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Oral management of the oral complications
in patients who received immunotherapy

Immunotherapies have a different profile and a new spectrum of toxicities when

compared to cytotoxic agents. The mechanism of action of immune checkpoint inhibitors

involves triggering cytotoxic T-cell activation and induces a specific toxicity profile that is

primarily of immunologic origin. The most commonly reported immune-related systemic

adverse events are dermatitis, enterocolitis, liver toxicities, endocrinopathies,

pneumonitis, renal toxicity and other less common toxicities (Table 1), [Michot et al 2016,

Wang et al 2017].

lated to immunotherapies are

sparse in the literature and
most often include xerostomia, dys-
geusia and lichenoid reactions [Jackson
et al 2015, Vgarios et al 2017, Nikolaou
et al 2019].

In a retrospective study of 496 patients,
who received immune checkpoint in-
hibitors, only 2 patients showed oral le-
sions [Hofmann et al 2016]. In anoth-
er series of 20 patients with immune-
related cutaneous eruptions, 4 pa-
tients had concomitant oral mucosal le-
sions, with papules and striae and ero-
sions [Shi et al 2016]. In a retrospective
study of a series of 13 patients, who de-
veloped immune-related rheumato-
logical arthritis, four patients developed
severe salivary hypofunction and xe-
rostomia; of those one also devel-
oped bilateral parotid swelling. Two of
those four patients with sicca syn-
drome developed other immune-re-
lated adverse events, such as pneu-
monitis, colitis and interstitial nephri-
tis [Cappelli et al 2017]. Other side ef-

R eports of oral complications re-

Table 1. Cancer immunotherapy side effects and toxicity

Systemic toxicity
Acute
Dermatitis

Enterocolitis

Lever toxicity
Endocrinopathies

Pneumonitis

Renal toxicity

Infections

Neurologic events
Oral toxicity

Lichenoid reactions

Other immune-related

lesions

Xerostomia

Taste changes

Infections

Osteonecrosis of the jaw

Delayed events
Pneumonitis
Lichenoid
lesions
Bullous
erruptions

Diarrhea
Hypophysitis

Thyroiditis
Uveitis

fects are bullous skin eruptions, while
two cases of Stevens-Johnson syn-
drome with severe haemorrhagic cheili-
tis and erosions were recently report-
ed [Jour et al 2016, Saw et al 2018, Salati
et al 2018].

The largest series of oral immune-re-
lated lichenoid reactions were report-

ed by Sibaud et al and included 10 cas-
es [Sibaud et al 2017]. Four patients also
showed skin, nail or genital lesions. Ten-
derness and/or irritation and xerosto-
mia were present in 3 patients. The le-
sions were self-limited and low grade,
did not lead to discontinuation or in-
terruption in oncologic treatment and
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improved after several weeks of topi-
cal corticosteroid treatment. The au-
thors reported that oral lichenoid re-
actions are not uncommon in there clin-
ical practice.

In our clinical practice, 15 patients de-
veloped oral complications during
treatment with immunotherapy agents,
with pain being the predominant symp-
tom and reason for referral. Xerosto-
mia, dysgeusia, eating problems and
bleeding were less commonly com-
plaints [unpublished data].

Exacerbations of pre-existing autoim-
mune disease have been reported,
which necessitated systemic treat-
ment. Detailed history of pre-existent
autoimmune disease and vigilant clin-
ical monitoring are important for those
patients [Johnson et al 2016, Danlos et
al 2018, ljaz et al 2018].

