H O'UGXE'TLO'I‘] TOU K(IT[VOL'J KQlL TNC KCIDKlVOVéVEGnC TOUV
TPOYNAOU TNG UATPAC.

Universitats-frauenklinik Homburg a.d. Saar, Direktor Prof. Dr. Med. Herr Gerhard Basttert,
1986
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Yopkng
A€loloynol: lwavvng Tladétag MD, FRCOG, PhD
2KOTOC

MEAETN TWV EMUTTWOEWY TOU €VEPYOU Kamviopatog, Tou mabntikoU Kamviopatog kol Tou
OTIEPUATOC TWV KATVIOTWY 0€EOUAALKWY OUVTPOPWY OTNV KAPKLVOYEVEDN TOU TPAXHAOU TNG
HATEOG.

Eloaywyn

Elvat Non €upéwg yvwotd amd mMAnBwpa €MLOTNUOVIKWY WEAETWY OTL Ol VEOTAQGCIEC TOU

TPaxNAoU TNG UATPAC OTIWC €MioNn¢ KAl TTOAAWY AAAWV opydvwv TL.X. KOATIOG, atdolo, MpwKTOG,

otopaTiky  KodtnTa KTA.!, 2

(Eckova 1) odellovtal (touldyxlotov oe 0O,TL adopd TIG
SuomAaolec Tou TPaXAAOU TNG UNTPAC) O TTOO0OTO €wC Kal 99,7% ota maboydva oTeAEXN

Tou HPV.? (Ewéva 2).

Primary prevention Secondary prevention (cervical cancer)
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Ewova 1.

! Fonseca-Moutinho J. A. (2011). Smoking and cervical cancer. ISRN obstetrics and gynecology, 2011, 847684.
doi:10.5402/2011/847684 https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3140050/

2 Bosch, F. X,, Lorincz, A., Muioz, N., Meijer, C. J., & Shah, K. V. (2002). The causal relation between human
papillomavirus and cervical cancer. Journal of clinical pathology, 55(4), 244-265. doi:10.1136/jcp.55.4.244
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1769629/

®Jan M. M. Walboomers, Marcel V. Jacobs, M. Michele Manos, F. Xavier Bosch, J. Alain Kummer, Keerti V.
Shah, Peter J. F. Snijders, Julian Peto, Chris J. L. M. Meijer, Nubia Mufioz, Human papillomavirus is a necessary
cause of invasive cervical cancer worldwide, The Journal of Pathology, Volume189, Issuel, September 1999
https://doi.org/10.1002/(SIC1)1096-9896(199909)189:1<12::AID-PATH431>3.0.CO;2-F
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Ewova, 2.

MoA\ol mapayovteg dalvetal va mapepfalvouv otnv KOPKLVOYEVECN TOU TPAXNAOU TNG
unteag, moAlol amd toug omoloug oxetilovtal e Tov Kamvo, LOlwg PE AUEON TOTUKA
KOLPKWOYOVO Spaon KaL TOTUKE AVOCOKATAOTOAR. *

Mdapa MOAAEC HEAETEG KATESELEQV ETIONG OTL TO EVEPYO KATIVIOLA OTN yuvaika f To mabnTtiko
(olkoyevelakod — gpyaclakod mePLBAAAOVY, XWPOL cuvavaoTPoPwV KATL) enMnpedlel o€ LeyANO
TIOCOGTO TNV EUBAVLGL, TNV EEENEL KaL TOV BABUS KAKOHBELAC AUTWVY Twv SUCTAACLLV. > © 7
‘Exel mpoodloplotel  MoOKIAOTpoma  €miong  WOlaltépwe  auénuévn  moocoTnTa  TWwV
VIKOTIVNC/KOTvivng KaBwg Kal AAWY «KOPKLVOYOVWY» TPOLOVIWY Karvou ota olpa, oToV
0po Kal otn BAEévvn tou TpaxnAou tng UNTpag (Table 5) kaBwg emiong KAl oTA TPOOTATIKA
UYPG TOU OTEPUATOC O KATVLOTEC.®

Table 5 Samples of nicotine-cotinine levels in urine, blood and cervical mucus for women smokers and non-smokers

* Fonseca-Moutinho J. A. (2011).

