European Directorate  Direction européenne

e gyl Dabigatran etexilate impurity B

Agltio Aedopévav Acpaleiog
of Medicines | du médicament

& HealthCare & soins de santé CONSEIL DE I'EUROPE ovppova pe tov Kavoviopd REACH (EK) 1907/2006 6nwg tpomomomidnke omd tov Kavoviopod (EE) 2020/878
Hpepopnvia ékdoong: 31/01/2023  exdoyn: 1.0

TMHMA 1: IIpoco10piop6g 0v6iag/peiypatos Kol ETapeiog/emysipnong

1.1. AvayvepieTikog KOOKOg Tpoidvtog

Mopen mpoidvtog : Ovoia

Ovopo ovoiag : Dabigatran etexilate impurity B

Xnun Ovopacio : Ethyl 3-(2-((4-carbamimidoylphenylamino)methyl)-1-methyl-N-(pyridin-2-yl)-1H-
benzo[d]imidazole-5-carboxamido)propanoate 4-methylbenzenesulfonate

Kodwog mpoidvtog : 202000277

1.2. Tuvo@eic mpocdtoplloPEVES YPNGELS TS OVGIAG 1] TOV HEIYIATOS KOL OVTEVOELKVUOIEVES YPIGELS

1.2.1. Zyenikéc mpofhemdpeveg ypNosig

Kbpua katmyopia ypnong : To mpoidv mpoopiletar yia TV £pevva Kot avATTUEN KoL TNV ETAYYEALATIKY EKTOIOELOT.
Xpnion g ovciag/Tov peiypotog : Moévo Yo emaryyeApaTIKn YpHon
Katyopia Aettovpyiog 1 ypnong © Xnukég ovoieg epyactnpiov

1.2.2. AVTEVOEIKVUONEVES (PN GEIS
Iepropiopot ot xprion © Mn ypnowonoteite : Katdmoon, Etonvon, Aeppaticd

1.3. Zroyeia Tov TpopunBcvT) TOVL dEXTiOV dEdOPEvVEV cPaLEing

European Directorate for the Quality of Medicines & Healthcare
EDQM, Council of Europe 7, Allée Kastner, CS30026

F— 67081 Strasbourg

France

T +33(0)388412035 - F +33(0)388412771

sds@edgm.eu - www.edgm.eu

1.4. ApOpog Tnre@@vov emeiyovcag avaykng

ApBpog mrepdvov eneiyovoag avaykng : +33(0)390215608

TMHMA 2: IIp0o6o10piop6g EMKIVOUVOTNTOS

2.1. Ta&woépnon s oveiag 1| TOV peiypaTog

Kotaraén copoove pe v odnyia 1272/2008 EK [CLP]

Emkivduvo o to vdativo meptBaiiov — Xpoviog kivduvog, katnyopiog 2 H411
IMnpeg keipevo twv dnidoewv H kon EUH: BAéne tunqpo 16

AvemOOunNTEG QUOIKOYNMIKES EMOPAGELS, KAODG KUt EMIPAGELS 6TNV 0vOpOTIVY VYEia Ko 610 TEPIfaihov

Amopacn HECH KPioNG EUTEPOYVOUOVEOV KOl OTTOSEIKTIKNG 1GYVOG.

2.2. Zroyeio eTIKETOG

Xapaxtnpiopos copeova pe tov Kavoviopé (EE) Ap. 1272/2008 [CLP]

¥

Ewovoypappata kwvdvovov (CLP)

GHS09
[pogdomomtikn Aé€n (CLP) Do-
AnAdoelg emkvovvomtag (CLP) 1 H411 - To&wd yio Toug VIPOPLOVG OPYUVIGHOVGS, LE HAKPOYPOVIEG EMITTMGELS.
Anidoeig Tpoevraéng (CLP) : P273 - Na anogebyetar n Elevbépmon oto meptairov.

P391 - Maléyte ) yopévn mocdtTa.
P501 - Awdbgomn tov Tepieyopévou/mepléktn o€ onpeio GLAAOYNG emKivaLVEV 1} E18IKOV amofARTmy,
GULPOVO LLE TOVG TOTKOVG, TEPLPEPELOKOVG, £BVIKODS 1/Kkon debveig kavoviopovs.

