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Kortnyopiec AspudpoinepmAaoTikwY VOOWV

Nepdwpa Hodgkin
Olwén un Hodgkin Aepdpwpata

Awayvuto un Hodgkin Aépdpwpa ano peyala kuttapa
I5iaitepeg katnyopieg NHL
e B-Aéppwpa pecobwpakiov
Nepdpwpa Burkitt
T-AepdoPAaoctikd Aéppwpa
Népdwpa oo kutTapa Tov pavéva

Ki-1 avanAaotiké Aépdwpa

NK/T-Aépudwpa pwvodapuyyog

- Xpovia Aspdpokuttaptkn Asuyaipia / pikpoAepdokuttapko AEpdwpa
« Aguyoupio ano tpyywtd Aspdokitropa

« INMANVIKA Aspdpwpata oplakng {wvng

« MALT Aeppwporto meNTIKOU Kol AAAWV EVTOMICEWV

« Agppotikd T-Aeppwpato



BOlOLKEC YVWOELC eEMLIONLOAOYLOC - TaOoYEVELQC

> YLOOTPWHO OUYYEVOUG 1] EMIKTNTNG LVOGOAVETIAPKELOLG
- CVI, SCI
- Noipwén ano HIV
- AAAOL YEVETIKOL MTAPAYOVTEC
- MoAupoporlopot og yovidia kuttapokivwy (IL-10, IL-1B, TNFa)
+ AAAOL AYVWOTOL OLKOYEVELC TOLPAYOVTEC
« XpOVLOC OLVTLYOVLKOG EPEOLOLOC
- 16¢ HCV
- Helicobacter Pylorii
- Campylobacter Jejunii
- Noonuata tou cuvdetikou LotoU (ZEA, cuvdp. Sjogren)
- EldkN Aepdpwpatoyovog dpaon Lwv
- HTLV-1, EBV, HPV, HHV-6
- To&kol meptBaAAovTikoi mapAyovTeC
- Xpwpata avidivng, Aovotpa, BadEg



2ZUXVOTEPEC EVIOTILOELC TWV AEUPOUIEPTIAQLOTIKWV VOOWV

- Nepdpadevikni ~60%
- Mewtn ~ 5% (Aepdadevikn + eEwAepdpadevikn)

- Npwtonadwc¢ eEwAepdadevikni ~35%
- TaoTpeVTIEPLKO cuoTnA (ZTOMOXOC, AETTTO £VIEPO, XV EVTEPO)
- AaktUAlo¢ Waldeyer, pwvodapuyyag
- Aéppa
- ZTAOQYXVLKO Kpawvio (oteAoydvol advec, opOaApoc, ypopeLa)
- K.N.Z.
- Oota
- OUPEOELONC
- 'OpxeLg, WOONKEC
- 'Hriap, maykpeag, eEwnnotikd xoAndopa
- Maotog
- Bpoyxol, MVEUUOVEG
- Nedpoli, oupodoxog kUoTn



AlayvwoTtikn mpooneAaon tTwv LPDs
- Bloiat moxovtoc LoTtou Kal 0L KUTTAPOAOYLKN EETOLON OTOTEAEL
orapaitntn Kot kabopLotikn e€€taon

- Kuttapoxnpeia / avocokuttapoxnUeia Kot avoocodatvotumoc nAoXoVToC
Aepdokuttapikol nANOuouoU ano to aipa, Tov HUEAO R TOUC MMALGYOVTEG
LOTOUC

« Mopdoloykn a&ltoAdynon Tou tacxovtoc Lotol / pueiou / aipotog (TtoAv
onMavtikn aAAa dev apkei yia tn dtayvwon)

« OPOAOYLKEC KOl QTTELKOVLOTLKEG EEETACELG MITOPEL VA ELVOL GUVNYOPNTLKEC
aAAa 6ev apkouv yia tn dtayvwon

 Mayidec kat MPoBARUATA TWV TTAPATTAVW



BAZIKEZ INQZEIZ INA TH AIAQOPIKH AIATNQZH
TQON AEM®OOYMNEPMNAAZTIKON NOZHMATQN

H akpBA¢ LotoAoyia kat taélvopnon €ivol amapoitnta AVTOTE yLa TV avayvwpLlon tng
EOYvVwWon¢ Ko tTnv enthoyn Bepamneiag