> Winkelstein W Jr. Smoking and cancer of the uterine cervix: hypothesis, AmJ

Epidemiol, 1977, vol. 106 (pg. 257-9) https://www.ncbi.nIm.nih.gov/pubmed/910793

6 Wright NH, Vessey MP, Kenward B, McPherson K, Doll R. Neoplasia and dysplasia of the cervix uteri and
contraception: a possible protective effect of the diaphragm, BrJ Cancer, 1978, vol. 38 (pg. 273-9)
https://www.nature.com/articles/bjc1978198#rightslink

’ Slattery ML, Robinson LM, Schuman KL, French TK, Abbott TM, Overall JC Jr, et al. Cigarette smoking and
exposure to passive smoke are risk factors for cervical cancer, JAMA , 1989, vol. 261 (pg. 1593-8)
https://jamanetwork.com/journals/jama/article-abstract/376684

® Simons AM, Phillips DH, Coleman DV. Damage to DNA in cervical epithelium related to smoking tobacco, Br
Med J, 1993, vol. 306 (pg. 1444-8) https://www.bmj.com/content/306/6890/1444.short
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‘Epguva

H mapovoa €peuva n onola mapouactaletal ya mpwtn ¢opd map’otL EAafe xwpa mpo 30eTiag
kal TAEov (1985-1986 otnv Mavemotnuloky FuvalkoAoyky kot Mateutiky KAwikR tou
Homburg a.d. Saar - Direktor Prof. Dr. Med. Herr Gerhard Basttert), kot elvat pépog pLog
eupLTEPNC ALdakTopLkAG AlatplBnc n omola mapdtl eixe oAokAnpwOel MARPWG KAl ETUTUXWG,
LE pAAloTa TIOAU evlladépovta yla To xpovo Stefaywyng g €épsuvag TYMMEPAIMATA kal
elxye eykplBel 0tO0 GUVOAO TNC Ao Tov eMmIBAEMOVTA EKAEKTO Kal SLOKEKPLUEVO ETlOTrUOVA,
latpo, Epeuvnth) kat AdokaAo tng AuTtikig tote Mepuaviag Professor Herr Dr. Med. Gerhard
Basttert, yla Adyouc mou dev elval tou mapoviog Sev mapoucldotnke dnuooiwg kat dev
Snuoolevtnke BePaiwg emiong mMOTE. 2nuepa, emloTpatevovtag PBéRala kal TA  VEQ
BiBAloypadika Sedouéva kol umod tnv emormtela, emiPAePl kat emipélela tou Opotipou
KaBnyntoUu tou Aplototeheiov Mavemotnuiou Oeooalovikng kou. lwavvn Tladpéta tnv
TApPOUOLAlOUKE KOL EUXOPLOTOUHE TNV Emtotnuovikyy Erucport) te 5™ AteBvolg latpikic
OAupruadog (A.1.O.2. — Mpdedpocg OuodTnog Kabnyntig A.M.O. kog¢ OiAumog Mpappatikoc)
Tpo¢ ToUTO.

H 6An emotnuovikn mpoomndbela amookormnel onwg yivetal epdaveég oto va cUPPBAAEL oTnv
TepALTEPW SLEPEVUVNOL KAL OTOLKELOBETNOL TOU UNXAVLIOPOU auénuévou KvdUvou eudaviong
TwV SUOTIAACLWY TOU KAPK(VOU TOU TpaxnAou TNG UNATPOG KN KATVIOTPLWY YUVOLKWY TIOU
OUMBLWVOUV LE KATIVIOTEC CUVTPOPOUC.

MeAetnBnkav avadpopuikd 1.540 dUAAa voonAeiag (krankenblatter) yuvailkwv ol ormoleg
npoonABav otnv KAwikr pag (Homburg a.d. Saar - 1975-1986), yla TPOANTITIKO €AEYXO
kapkivou (TEXT MAMANIKOAAQY) | mapanéudBnkayv amnd Toug OLKOYEVELOKOUE TOUG LATPOUG
Aoyw TmaBoAoyikoU TEXT MAMANIKOAAOY 1 AOyw OXETIKWYV AAMwWV  €UpUPATWY  Kal
CUMMTWHATWY, yla epalTépw Slayvwol kal Beparmeia katd to (§Lo Xpoviko StaoTnua.