Oral lichenoid reaction or lichen planus
was most commonly diagnosed (7 pa-
tients, FIGURE 1); 3 of those patients
had a history of oral lichen planus, skin
lichen planus and vitiligo; Desquama-
tion was consistent with benign mucous
membrane pemphigoid in another pa-
tient. Three patients from our series
with pre-existent autoimmune dis-
ease showed exacerbation; one of
those needed cancer therapy modifi-
cation. Oral infections, candidiasis (4 pa-
tients) and long lasting herpes simplex
virus (1 patient) were also diagnosed.
Four patients presented with os-
teonecrosis; of those one had received
previous radiotherapy to head and
neck, one received concurrent beva-
cizumab and two concurrent zole-
dronic acid. Males with lung cancer
were most common. Osteonecrosis
related to immunotherapy alone has
rarely reported [Owosho et al 2015, Ni-
fosi et al 2019, Nicolatou-Galitis et al
2019]. However, the increasing use of
combinations of medications should
keep us alert for these complications.
Cancer therapy was modified in six pa-
tients. Table 2 shows the potential con-
sequences of oral complications in

Consequences

Therapy dose
modifications or
discontinuation
Inadequate food intake
Weight loss

Diet changes -
carbohydrates &
sweets

Poor oral health

Potential effect on
prognosis &
survivorship

Risk for oral infections
Increased dental
caries

Need for dental
extractions

Reduced QoL

FIGURE 1. White striae and papules are seen on the left buccal mucosa. Patient complained
of dry, itching mucosa and eating problems. Courtesy of Prof. O. Nicolatou-Galitis,
National and Kapodistrian University of Athens, Greece

cancer immunotherapy.

Clinicians should be aware of im-
mune-related oral adverse events.
Routine evaluation of the oral cavity
should be incorporated into the care of
all patients, particularly those who are
already at risk for oral complications,
such as the head and neck cancer pa-
tients, who receive radiotherapy and

€

the patients, who receive Bone Tar-
geting Agents, targeted therapies and
other drugs.

Oral management prior to cancer im-
munotherapy

The careful report of history will disclose
any pre-existing autoimmune oral dis-
ease.

o)l

Table 2. Consequences of cancer immunotherapy oral side effects and toxicities
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Oral and dental examination and sta-
bilization, as in any cancer therapy is
mandatory. Patient education on the
importance of good oral health and the
maintenance of good oral hygiene is
needed.

Education of health care clinicians and
patients for the early recognition and
report of oral symptoms will be useful.

Oral management during cancer im-
munotherapy

Patient is encouraged to maintain
good oral hygiene and to report any
symptoms. If an oral lesion is suspect-
ed or diagnosed, the dentists should
keep a low threshold to refer the pa-
tient to the experienced Oral Oncolo-

gy Clinic and also communicate this in-
formation to the treating oncologist.
Early intervention and continuing mon-
itoring are required to limit exacerba-
tion of the oral changes. Mucosal
changes may be managed with topical
anti-inflammatory agents. Severe cas-
es may require systemic steroids. The
potential of dysplasia in lichenoid le-
sions should be remembered. If mu-
cosal pain is present, topical analgesics
may be considered. Dry mouth may in-
clude mouth-wetting agents, and man-
agement of dental caries risk in the
presence of hyposalivation, and pre-
vention and management of oral can-
diasis, herpes simplex or other oral in-
fection [Rapoport et al 2017].
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Oral management after cancer im-
munotherapy

Patient continues to be followed up.
Late adverse events may develop. Be-
sides, the increased use of combina-
tions of treatment may disclose new ad-
verse events that are not known to
date.

The collaboration of an oral specialist
in the oncology team would greatly help
in the description, identification, ear-
ly diagnosis and timely and successful
management of oral side effects, re-
lated to immunotherapies alone or
combined with other biological thera-
pies.
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H npdAnwn 1o KAeLbl
OTOV KAPKiVOo TOU npootdatn
EkdbnAwon ths AKOX yia tov Movember

AktivoBepaneutric OykoAdyog (www.akoslife.com)

Mpwtn napouciaon tou
ounlnidyou «lNpoacniw»