Ta B-npoéAevonc LPD £xouv yevikwe KaAUTepn mpoyvwon oo ta T-

Oplopéveg popEC UIopEL va XpetaotolV emtavelAnpUHEVESG Bloyieg yia va tebel aodpaAwe n
oKpLBAc dtayvwon evag LPD

H kuttapopetpia pong eivon e€Etaon-kAeldi yia tnv opon diayvwon/ taivopnon twv LPD ko n
avénuévn ékppaon KUKAivng-D1 ko ot petaAAdéelc tou p53 cuvodevovtal amd Kok mpoyvwon

Ta olwdn Aepdwpata xapaktneilovral amnod oPKETEC UTTOTPOTIEG KOl AVTATIOKPLOELG, AAAAL aTtd
koAl ouvoAKA enBiwon nepimov 10 €tn

To Aépdwpa Hodgkin kat ta pn Hodgkin Aepdwpata uPpnAng kakonBeiag dev npokaAouv
AEUYOULULKN ELKOVOL OTO OLlipoL

Ta “B” oupntwpata, To ntpoxwpnuévo otasdio, n avénpuévn LDH kat n xapnAn aABoupivn sivat
SUOHEVEIC MPOYVWOTLKOL TTOPAYOVTEC TIAVTOTE

Ta vPnAnR¢ kakonBsiog Asppwpata Exouv HeyaAUTEPN TILOAVOTNTA LOLONG LE EVTATIKNA
Oepancia, o oxéon ME Ta XAUNAAC



Awadikaoiec otadlonoinong

OpoAoyLKOG EAEYXOG
- MARpNG Bloxnuikog EAeyxog
- Enineda LDH, CRP, 2-M, epprrivng, aABoupivng
- 'EAeyxo¢ aviicwpatwv ywo HBV, HCV, CMV, EBV, HIV kot autoOvIlOWUHATWY
ATTELKOVLOTIKOG EAEYXOG
- Aovikn Topoypadia
- Mayvntikn topoypodio
- ZrvOnpoypadnua PET | pe ’Ga
‘EAgy)X0¢ aipontotntikol opyavou (Huelou)
- Avappodnon pueiov
- OoteopueAkn BoYia
‘EAeyX0G KUTTAPLKAC KOl XUMULKAC avooiog
- Agppoavtidpaocn Mantoux
- MNpwteivoypapupa Kat avoocoodatlpives opou
‘EAeyxo¢ KNZ (0€ GUYKEKPLUEVEG LLOVO TTEPLITTWOELG)
‘EAEyX0C UTLOOTPWHATOC TOU acBevoUC
+ ZUVVOONPOTNTEC
- Katdotaon kavotnto¢ (ECOG PS i kAipoaka Karnovsky)
- Emineda kapSLakng, NTATIKAG, VEPPLKAG KOl TVEUHOVLIKAG AELTOUpYiog



Mapayovteg mov ennpealouv tnv enthoyn Beparmeiog
o€ ao0eveic pe AepdoineprnAaotikni vooo

« HAwia Tou agBevouc

- Kataotaon wkavotntag, cuvodog voonpotnta
« AKPLBNG LOTOAOYLKOC TUTOG TG VOGOU

« AN\ BLOAOYLKA XOLPOLKTNPLOTLKA TG VOOOU

- ‘Ektaon tng vooou (otadio)

 Evtomion tng vooou

« AvooodalvoTuTioC TOU TTAOYOVTOC KUTTAPOU

Nna éva aéloonpeiwto mooooto acBsvwv pe XAA kot Aspdpwpota xapnAov Baduou
kakonOeiag n Stayvwon tng vooou 8ev Looduvapel He dpeon Evapén Beparmeiag Ko n
TOLKTLKN KOl OWOTH OLUOTOAOYLKA TToLpotkoAoUOnon ouvioTtd TNV opOOTEPN TP OKTLKN



e
MpoyvwoTiKoL TToPAYOVTEC

« KAwiko otadio kata Ann-Arbor

- Mapoucia cuotnuatikwy (B) cupnTtwpatwy

- HAwia

+ ZUVVOONPOTNTEC, KATAOTAON LKOVOTNTOC

- Emineda LDH, CRP, 2-M, aABoupivng

- Mapovoia avatuiac kot Opopponeviog

- Avooodaivotumoc naoxovtog MANOUCHOoU (HELKTEC KUTTOPLKAC OLwPOTNTOC)