Zipovon cOpeeva pe: eEapeital 1 ECOTEPIKT CLOKEVOTIN, Ta TEPLEXOUEVA TG omoiag dev vrepPaivouv Ta 10ml
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Dabigatran etexilate impurity B
Agltio Agdopévov Acpaleiog

ovppava pe ov Kavoviopd REACH (EK) 1907/2006 6mog tpomomodnke omd tov Kavoviepo (EE) 2020/878

Agv amarteitol ofjpavon

Agv vdpyovv emmAfov mANpopopieg

TMHMA 3: Z0vOeon/mAnpo@opies Y10 T0 GVGTATIKG,

Ovopa AvayvopoTikog Kodikos | % Kararaén copeova pe v 0dnyia
TPOiOVTOG 1272/2008 EK [CLP]
Ethyl 3-(2-((4-carbamimidoylphenylamino)methyl)-1- - <100 Aquatic Chronic 2, H411

methyl-N-(pyridin-2-yl)-1H-benzo[d]imidazole-5-
carboxamido)propanoate 4-methylbenzenesulfonate

TIMApeg keipevo tov idoewv H ko EUH: BAéne tprpa 16

Aev 1oy0et

TMHMA 4: Métpa npatov fondsiav

Métpa npdTav Pondetdv petd and exaen pe o dEpuo : KoBapiote ™ peyarvtepn dvvarh mocdma okovmilovids ) (kabapd Kot LoAakd amoppoenTikod
mavi).
Métpa tpdTav Pondeidv pnetd amd enapn pe o Lot . Eemhovete to. pdtia pue vepo yuo Aoyoug acpodeiog.

Agv vrdpyovy emmA£ov TANPoPopieg

Aev vrdpyovy emmAfov TANpoPopieg

TMHMA 5: TNV KOTOTOLEUN G TG TUPKO!

KatdAnka péca mopdcPeong : KovBépta nupdcPeong.

Kivdvvog mopkoaryidg © BAéme tpfpa 2.2.

METpa Y100 TNV KOTOTOAEUNGT| TG TUPKOYLHG 1 Xpnowomomote péca Katdofeons KatdAinia yio v TepBUALOVGH TUPKAYLA.

TMHMA 6: ] pinToon axovolug EKAvong

6.1.1. I'a TPOcOTIKO GLIO a6 TO TPOSCMOMUKG EKTUKTIG UVAYKNG

Mérpa éktaxtng ovaykng . Amogevyete kGOe mepirt Ekbeo.

6.1.2. ' dTopo mov TPooPLpovy TPpdTEG Pondsieg

Agv vrdpyovv emmAéov TANpoPopieg
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Dabigatran etexilate impurity B
Agltio Agdopévov Acpaleiog

ovppava pe ov Kavoviopd REACH (EK) 1907/2006 6mog tpomomodnke omd tov Kavoviepo (EE) 2020/878

Agv vdpyovv emmAfov mANpoPopieg

Agv vrdpyovv emmAéov TANpoeopieg

Agv vrdpyovy emmA£ov TANPOPopieg

TMHMA 7: Xeipiopég kon amo0ikevon

Agev vrdpyovy emmAfov TANpoPopieg

Agev vrdpyovy emmAfov TANpoPopieg

TMHMA 8: ‘Eieyyog tng £k0eong/atopiki tpoctacio

8.1.1 EOvikég oprokis Tipég emayyshpotikig £k0gong Kot froloyukés oprokis Tipnég
Agv vrdpyovy emmA£ov TANPoPopieg

8.1.2. ZunieTdpeveg dradikacics Tapakorovdneng

Agv vrdpyovy emmAfov TANpoPopieg

8.1.3. Zympariovrar otoyygia pHTavengs Tov aépa
Agv vrdpyovy emmA£ov TANPoPopieg
8.1.4. DNEL kot PNEC

Agv vrdpyovy emmAfov TANpoPopieg

8.1.5. Tleproyés eréyyon

Agv vrdpyovy emmA£ov TANPoPopieg

8.2.1. Katarinliot pnyovikoi £reyyot

Katarinior pnyovucoi £reyyor:
Awnpiote og kaAd e€aepilopevo xdpo. ZoviBog amarteitor GOGTNHA YEVIKOD UNXoVIKOD £EAEPIGHOD TOV YDPOV.