H mpoAndn nailel kaBoplotiko poAo
OTOV KOPKIVO TOU TpoaTdTh, cwiovTog
{weg, yU auto kot n AKOZ ta teleutaia
Xpovia petohopmadevel otnv EAAGSa
TL APXEG TOU TIOYKOOUIOU KLVALOTOG
tou Movember, To ornolo avadelkvUEL
™ onuaoia Tng avdplkng mpoAnng.
MpoomaBoU e va KAVOUE KOO KTH-
pa T SLAKPLOT) TNG OE TIPWTOYEVH Kol
SeuTEPOYEVH, LE TOUG AVOPEG val OU-
VELONTOMOLOUV OTL OTNV TIPWTOYEVH
TipoAnUN, ot Slatpodikég ouvrBeleg,
nailouv kuplapyo poho. Na mpoota-
TeVoOUV AoudV TNV Lyeia TOoUg, HEL-
WVOVTAG TNV KOTAVAAWGN KOKKLVOU
KpEATog Kol auéAvovTag TNV KaTova-
Awon Aayavikwy kat Brrapwvwy E& D,
KOLL LY\VOOTOLKELWV.

E¢loou onuavtikn elvat kat n deute-
poyeving TpoAnwin n omola aneubU-
VETOL OTO Hallko TANBUGCUO Kal £XEL
OTOXO0 TNV MPWLUN SLayvwaon, kabwg o

AN 2t ZAZ APESE|
H MPOAHYH NA YTIOBEZL
0Tl TPOTIMATE THN

degHTeoy

KOPKIVOG TOU TPOCTAT OE QUTA TaL OTA-
Sla Sev epdavilel cupTTWATOL KO Apa
Sev yivetal eUkoAa avtIANTTTog. Movo
o€ TipoXwpPNnKEva otadla epdavidovral
SlatapayEg tng oPNONG N CUUITW-
pata mou opellovtal 0€ LETAOTACELS
(m.x ootkog ovog). M awtd eivar orma-
PALTNTOC O £TNGLOG TIPOANTITIKOG EAEY-
XOG TwV avépwv avw Twv 50eTwv, e
Aaktulikn e&€taon kat PSA. Ou dua-
TUOTWHEVOL TIOPAYOVTEG KIvOUVOU ado-
poUV atnV nAtkia- o kivbuvog auédve-
TaL YE TNV TIAPOSO TOU XPOVOU- OTh
dUAA- LE TOUG €YXPWLOUG VAl KVEU-
VEUOUV TIEPLOCOTEPO QMO TOUG AEU-
KOUG- Kall 0TNV KANPOVOULKOTNTA, Qv
SnA. UTIAPXEL OLKOYEVELOKO LOTOPLKO
Kapkivou Tou pooTdTh.

H AKOZ kouw o Movember
tn detvy pog ekdnAwon yla tov
Movember, ekmpocwrol Tou MoAttt-
ouoU, TN TEXvNC Kal tou ABANTIoUOU
£vwaoay TIG SUVAELG TOUG e Thv AKOS,
e OTOXO VOl EUOLOONTOTIOL)COUV TOUG
AVOPEG, KAAWVTAG TOUG VOL EYKATAAEL-

Youv T BAaPepEG ouvnBeLEG KaL val
uLoBeTACOUY £vav UYLEWVO Kal Loop-
POTINHEVO TPOTTO LWNG.

Y10 m\aiolo g ekdnAwaong, mapou-
olaobnke o véog oUAAoyog «Ipo-
aomilw», o MaveAAnviog ZUAAOYOG
AcBevwv kot Oidwv Evavtia otov Kop-
Klvo Tou Mpootdth, To OXNUa Twv
a0BEVWV IE KOPKIVO TOU TIPOCTATH VLol
vaL SLEKSIKAOOUV TOL SKOLWUOTA TOUG
KOl VoL EVALOONTOTOLCOUV TNV KOLVN
YVWWN, QIéVavTL o pio aoBevela g
orolag n éykupn Stayvwon Staodoilel
v oAokAnpwtikr Beparneia Tng.