- Mopuakot / yevetikol deiktec (avadiataén oykoyovidiwv, petdAAaén p53,
Ekppaon popiwv mtpookoAAnonc KAn)

-+ A€IKTEC KUTTAPLKOU TTOAAQAAQLGLOOHOU

- Avtamnokplon otnv npwtn Bspamneia



MBavoi otoxoL TNC OEPATTEVTIKAC OTPATNYKNAG

- MARPNC ekpilwon tng vooou —‘laon
- Emiteuén mAnpoucg UEoNC KAl CUYKPATNON TNE UTTOTPOTING

- Meploplopog tou poptiov Kat EAEYXOC TG VOOOU KOl TWV
ETUMAOKWV TNG

- AvakoUdLon oo Ta TOTLKA ] GUCTNOTLKA CUUITTWHOTO TTOU
ouUVSEovTal LLE TNV MOPoLcia TG VOoOoU

- Qubepia apeon Bepansvtiki mapEpBaon kot tapakoAovdnon
¢ €EAENC TNG VOGOU

- ZUMBlwon He TNV voco



Noonporta tov d&v ival omapoitntn UECWE
peta tn dtayvwon n Evapén Bepareiog

* B-Xpovia Aepdokuttapikn Asuyxatpia otadiov <l kata Rai
* MKpPOAEUPOKUTTOPLKO AP WL

* Olwdec Aspdwpa

* Aéepdpwpa oplaknc {wvng

* Makpoodatptvaipnio Waldenstrom

 MALT Népdwpa oTopaxou

e Agppatikad T-Aspdwpata

* ACUMTTTWHLOTLKO TTOAAQAITAOUV MUEAW QL

* Otav dev untapxouv peyalec Aepdadevikeg palec kat dev emnpealetal n pucloAoyikn
oiportoinon



Noonpato oo onoia EMEPETAL oo TNV SLAyVWorn EMOETIKN OTPOTNYLKN
HLE OTOXO TNV iaon

* Népdwpa Hodgkin

* Mn Hodgkin Aepdwpoata upnAou kat moAv upnAol Badpou
KakonOeiac

* Mn Hodgkin Aépdwpa tov pecobwpakiov
* T-neplpepko Aépdwpa

* O¢eia AepdoPfAactiki Asuxarpio

* AguXaLpLO Ao TPYWTA KUTTapA

* EVTIOTLOpEVA TTAQOHOKUTTWHLOTOL



Noonpuorto oto ormola EMELPEiton €€ aPXNC EMOETIKA OTPOTNYIKA
He otoxo Badsia Udpeon nopd tov uPnNAS Kivduvo urtotpomng

* OAa ta T-KuTTaoPLKAC MPOEAEUONC AspdwHOTO EKTOC OO TA
Seppatika

* B-Xpovia AepupoKUTTOPLKA AEUXOALILLOL LE KOLKOUG TIPOYVWOTLKOUG
TLOLPALYOVTEC

* B-Aepdwpata xapnAov Badpouv kakonbeiac npoxwpnUeEvou
otadiov

* Aéepdpwpa amod kuttapa tne {wvng Tou povéva
* ZUMMTWHUOTIKO TOAAOITAOUV HUEAWHA

* Apulosidwon



KAQLOGLKEC KO VEOTEPEC OEPATIEVTIKEC ETUAOYEC

- KAaoowkn xnpeloBepaneia
« AAKUALOUVTEG TP AYOVTEG
« AvtipetaBoAitec
- AVOLOTOAELG TOtOlocOEPOOWY, EMAYWYELC BAafwv Tou DNA
* AVOLOTOAELG MITWTLKAG OLTPAKTOU
- ZToxevovoa Bepaneia
* MoVOKAWVLIKA avTiowpata anAng Kot SLANC oToXeuong
- AVOLOTOAELG EVOOKUTTAPLWV KLVOOWV
* AVOLOTOAELC TPWTECWHLOTOC
- AMOpPEOUALWTIKOL TP AYOVTEC