8.2.2. Atopikdég TPooTaTEVTIKGG EEOTAGHOG

8.2.2.1. TIpocTucio TOV HUTIAV KUL TOV TPOGAHTOV

Agv vrdpyovy emmA£ov TANPOPopieg
8.2.2.2. Ilpootucia d&ppotog
IIpoctocia Tov déppatog:

mod14 epyaoTnpiov

IIpootacia TV xepradvV:
TIpoctatevTikd yavtio

8.2.2.3. IIp06TUGia TOV UVATVEVGTIKAOV 00OV

Agev vrdpyovy emmAov TANpoPopieg

31/01/2023 (Huepopmvia ékdoong) EL (eMnvikd) 3/8



Dabigatran etexilate impurity B
Agltio Agdopévov Acpaleiog

ovppava pe ov Kavoviopd REACH (EK) 1907/2006 6mog tpomomodnke omd tov Kavoviepo (EE) 2020/878

8.2.2.4. Ogppukoi kivovvor

Agev vrdpyovy emmA£ov TANpoPopieg

8.2.3. Opro0étnon ko TapakorovOnon g neprpariiovroroyikig £k0eong o€ Kivovvo

Agv vrdpyovy emmAfov TANpoPopieg

TMHMA 9: ®voikég Ko YNUIKES 1OWOTNTES

Mopon| T Xteped
APDOHO : Mn dwbéopo
Oopny : Mn dwbéopo
10pio oopdv © Mn dwbéoo
onpeio ™éng / meproyn TENG : Mn dwbéopo
Inpeio Téewg © Mn dwbéoo
Inpeio Ppacpod © Mn dwbéoo
Evelektotmnta © Mn dwbéoo
Opra kvdvuvov ekpnéemg T Agv oydet
XapnAotepo 6pio £kpnéng 1 Asvioyoet
Yynhotepo 6pro ékpnéng T Agv oyvet
Inuelo avapredng 1 Asvioyoet
Bgppokpacio avtavapreéng 1 Agvoyvet
Ogppokpacio didonacng : Mn dwbéopo
pH : Mn dwbéopo
Awiopo pH © Mn dwbéoo
1EDOES, Kivepatikog (1) T Agv oyvet
Awdvtoémto : Mn dwbéopo
ZOVTEAEOTIAG KOTAVOUNG OF Helypo N-0KTAVOANG/VEPOL : Mn dwbéopo
(Log Kow)

ITieon atpov © Mn dwbéoyo
ITieon atpod og Beppokpacio 50°C © Mn dwbéoyo
TTvkvotnta © Mn dwbéoyo
ZYETIKN TOKVOTNTOL : Mn dwbéopo
ZyeTikn TokvOTTO 0TUOV 6ToVG 20°C T Agv oyet
Méyebog copatidiov © Mn dwbéoyo

9.2.1. IIAnpo@opics GYETIKA PE TIS KLAGELS UGIKOD KIVdVVOU

Agv vrdpyovy emmAfov TANpoPopieg

9.2.2. AMA0 {OPOKTNPIGTIKA 06QULEING

Agv vrdpyovy emmA£ov TANPOPopieg

TMHMA 10: Xta0gpdtnTo Kol avIidpaoTIKOTNTO

ZtaBepd Vo KAVOVIKEG GUVOTKES.

Aev vrdpyovy emmAfov TANpoPopieg

Kavévag yvootog/-1/-6.

Agv vrdpyovy emmAfov TANpoPopieg
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Dabigatran etexilate impurity B

Agltio Agdopévov Acpaleiog

ovppava pe ov Kavoviopd REACH (EK) 1907/2006 6mog tpomomodnke omd tov Kavoviepo (EE) 2020/878

Kapio og kavovikn xpnon. BAéme tunpa 7.

Ortav Beppaivetat péypt Tov oNUEIOL SIACTOONG, EKTEUTEL EMKIVOVVOVG KUTVOUG.