H peBodoloyia mou akoAouBrnBnke mepleAduBave AEMTOUEPN UEAETN TOU YEVIKOU LATPLKOU
LOTOPLKOU UE €UdOOL OTO YUVALKOAOYLKO KAl LALEUTLKO ToloUTo 1.540 yuvalkwy Kal UETEMELTA
N avalAtnol CUUMANPWHATIKWY TIANPodoplwy pEow TNAEDWVNUATWY 1 HE CUUTARPWOL
ypartol epwtnpatoloyiov’ péow Taxudpopelou Kol TEAOC LE TTPOCWITIKEC CUVEVTEVEELC.
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Table 2 Orfgina/ s.tudy questionnaire; lsc;rrrnple (c)

? Study data: age, age at first diagnosis of dysplasia, blood group, menopause, age at first and last childbirth, normal or cesarean births,
number of miscarriages / abortions, methods of contraception (pills or intrauterine diaphragm, etc.), number of erotic partners (> 5 <),
frequency of intercourse per week per age (<25, 25-35, 35-45), number of vaginal / cervical inflammations, diabetes (own, family history,
partner), mother / father / sibling cancer, smoking habits, work-family environment smoking habits, partner smoking habits, age at the
first PAP TEST, cause of diagnosis (simple gynecological examination, preventive check-up after symptoms), years between last PAP TEST
and diagnosis, cancer stage, treatment (surgery, radiation, chemotherapy, cytostatic), relapse.



MeTal OAWV TwV TOPAMAVW TAPAYOVIWY KAl XOPOAKTNPELOTIKWY TOU HEAETHBNKAVY, N
napovoa avadpoULKr LEAETN €0TLAleL onuepa To eviladEpov NG oTnV eudaviol Kat eEEALEL
TwV SUOTIAQCLWY KOL VEOTIAQCLWY TOU TPAXNAOU TNG UATPAC O€ OXEOL UE TO KATVIOMA TNG
dlag aoBevoug, Tou cuvipodou NG, KaBwE KAl Tou eupUTEPOU TIEPLBAAAOVTOG TNG.

AnoteAéopata

2T0 oUvoAo twv 1.540 meputtwoewv aveupebnkav 544 pe maBoAoylKd KUTTAPOAOYLKA
XOPAKTNPLOTIKA (35,32%). Metad tn Sldyvwol kat Bepamneia mopodikwy aANOWOEWY AOYw
dladopwv  odAeypovwy  (KoAmtitdag, tpaxnAltidbag kAm.), oe 112 aocBevelg (20,59%)
SwarmotwBbnkav  Staddpou Babuou nNmiec-avaotpePuec PAaBec €wg kat CIN  1-3
evboemiBnAlakég veomAaolec.

Ano 1o mapanmdvw OSelypa twv 112 acBevwyv, 19 €& autwv avAkav otnv opdda pn
KQIVLOTPLWY  -EVEPYWV ) TABNTIKWV- ONMwe Kal ol Appeveg cuvipodol toug (16,96%), 44
(39.29%) ntav evepyeig kamviotpleg, 22 (19,64%) MaBONTIKEG KATVIOTPLEG (OLKOYEVELOKO —
epyaolako meptBailov) xwplc kamviotr) ouvtpodo kat 27 (24,11%) yuvailkeg pn KamvioTpleg
E KamvioTtr ouvtpodo. (Elkova 3)

11

mild/reversible upto CIN 1-3
intraepithelial lesions
(20.59%)

44 female smokers ““ i
; 3 39.29% \ 27 non-smokers
Findings /

with a2 smoker partner
24.11%

1 9 smoke-free
16.96%

Ewova 3.