MpootiBéuevn afla oTo UAVUHA TNG
aglag tng mpoAnYng otov kapkivo xa-
PLOQV OL TIPOCWITLIKEG LAPTUPIEG OCWV
ouppeTelyav. Avapeod Toug o oKn-
voBETng Anunteng TapAoou kot o nbo-
TtoL0¢ Xpriotog AoUANG, oL amedwaoav
AOYOTEXVIKA KEIUEVA OTO TIVEU AL TNG
NUEPAS. MENN tng Aéoxng EAAvwv le-
Aoloypadwy, epmvevodnkav amod To
TIAYKOOLO Kivna Tou Movember kait
TO...QLYUNPO TEEVAKL TOUC YEVVNOE OKi-
Toa Tta omnoia mAalctwoay Tty ekén-
Awon.

v Yeubaicbnon tou «Atpwtou»
TtoU SLaTpéxel TG Evormeg AUVAELS KalL
Toucg aBANTEC, eatiacay 0 UhUTIOUPYOG
EBviknGg Apuvag ANKBLaSNG Iteda-
VNG kat o MidAng Kupitong, moAd
66¢a tou Moavabnvaikol oTo UMACKET
Kat Mpdedpog tou TuMOyou Mohai-
paxwv ABAnTwv KaAaBoodaipiong
EAAGSag. Kot ot SU0 KAAeoav TOUG Qv-
6peg va cuvelSnTomnoL)oouv OtL N TtPo-
Anwn owlel lwég. Mnvopota otrpLeng
£atelav Kol n Katoxog Maykoopiou kot
Mavevpwrnaikwyv MetaAAiwv oTo Ka-
pate Kal mpEoPelpa yio Toug OAup-
TiakoUC Aywveg tou 2020 Tlwptliva Z£-
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éva Kivnpa... yévoug apoevikou!

AKOG™

vou kot o Mpdedpog tou EMinvikoU Epu-
Bpol Itaupol Avtwvng AuyepVOG.
e video, o stand up comedien Adurpog
Dodng, oxohlaoe e Tov LBLaiTePO TPO-
710 TOU ToV Movember kat Tig avopIkeEg
ouvnBelec.

Tnv ekéAwon mapouciace n dnuo-
oloypdadog Mapia NikOAToOU Kal
TPOLYLATOTIOL BN KE LE T OTHPLEN TNG
OupoloyikAg KAWIKAC tou levikol
Kpatikol Nocokopeiou ABnvwv Kat
Tou ZUAGyou MoAatudywv ABANTWY
KaAaBoodaipiong EMadag. ZtéNa

ZiortoUAou kat AéaTtotval ITtar), oo To
oxnua Triaccordo, epurjvevoav épya
yla BLoAt kat pAdouTo.

O pOAoG TNG
oktwvoOeparneiog

H axtwoBeparmeia xpnoylomnoteitat
otn PLK Bepartela TOU EVIOTILGLEVOU
Kopkivou Tou mpoaotatn mepinou edw
Kal évav owwva. Exouv avartuytei
Suo pébodol yla tnv mpoagyyLan Tou
TPOOTATN abéva, N KAAOOIKN EWTEPLKN
aktvoBepareia kat n evdoiotikn Bpa-

xuBeparmeia. TUuPwva pe otolyeia
tou National Cancer Institute (NCI)
Twv HIMA, 10 60% Twv acBEVWV LE EV-
TOTILOMEVO KAPKIVO TOU TIPOOTATN av-
TUETWTTETAL UE AKTLVODEPQTTEUTIKN
aywyr (ewtepkn 1 Bpaxubepaneia).