TMHMA 11: To&wkoroyikég TANPOPOPiES

Oé&ela to&icdmra (amd oTdON0TOC)

Oé&ela to&ucdt o (deppoTikn)

Oé&eia to&icdmra (avamvon)

AGBpmon ko epediopog Tov d€ppatog

ZoPapn opOaipkr BAGPN/epebionog
EvaicOntomoinon tov avomvevotikod 1
gvaicOntomoinon Tov dEppratog

Metarlho&ryéveon YEVWNTIKOV KOTTAP®OV
Koapkwvoyéveon

To&wdTTa Y10 TV OVOTOpOy®YN

Ewwkn to&ikétnta ot Opyava-otoyovg (STOT) —
epanag éxbdeon

Ewwr} to&wdmra oto 6pyava-ctoxovs (STOT) —

T Mn taé&wopnpévog (EArepatikd dedopéva)
© Mn ta&wvopnpévog (EArepatikd dedopéva)
© Mn taé&wvopnpévog (EAreipatikd dedopéva)
© Mn ta&wvopnpévog (EAepatikd dedopéva)
: Mn tag&vopnpévog (EArepatikd dedopéva)
© Mn ta&wopnpévog (EArepatikd dedopéva)

© Mn ta&wopnpévog (EArepatikd dedopéva)
© Mn taé&wopnpévog (EArepatikd dedopéva)
© Mn ta&wvopnpévog (EAepatikd dedopéva)
: Mn tag&vopnpévog (EArepatikd dedopéva)

© Mn ta&wopnuévog (EAhepatikd dedopéva)

gmavelnupévn ékbeon

TIKIVSUVOTNTO 0vappoOPnong T Mn tagwvopnuévog (Advvapior cVAROYNG SESOUEVOV Y10l TEXVIKOVG AOYOUG
E: SUvo 0 M ¢ Ad {0 cuAOYNG dedopé 0G A0

Agv vrdpyovy emmA£ov TANPoPopieg

TMHMA 12: Owo)royikég TANPOQOPIES

Emkivduvo o to vdatvo meptBaiiov, Bpayvrpddecpog : Mn ta&wopnuévog (EAelaticd dedopéva)

(080¢)

Emkivduvo yio to vdativo meptBailov, pakporpoddespog : To&wd yio Tovg VIPOBLOVG OPYOVIGHOVGS, HE HOKPOYPOVIEG EMATOGELS.

(xp6vioc)

Ethyl 3-(2-((4-carbamimidoylphenylamino)methyl)-1-methyl-N-(pyridin-2-yl)-1H-benzo[d]imidazole-5-carboxamido)propanoate 4-
methylbenzenesulfonate

EC50 - Kaprwoedn [1]

‘ 8.8 (OECD Test Guideline 202)

Aev vrdpyovy emmAfov TANpoPopieg

Agv vrdpyovy emmAfov TANpoPopieg

Agev vrdpyovv emmAfov TANpoPopieg

Agv vrdpyovv emmAéov TANpoPopieg

Agv vrdpyovv emmAéov TANpoPopieg

EL (eMnvikd) 51

@
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Dabigatran etexilate impurity B

Agltio Agdopévov Acpaleiog

ovppmva pe tov Kavoviepd REACH (EK) 1907/2006 énwg tpomonomfnke amd tov Kavoviopo (EE) 2020/878

12.7. AdheS 0pVNTIKEG EMTTAOCELS

Agv vrdpyovv emmAéov TANPoPOpieg

TMHMA 13: Ztoiycio oyeTikd pe T 01a0son

13.1. M£60odor enelepyaociog amofijTov

Agv vrdpyovv emmAéov TANpoeopie

TMHMA 14: [TAnpo@opisg 6YeTIKA pE T1 RETAPOPE

Topupovo pe ADR /IMDG / IATA

ADR IMDG IATA
14.1. AprOpoc OHE 1 ap1Opég tavtétnTog
UN 3077 UN 3077 UN 3077

14.2. Oweia ovopacio arostor)sc OHE

TTEPIBAAAONTIKA ETIIKINAYNEX OYZIEX,
XTEPEEZ, E.A.O.

ENVIRONMENTALLY HAZARDOUS
SUBSTANCE, SOLID, N.O.S.

Environmentally hazardous substance, solid, n.o.s.

