and rheumatism. 2007;56(12):3928-39.
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Patient-reported outcomes as end points
in clinical trials in rheumatoid arthritis

* Pain = e Pain
¢ Sleep disturbance * Morning stiffness
e Sexual

dissatisfaction Morning

* Well-being
* Patient global

Quality of e | [+ pain

e Fatigue

¢ Work disability

« Function, activity limitation

¢ Depressiorvanxiety

¢ Social functioning

« Self-efficacy/coping

» Satisfacuon with health
and with health care




PROs og agBeveic uno Oepaneia e BioAoyikouc vs csDMARDs

2YXNOTHTA TQN NMIO 2YXNA ANAG®EPOMENQN ZYMITQMATQN 2TH PA

F‘sinfswelling in hand/foot joint 150 (68.2) a7 (90.7)
Fain in different joint B (39.5) B/ (626
Lumbar pain 74 (33.8) 46 (43.0)
Cervical pain 7 (35.0) 59 (55.1)

B =TS TRTS M ST T SN S S ST 118 (53 6] BE80 4
Joirt stiffness on waking up 109 (49.5) 86 (80.4)

N ETTNT T T 1
Difficulty in taking or gripping/squeezing something 131 (59.5) B8 (82.2)
Limited ability for daily activities 109 (49.5) 69 (B4.5)

~Difficulty walking W a5 [E N
Decreased ability in leisure activities 105 (47.7) 60 (56.1)

—Efirether bl i

| Fatigue 126 (57.3) 82 (76.6)
Weakness S 42.7) .
Malaise 67 (30.5) 51(47.7)
Fever 6(2.7) 5(4.7)

All values are given as n (%a).

PROs: patient-reported outcomes
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e Movo 10-20% aoBevwv eniTuyxavouv avtanokpion katd ACR 70 pe Toug BioAoyikoUg TAKE-HOME

. , ) MESSAGE
napayovTec w¢ Bepansia 3" ypapung

» H avoooyovikoTnTa PEIwVEl TN BepaneuTikn avTanokpion otov TNF

e AnO TIC JEAETEC NpoKUNTEI OTI TOOO OTNV NPWIKN 000 Kal oTnv eykateoTnuevn PA o ouvduaopoc TNF
He MTX unepexel o€ OxEON YE TN HovoBepaneia

e XpeialovTal NeEpaITEPW MEAETEC YIa TNV a&loAOyNon anoTEAEONATIKOTNTAG-KOOTOUC TWV UNAPYXoUCwV
Oepanciwv

e ANO TA OTOIXEIA TWV JEAETWV NPOKUNTEI OTI UNAPXEI AKOWN akAAUNTN avaykn oTnv ENITEVUEN KAAUTEPWV
anoTEAEOUATWY OTOV TOMEA TNC AEITOUPYIKOTNTAC Kal noioTnTa (wnc.
Enionc anarrouvTal veol Tponol napePBacnc yia Tn BeATIwon TNG kataBoAng Tou acbevouc