Me tnv €l0080 TWV YPAUULKWY ETILTA-
Xuvtwv UPnNAnG evépyelag, Tou Slop-
BkoU uTepNXoYPADHLOTOG KL TWV EL-
SIKWV AOYLOUKWYV TIPOYPOUUATWY Ka-
Bilotatat epiktn n tpLodlactarn npo-
O£yyLon Twv oplwv Tou mpootatn adé-
Va Kot N oURHoPdN TEXVLKN KATA TNV
edoppoyn TG eEWTEPLKAG aKTVOBEe-
PATTEVUTLKAG OywYnNG KoL Tng Bpoayube-
pamnelog avrioTowya.

H oUppopdog texvikn (3D-conformal)
€XEL OOV OKOTIO TNV OMOLOMopdN KA-
Audin Tou mpoatdtn adéva Kat Ty po-
otacio Twv euaiodnTwv opyavwy mou
YeLvLalouv, Tou opBou Kal TnG oupo-
80xouL kUoTtNnG. To BepameuTiko armo-
Tté\eopa g aktvoBepareiag e€op-
TATaL oo Tt 6UVOAIKA 00N, €MOuE-
VWG N KALAKWON TNG EIVOL ONUAVTLKE.
H Slopopdolpevng €viaonc akTLvo-
Bepareia (IMRT) cupBaMeL oty Sia-
uopdwon tng déopng axtvoBoAiog
olUPoPdA OTIC OVOTOMIKEG LOLaLTE-
POTNTEG TOU 0loBeVOUG UE TEAIKO OKO-
16 TV uPnAdtepn €kBean TNG vOooU
oTnV oKToBoAla Kat Tn HEyLoTn TTpo-
otaola Twv MEPLE UYLWV LoTWV. H Ka-
Bnuepwvn akpLBng otdxevon eaoda-
AileTou pe TV BorBeLa ponypEVWY ou-
OTNUATWY AITELKOVIOTIKA KATEUOUVO-
pevng aktwvoBeparneiog (IGRT), dnAa-
61 YPOUULKOUG ETITOXUVTEG JLE EVOW-
HOTWUEVO cUCTNHA NAEKTPOVIKIGC OTEL-
Kéviong (EPID) kol a€oviko Topoypa-
do (CBCT) ywa tov akplPn tplodld-
OTATO MPOCSLOPLOUO TNG aKTvoBou-
Aolpevng meploxng Katd tnv Slap-
Kela NG Bepaneiag.
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H evboiotikr| epduteuon padlevepywv
KOKKWV Lwbdlou, uéBodog Real Time,
TIPOLYLATOTTOLELTAL OE L0l LOVO GUVE-
Spla pe xapunAr voonpotnta Kol Guy-
Kplowa pakpomnpoBeopa Beparmeutt-
KA OmoteAéopata e ekelva TG pLlL-
KNG TPOOTATEKTOMNG KL TNG EEWTEPL-
KNG aktvoBoAiag kat eTtAEyeTaL OO Kall
ouXvOTEpA 0T ApEPLKA Kal tv Eu-
PWTTN Yo TNV PUIKN AVTLUETWITLON TOU
EVIOTIOUEVOU KAPKIVOU TOU TtpoaTtdTh.

Y& aoBeveic uPnAol kvdUvou , 0 Guv-
Suaopog Bpaxubeparmeiag kat cUU-
Hopdn¢ e€wTePLKNG akTvoBoAlag emi-
TUYXAVEL T UPNAOTEPA TTOCOOTA ETTL-
Biwong otn dekaetia (85-90%) oe oLy-
KPLoN € KABE pepovwévn Bepareu-
TIKA avtetwron (40-60%). Ta To-
0OOTA OUTA TIPOCEYYL{OUV EKEVAL TWV
aoBevwv xaunAou kwduvou (95-98%).