- AvoooOepansia
- Evepyomownteg tng odou PD1 / PDL1
« CAR-T cells

- AKTIvoOepaneia



2ZupBotikn xnUewoBepaneia
2UVNOWC XPNOYLOTIOLOUEVA PAPOKOL

* AAKUALoUVTEG tapayovtes (Kukhodwodapidn, Iipwodapidn, YA wpappoukiAn, +
peAdaAavn, urnevrapovotivn, mpokapBalivn, dSakappalivn, tepoloAapidn) ‘

* AvBpakukAivec (60Eopouurikivn, EMLPOUUITLKIVN, LVTAPOUMTILKIVN,
VIOLOUVOPOUMTILKIVN, atpuoakpivn)

* Enaywyeig BAaBwv tou DNA (prmAeopukivn, TOTOTEKAVN, LPLVOTEKAVN)

e AvaotoAeic emdLopOwtikwv eviUwyv tou DNA nt.x. tonoicopepaonc Il (tevutooidn,
gtonooidn, prtoéavépovn)

* AVaOTOAEIC MITWTLKAC atpaktou (Bivkpiotivn, BwvBAaotivn, BivopeAurnivn)
* MNapaywya rtAartivag (cis-mAativn, kapBomAartivn, eAofartivn)

o AvtipetafoAitec (kutapapnivn, dAouvvrapopurmnivn, KAadptumnivn, 6£0Eukop-
dopuvoivn, kKAodpapaprnivn, yepottapnivn, pebotpeéatn, acnoapoyvaon)

Koptikootepoeldn




KorteuBuvopevn (otoxeupevn Oepareia)

¢ MoOVOKAWVLKA avTliowpota

= avtl-CD20: (Rituximab, Ofatumomab, Obinutuzumab)

= avtl-CD19: (Tafasitamab)

= avti-CD30: (Brentuximab vedotin)

= avtl-CD52: (Alemtuzumab)

= avtl-CD38: (Daratuzumab, Isatuximab)
= avtl-CD79: (Polatuzumab)

= AutARG eldkotntog (Blinatumomab)

* AVOLOTOAELC EVOOKUTTAPLWV KLVOOWV

= AvaotoAeic BTK-kwvaong (Ibrutinib, Acalabrutinib, Zanubrutinib)
= AvaotoAeic PI3K-kwaong (Idelalisib, Duvelisib, Copanlisib)
= AvaotoAsic mTOR (Temsirolimus, Everolimus)

* AVOLOTOAEIC TPWTECWHOATOC

= Bortezomib, Carfilzomib, Ixazomib
« AVOOOTPOTIOTIOLNTIKA pApHaKL

= AgvaAldopidn
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Proinflammatory
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Mopto CD20 ko mpoocdeon touv avti-CD20
MOVOKAWVLKOU QVTLOWMOTOC




MHXANIZMOI ANTIAEMOQMATIKHZ APAZHZ
TOY RITUXIMAB KAI TQN TQN MO-abs TENIKOTEPA

(1) CD20-induced apoptosis
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Apoptosis
'.
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©) Classical complement activation
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H €€€ALEN ota LOVOKAWVLKA OLVTLOWHOTAL:
BiTE kaut Trispecific Avtiocwpata

Anti-CD3 antibody Anti-CD19 antibody

Blinatumomab %

(anti-CD19 BiTE®)

===

Recruitment of Cytotoxic T-cell
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2€ XPNON HOVOKAWVLKA avTIoWHOTO SLTARG ELOLKOTNTOC

Obinutuzumab (GA101)

Mechanisms of Action

Increased Direct Cell Death Enhanced ADCC

Type II versus Type I antibody Glycoengineering for increased Cytolyltic
affinity to FcyRIIIa granule

|
[ ]
. ;
oo V :
OO Antibody
—) O
oo Tumor-associated

surface antigen

;5 GA101 [ Complement

\

Lower CDC
Type II versus Type I
antibody CD20 )] FcyRlIlla

ADCC = antibody-dependent cell-mediated cytotoxicity
CDC = complement-dependent cytotoxicity

With permission from Goede V et al. Proc ASCO 2013;Abstract 7004.