Heprypagn eyypdov petagopis

UN 3077 IIEPIBAAAONTIKA EITIIKINAYNEX

UN 3077 ENVIRONMENTALLY HAZARDOUS

UN 3077 Environmentally hazardous substance,

OYZXIEZX, XTEPEEX, E.A.O., 9, 111, (-) SUBSTANCE, SOLID, N.O.S., 9, Ill, MARINE solid, n.o.s., 9, Il
POLLUTANT
14.3. Ta&n/-€1g KivdHvov KaTd T PETAQOPA
9 9 9

14.4. Opada cvokevaoiog

14.5. TIep1parhOVTIKI EMKIVOVVOTITO

Emwivduvo yio to mepipdiiov: Now

Emivduvo yio to mepipdirov: Now
MOoAVGHATIKOG TaPAYOVTOG Yot TO VOGTVO
nepdiiov: Nau

Emucivduvo yio to mepifdiiov: Now

Agv vrapyovv emmAéov dobéaipeg TAnpopopieg

14.6. Exdukég Tpo@uAaEELS Y10 TOV (p1OTY

Eniyewo petagopa

Kodwog tagvounons (ADR)

Ewwcés dotaéeg (ADR)
[epropiopéveg mocoteg (ADR)
E&upovpeveg moootnteg (ADR)
Odnyieg ovokevaoiog (ADR)

Ewdwcés dotdéerg ovokevaoiag (ADR)
Awtaéerg pektg ovokevaoies (ADR)

Odmyieg Yo OPNTES FEEAUEVEG KOL EUTOPEVUATOKIPATIOL

x0dnv (ADR)

Ewducéc drotaéers yro popntég deapeveig Kot
gumopevpatokifatio yvdnv (ADR)
Kodwog de&apevng (ADR)

: M7

1 274,335, 375, 601

. 5kg

. El

: P002, IBC08, LP02, RO01
. PP12,B3

: MP10

. T1, BK1, BK2, BK3

. TP33

. SGAV, LGBV

31/01/2023 (Huepopmvia ékdoong)
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Dabigatran etexilate impurity B
Agltio Agdopévov Acpaleiog

ovppmva pe tov Kavoviepd REACH (EK) 1907/2006 énwg tpomonomfnke amd tov Kavoviopo (EE) 2020/878

Oynpa yloe petapopd de&opevig AT
Katmyopia petapopds (ADR) : 3

Ewwég datdéerg yuo  petagpopd - Koro (ADR) © V13
Ewwég datd&erg yuo  petagpopd - Xvdnv (ADR) : VC1,VvC2
Ewwég datda&erg yuo  petapopd - Doptwon, : CV13
eKQOPTOON Kot XEPIoHos (ADR)

ApBv avayvopiong kwvdovov (Képuiep App.) : 90

IMoptokoAi dickot

Kwdwds tepropiopmv yio onpayyes (ADR) Do

petapopd péco Balacong

Ewu mpopreyn (IMDG) 1 274,335, 966, 967, 969
[epropiopéveg mosodtnteg (IMDG) . 5kg

E&aupovpeves mocdtnteg (IMDG) © E1

Odnyieg ovokevaciog (IMDG) : LP02, P002

Ewwés dotaéels ovokevasiog (IMDG) . PP12

Odnyieg ovokevaoiog epumopevpotokiBotiov-dciopevaoy  : 1BCO8

(kddwog IMDG)

Ewwés dortaées IBC (IMDG) : B3

Odnyieg Y de&apevég (IMDG) : BK1,BK2,BK3, T1
Ewwcés dotaéels yua defapevég (IMDG) : TP33

ApOpdc EmS (ITupkoryid) : F-A

ApOpdg EmS (Awappony) © S-F

Katmyopieg poptiov (IMDG) A

Amobnkevon kot xepiopodg (IMDG) © SW23

Evaépro petagopd

PCA E&aupovpeveg mocdmeg (IATA) : El
PCA Tlepropiopéveg mocdmteg (IATA) © Y956
KabBapn péyiom mocdtnta yo mepropiopévn mtocdtnro.  : 30kgG

EMTPETOLEVT Y10 EMPOTIYER AEPOGKAPT KOL YO0

aepookden petapopds poptiov (IATA)