XaunAn voonpodtnta

H voonpotnta YETA TNV aktvobepa-
niela i BpaxuBeparneio mopapEvel xa-
MNAR Kat tapodikn. Hra Sucoupikd
oupmtwpato epdavitel to 1/3 twv
000svwv Kal evtovotepa Alyotepo
oo 5%. Afloonpelwtn mapodikr) cup-
TtwatoAoyia Tou opBou gpdavileL to
10% twv 00BevwV evw OTUTIKN dUo-
Aettoupyia gpdavilel Aydtepo amo
15%.

ME Tn aKTWOBEPATEVUTIKI) OYKOAOYIKN
aywyr] o aoBevng UE EVIOTUOUEVO
Kapkivo mpootath xaunAou r unAou
KvSUVOU QVTIUETWITIETOL AVAlaKTO
KOLL OTTOTEAEOLOTIKA SLOTNpWVTAG TV
ToLOTNTA TNG {WN G ToU.

To British Journal of Urology Interna-
tional énpootevel ™ avdAuon 232
Stebvwv peletwv mou adopoloav
00Bevelg pe KapKivo TOU TTPOoTATh oL
OTTOLOL QVTLUETWITIOTNKAV JE LA A TIE-
PLOCOTEPEG AT TLG BEPATEVUTIKEG ETTL-
Aoyéc, SnA. xewpoupyeio, aktvoBepa-
niela koL oppovoBeparteia. Mpogkue
OTL OTNV TIEVIAETIQ, OTOUG 00OEVELC o€
TIPWLLO OTASLO TNG VOOOU SV UTIHPXE
Kapia Stadopd oto Bepameutikd armo-
té\eopa Kat n emBiwon Atav 100% .
2TOUG a0BEeVElG e TOTIKN) VOO aAAG
TUO TIPOXWPNHEVO OTASLO XPELACTNKOV
vo. £bOpUOCTOUV TIEPLOOOTEPEC TNC

pLaG Beparmeutikég pebodol SnAadn
ouVSUOUOC XELpoupyeiou pe efwte-
PN aktvoBeparneia i Kol OppOvVo-
Beparmela ITO TOTIKA TIPOXWPNUEVA
oTAdLa TNG VOGoU 0 GUVEUACUOG TNG
BpaxuBepareiog Ue T EEWTEPLKN AKTL-
voBepareia pe texvikr IMRT emudépet
amoteAéopata eGAUNAA TWV TTPWILWY
otadiwv pe MapoSKEG LOVO EVOXAN-
0€lG. XTn Bepareia Tou Kapkivou Tou
nipootdtn n IMRT éxel mMAéov kaBLe-
pwOel SteBvwg kat armd to 2000 otav
gexivnoe va epapuoleTal EUPEWG ETL-
AéyeTaL ONpEPA OE TTOOOOTO 82% Ao
TOUG OKTLVODEPATIEUTEG OYKOAOYOUG.

Zuvbuaopévn ewtepLKn
aktwvoBepartei ka
BpaxuBepaneia

Ta armoteA€opOTO TNG CUVOUOGHEVNG
£€WTEPLIKAG aktvoBepameiag pe tnv
BpaxuBepareia oTov TOTKA TIPOXW-
PNUEVO KOPKIVO TOU TPOOTATH ava-
Sewvuovtal upnAotepa oe oxEon e
onoladnrote GA\n povoBepareia, pe
TAL TO00OTA TG SeKaeToUg EAeUBEPNG
vooou emuBiwong, V' ayyilouv to >90%.

H gupela xprion tou PSA mou &ekivnoe
N 10etio Tou '90 otV AUEPLKY), EIXE WG
QMOTEAECHA TNV aVENON TwWV TOCO-
otwv emBiwang thg vooou amo 70% to
1980, oe 100% oruepa.

“3D biopsy”

To mp&PANUa TToU avVTYETWITI{OULE ON-
LEPQL LLE TOV KAPKIVO TOU TTPOCTATN, £i-
VOlL OTL 8&V UTTAPYXEL KATIOLOL QTTELKOVL-
OTIKNA N BlomTikr uéBodog mou va pog
mAnpodopel Le akpiBeta Tt BplokeTal
UEOCQ OTO OpYaVO TIPLV ANoPacicCoUE
mola elval n KotdAAnAn Bepamneia.