2uvn0elc Xnpelo-avoocoBeparmeutikol cuvduaopol

- R-COP (o0Aa ta pappaka o€ 1 nuEpa)
- R-CHOP, R-CNOP (6Aa ta pappaka o€ 1 nuépa), R>-CHOP
* (R) — CHOEP (3-Auepn xopnynon stonooidnc)
- R-FCM, G-Benda, FCR, BR
- YPnAéc dooelc pebotpefatne — kutapapmivng, yio to KNZ
- ZXAMOTO HE TapAywyo AoTivog
- Cis-NMAartiva (R)-ASHAP, (R)-ESHAP, (R)-DHAP
- KapBomAativa (R)-ICE, R-DICE,
- O¢aAumAativaa  (R)-DHAOX
- ZxApata pe Mepotopurnivn nuépec 1 kat 8 R/kat BivopeApnivn
- (R)- G-If-Ox
- (R)-Gem-Ox



BeAtiwon ¢ enBiwonc unepnAikwv a.oBevwv pe Aepdpwpol
HLE TNV MPOooOnNKn 6TOXEVUEVNC Oeparteiog

m Seven-Year Event-Free Survival Following R-CHOP versus

CHOP in DLBCL Patients Aged 60-80 in the GELA Trial

—
]

MBavotnta emBiwong ota 5 xpovia 48% vavtl 31% M R-CHOP
MBavotnta emPBiwong ota 8 xpovia 41% évavtl 23% CHOP

=
o

=
n

o
M

p < 0.0001]

o

Event-Free Survival Probability
o
8

1 2 3 4 5 & 71 8
Years

=

CHOF = cyclophosphamide, doxorubicin, vincristine and prednisone; DLBCL = diffuse large B-cell
lymphoma; R-CHOP = rituximab, cyclophosphamide, doxorubicin, vincristine and prednisone

SOURCE: With permission from Coiffier B et al. Proc ASCO 2007; Abstrace 8009



O pOAoC TNC aKTIVOOEPATIELOC

* loxupo¢ ota npwipa otadia tov Aeppwpatoc Hodgkin

* loxupog eniong ota npwipa otadia NHL enti umtepnAikwyv, 6mou n xopnynon
XNHELOOEpaneiag eival MPoBANHATIKA

* Zav KOpUo¢ Bepamneioc oe Asppwporto tov KNZ

e 3£ otadio | emi un Hodgkin Aeppwpdtwyv cav kUpLa Bepansia

e 20V CUMMANPWHATIKA Oepameio enMi UTTOAELMHATIKAC VOOOU 1 EML OYKWSOUC
VOOOU OTO LECOOWPAKLO

 Zov mapnyopnTkn N avakoudlotikn Bepameia emi e§wAspdadevikwv
EVIOTLOEWV

e Jav KUpLa Oepaneia eni MTAQAOHUOKUTTWHATWYV KOl ETTL LEYAAWV OGTEOAUTIKWYV
£0TLWV/TTAOOAOYLKWV KOTOYLATWV



2XEOLAOMOC OEPATTEVTIKWV TIPWTOKOAAWV

* @aon epodov, edpaiwonc kat cuvtRpnong

* Apxlkn Oepamneia, Osparmeia 1" umoTpomAC, 2" KoL METEMELTA
UTtoTPOMNC, Oepameia avOeKTIKAG vooou / Stdocwon

* Movoyxnuetofepaneia vs cuvuaopEvn XnUeloOeparneia
* JUVBUAOoMEVN XNUELOBEpamEeia Vs XnHELO-avoooDepareia
* Xopnynon Oepamneiac katd woelg (o€ «KUKAOUGCY»)

* EvaAAaktikoil cuvéuaopoli yia Kapydn tng mMoAuavtoxnc otn
XNHEL0Oepaneia

* Mpooapuoyn 600nN¢ avaAOywe TNC EMAPKELOG VEDPLKAC, NTTOTIKAC
Kol KapSLaKAC Asttovpyiac Kat Tov BaBpol pueAotokotntac Tou
nponyoUeEVoOU KUKAOU BOepareiac

* A§LOAOYNnoN TNC QVTANOKPLONC OTO LEOOV TNE LEPLOdOU Beparmeiag
e KataAAnAn umooTNELKTIKA aywyn yla KAOE mpwTOKoAAo



YIOOTNPLKTIKA olywyn

Avtiepetikn aywyn (H3-avaotoAeic — oeTpOVe()

* MpodUAaén anod cupPappata KoTtd TV £yxuon (oVIUTupETIKA,
OLVTLIOTOMLVLIKA, HLKPEC HOOGELC KOPTLKOELOWV)