0dnyieg ovokevaoiog ya emPatmyd aepookdon IATA) : 956
Kabapn péyiom mocdtnta yio emPatnyd aepookden : 400kg
Kat ylo oagpookden petapopds eoptiov (IATA)

Odnyieg ovokevaGiog LOVO Y10 0EPOCKAPT LETAPOPAG : 956

poptiov (IATA)

Méyiot oGO Te LETAPOPAG OTOKAELGTIKG OO : 400kg

aepookden petapopds eoptiov (IATA)

Ewwég dotases (IATA) © A97, A158, A179, A197, A215
Kwdwkog ERG (IATA) T 9L

14.7. @ardooreg peta@opég x0onv cdppova pe Tic Tpageig oo IMO

Agev 1oy0et

TMHMA 15: Ztorygio vopoOetikod yopaxtipa

15.1. Kavoviopoi/vopoOeoio 6yeTikd pe TNV 06QarEd, TNV VYEiR KO TO TEPIPGLLOV Yia TNV OVGia 1] TO peiypa
15.1.1. kavovicpoi EE

Mapdaptpe XVII tov REACH (IIpodnoBiceic mepropiopov)

Aev meptrapfavetat oto oapapmmpo XVII tov REACH

Hapapmpa XIV 100 REACH (Katdroyog ad£1060TNn01G)
Aev nepihappaveron oto [Moapapmuo XIV tov REACH (Katdloyog adei0dotnong)

Katdroyog vroynerov ovoidv REACH (SVHC)

Aev teptlapfavetol 6Tov Katdioyo vroyneiev ovcuwv REACH

31/01/2023 (Huepopmvia ékdoong) EL (eMnvicd)
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Dabigatran etexilate impurity B
Agltio Agdopévov Acpaleiog

ovppmva pe tov Kavoviepd REACH (EK) 1907/2006 énwg tpomonomfnke amd tov Kavoviopo (EE) 2020/878

Kavoviopég PIC (EE 649/2012, IIponyovpevn cuvaiveon petd omd evynpépmon)

Aev gpappoletar.
Kavoviopog POP (EE 2019/1021, 'Eppovot opyavikoi pomor)
Aev gpappoletar.
Kavoviopdg mepi e€aobévnong Tov 6Covrog (EE 1005/ 2009)

Aev nepthapfaveton otov Katdroyo ovoldv mov eEacbevitovv to 6lov (Kavoviopog EE 1005/2009)

Kavoviopog mepi ekpnkTik@v tpodpopv ovordv (EE 2019/1148)

Aev Tepiéyer kapia ovoia(eg) mov mephapPavetar(oviat) 6Tov Katdioyo Tpddpopmv ovcimv ekpnktikdv (Kavoviopudg EE 2019/1148 oyetikd pe v epmopio Kot
™ PO TPOSPOL®Y OLGLDV EKPTKTIKDV)

Kavoviopég mepi mpédpopmv oveidv vapkotikav (EK 273/2004)

Aev nepiéyet ovoio(eg) mov mepthapfavetayovat) 6Tov Katdhoyo pddpopmv ovatdv vopkatikdv (Kavoviopog EK 273/2004 oyetucd pe i mpddpopes ovoieg
VOPKOTIKOV)

15.1.2. EOvikég dwotateg
Agv vrdpyovv emmAéov TANpopopieg
15.2. A&woroynon yuikig ocQarelog

Agv vrdpyovv emmAéov TANpopopieg

TMHMA 16: Alheg TAnpo@opisg

Ipeg keipevo ppaocewv H ko EUH:

Aquatic Chronic 2 Emwcivduvo yio to vddtvo meptBaiiov — Xpoviog kivduvog, katnyopiog 2

H411 To&wd Y10 TOVG VIPOPBLOVG OPYAVIGHOVGS, LE HOKPOYPOVIEG EMTTOCELS.

Aghtio Agdopévov Acpaleiog (AAA), EE

ATIOITOTHXEH EY®NHZX Ot mAnpo@opieg mov TePLEYOVTaL 6€ VT TO SEATIO TPOEPYOVTUL 0O TNYEG TIG 0Toieg Dewpovpe agomiotes. [lapdra avtd, divovtol
xopis Kapio eyyonon, pn i &ppntn, yio Ty akpifeid Toug.
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