‘ETol, Beparmeloupe avayKaoTkd OAo

TOV aSEVA LUE QITOTEAEGHQ, OVAAOYQL LIE
™ pEBO0SO, va HELWVETOL N TTOLOTNTA
{wN¢ Tou aoBevr) og UKPO 1 HeYGAO
Babuo. AuTo To KeVO EpYETAL VAL KO-
AL n Tplodldotorn Slameptveikr Blo-
Yia pootatn (“3D biopsy”), n onola
eboppoletal Sladepuikd (ev evéxel
K& UVOUC Aolpwénc), mpoodbépel akpl-
Bn wotoloyikn emuBePfaiwon kat Tagl-
vopel opBa Toug acbeveic og TOOOCTO
avw tou 95%. O SlLaxwPLoUOG TWV
00DEVWV ETUTPETIEL, OTAV TTANPOUVTAL
Ta KataAMnAa kputrpla, Ty acdain

ebappoyr g akpBolc mapakolov-
Bnong (accurate surveillance), tng
gotlakng Bepareiag (focal treatment)
1 TéAog, NG OALKNG Beparmelag tou
opyavou (xelpoupyikn adaipeon n
aKTwvoBoAla).

H TploSidotatn Alamepveikn Blopia
Mpootdtn, ival o TAEov cUYXPOVOG
Tpomog Slayvwong, otadlomnoinong
KoL TTAPOUG xapToypddnong tou mpo-
otatn adéva, n omola avolyel VEoug
SpOOUE OTNV QVTLUETWITLON TNE VOCOU,
KaBwg Slvel pe e€alpeTikn akpipela
(>95%) tnv mMAnRpn ekoOvVa TNG VOGOU
p€oa oTovV TPOOTATN. Emutpénel ya
npwtn ¢opd tov acholn Sloxwpl-
oo TWV 00OEVWV O€ TPELG OUASEG av-
TWLETWIILONG:

1. Opada evepyoUg tapakoAoudnong.
Ze QUTAV TNV opLada v arauteltol av-
TWETWTTLON TN VOoOU, KaBWG Ta gu-
pruata otov adéva eival apehntéa,
egellooovtal apyd KL av peivel abe-
pareutn &ev Ba eMnpPeAoEL TOV UTIO-
Aourto Tng {wng Tou acBevouc.

2. Opada eotiakng Ogpaneiag. H vo-
00¢ evToTiletal o Alya onpeia Tou
T(POCTATN, TA Omola PLOVOo N TPLedLA-
otatn Slamepiveikn Bloyia katopbw-
VELVA avayvwploel pe unAo moco-
OTO aKPIPBELAG. T€ AUTAV TNV TIEPITTTW-
on, n Boyia Staodalilel otov acbe-
v OTL 0 utoAoutog adévag eival Ka-
B0po¢ armo Tn vOoo Kal £T0L cuvioTta-
TaL N Bepamela TWV CGUYKEKPLUEVWY
TUNUATWY, adrVovTag ToV UTIOAOLTO
T(POCTATN UYL Kol AR pWG AELToupyL-
KO. O 0.00eviG TAPAEVEL OTO VOOO-
Kopelo yla Alyeg wpeg xwpic va at-
o0BavOel kapia evoxAnon katd tn Be-
pameia.

3. Opada oAwkrG Osparneiag. Xt cuy-
KEKPLUEVN OpAda, N vOoog lval ei-
BetikA Kat adpopd PeydAo TUALA TOU
T(POCTATN, OTIOTE QMALTEITOL QVTLLLE-
TWTLon 6Aou Tou opyavou pe adai-
peon Tou 1 aktvoPolia (Bpaxubepa-
niela | e€wtepkn axtvoBolial).
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