* MpodUAAEN Ao TL§ CUVERELEG TNG KUTTAPLKAC AUoNG (aAkadomtoinon ovpwy,
oAAOTTOUPLVOAN, pOLGUTTOUPLKAON)

* Taotponpootacia (H2-avaotoAeic, avaotoAeic PPI)

* Mpoctacia yovadwv (mpokataBeon onEppatog, wapiwv, EUBpLwWY,
avootaAtika woppnéiag, GNRH avaloya)

* MpodpUAaén avalwnvpwong TBC (toovialidn)

* MpodUAaén VZV, CMV (akukAoBipn, BaA-ykavoikAoBipn)

* MpodUAaén nratitidoc B (lamivudine, entecavir, tenofovir)

* MpodUAaén PCP (kotpLpo&aloAn, etomvon nevtaptdivng)

* MpoduAasn / Ospancia Tng LUEAOKATAOTOANG IO TV XNUELOOepameia

* YOoTNPLKTIKA XoprRynon y-opoarpivng

e Torukn } ouotnuaAtiki TPodUAAEnN BAKTNELOUKWY / HUKNTLAOLKWY AOLHWEEWV



Awoxpovikn e€€ALEN tTNC mBavotntoc emBiwong
o€ dtadopa VEOTTAQGHOATIKA VOGHLOTOL

MBavotnta (%) 5-etoug emPBiwonc
oo SLOYVWOEWC

Eidoc voonjpartoc 1950 | 1970 | 1980 | 1990 | 2000 | 2010
Ofcio NeppoBAaoctiki Asuxoupio Modwkry | 30.7 | 56.3 | 65.1 | 79.6 | 86.8 || 89.2
O¢eia AepdpopBAaoctikn Asvyatpia EvnAikwy| 15.5 | 31.8 | 36.2 | 45.1 | 54.3 || 55.7
O&eia Mueloyevn Aeuxatpia 53 | 17.1 | 20.5 | 32.3 | 35.7 || 39.5
Xpovia Mueloyevig Asuxatpio 36.1 | 43.3 | 44.7 | 48,5 | 52.6 || 97.8
Xpovia Aepdoyeviig Asuyopia 55.8 | 66.7 | 70.3 | 75.9 | 81.2 || 85.1
Néepdwpa Hodgkin 52.6 | 76.7 | 84.2 | 88.5 | 93.1 | 94.8
Mn Hodgkin Aépudpwpa 33.2 | 50.6 | 57.9 | 615 | 75.2 || 78.4
MoAAamAoUV HUEAW QL 15.6 | 244 | 27.6 | 32.5 | 36.3 || 50.7
Kapkivog paotot 384 | 57.3 | 69.6 | 73.8 | 87.5 || 90.7
Kapkivog nveupovog <5.0 | 9.2 119 | 14.7 | 18.5 | 20.2
Kapkivog vedppou 27.4 | 48.8 | 55.4 | 64.5 | 70.6 || 78.3
Kapkivog mpootdtou 39.5 | 53.4 | 61.7 | 78.2 | 86.3 || 90.4




L
Na pnv Eexvape!

* H avtipetwrniion twv AepudoimePMAAOTIKWY VOOWV KOL TWV OLULOTOAOYLKWYV
veomAaolwVv cUVOALKOTEPA eival team-work Ko OxL evo¢ mPoowrnou appodiotnia
n evOvvn.

* O acBevnc Oa MPEMEL VAL EVNUEPWVETOL EMAPKWCE YLOL TOUC OTOXOUC KOl TOUC
KivdUvou¢ tnc Bepamneiag, va SLapEveL o€ MPOoLTO MEPOC, KOVTA 6To NOGOKOUELO
KOlL vaL £XEL OE QUTO AMESN MPOcBaon av auto anattnOei.

* Kot 0 KaAUTEPOC XNUELOOEPATIEVTIKOG CUVOUOGHOG HEV Sivel Ta avadepOpeEVA
amnoteAéopata av n opada mov Oeparnevel Evav acBevi dev eival mavta o€
gypnyopon Kat o€ otevi enadn/smikowvwvia PE Tov acOsvi) Kal SV EXEL TNV
duvatotnta ApEoNC MAPEUBAONC OTAV TO XPELOOTEL 0 A0OEVAC.