Ao Ta mapandvw eupnuata kabiotatal cadrg n ouvepykn emiBAaPng enidpact tou
kamviopatog, o€ omoladnmote popdn Tou, otnv epdaviol kal €EEALEL Twv SUOTIAACLWV-
VEOTIAQOLWV TOU TPAXNAOU TNC HATPAC, KOBWE T MOoooTAd eUdAviong Twv evOoemBnALaKkwy
aAolwoewy elval cadeotata LPNAOTEPA OTLG TPELG TEAEUTALEC OUADEG.

Agebopévou Aoutov Ot Onweg mapandvw Noén  avadépbnke, o HPV elvat n kat
QMOKAELOTIKOTNTA 0XeSOV attia yia tnv epdavion twv Stadopou BapuTnTOG VEOTIAACLWY OTOV
TPEXNAO TNG MATPAC OE TIOCOOTO HEXPL Kat 99,7%™° n cuvepyikn emBAaprc eniSpaot tou

% )an M. M. Walboomers, Marcel V. Jacobs, M. Michele Manos, F. Xavier Bosch, J. Alain Kummer, Keerti V.
Shah, Peter J. F. Snijders, Julian Peto, Chris J. L. M. Meijer, Nubia Mufioz, Human papillomavirus is a necessary
cause of invasive cervical cancer worldwide, The Journal of Pathology, Volume189, Issuel, September 1999
https://doi.org/10.1002/(SICI)1096-9896(199909)189:1<12::AID-PATH431>3.0.C0O;2-F
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karmviopatog a) twv Wilwv yuvalkwy B) tou mepBAANOVTOC KOl Y) TOU KATVIOUOTOC TOU
ouvtpodou, S€ov Onwe Mepaltépw avalntnBel kat anodobel otn pelwol TNG AVTOAUUVAG KAl
avooiag YeVIKOTEpA Tou avBpwrivou opyaviopol Kal elSIKOTEPA TOU TPAXAAOU TNG UATEAC,
€V OPEL TNC QVILLETWTILONG TWV auénuévwy ETMESWY VIKOTIVNG/KOTWVivNG Kal AoUwy
EMPAAPBWY TTAPAYOVTWY TOU KAmvou TIoU Katd omolodnmote Tpomo evdoyevwg ¢Bavouv n
efwyevwg evamotiBevral (oefovaAikn emadr KAmMVIOTWV ouvipodwyv) Kat embpolv wg
QVWTEPW APVNTIKE OTO TPoXNALKS emBrAo™.

uumEepaopaTa

Ev 0eL Tou yeyovotog otL ol Stadopou Babpou evdoemiBnAlakég Suomhacieg kal o Kapkivog
TOU TPAXNAOU TNG UATPAC amodidovTal otnv KapKlvoyovo emidpact Tou ol Twv
kKovOUAWUATWY (HPV) oxeddV amokAELOTIKA, O LNXAVIOUOC aUENoNC TWV TOCOOTWY
eUPaVIoEWS TWV AVWTEPW VEOTIAACLWY OE YUVAIKEG TTOU TEAOUV UTIO TNV eMidpact evepyou N
nadntikou kamviopatog twv Wiwv A Tou cuvtpodou toug, dev umopel va anodobel oe dueon
KAPKLVOYOVO ETOPAOL TNC VIKOTIVNG Kol GAAWY TTPOLOVTWY Kamviopatog aAAd otn pelwaot Ttng
QUTOAMUVAC TOU TPAXNAOU, KOBLOTWVTAGS TOV MEPLOCOTEPO EVAAWTO OTNV KAPKLVOYOVO
dotnta mou dlabetel o HPV, Wblaltepa ot auénuévnc maboyovou Spaonc turmol 16 kat 18.
Kat” avtiotolxia mpokUTTEL TEPALTEPW TO EPWTNHUA KATA TTOoov Ba rTo duvatov va
OUOXETLOTEL N epddvion duomAaclwy oto avopLkod LOPLO [N KATIVIOTWY appEVWY CUVTPODWV
oTav auTo £pXeTal 0€ emadn UE T TPaxNALKA LyPA Bapéwc Kamvi{OTwy BNAEwY cuvTpoOPwV.

Epwtnol 1. YIdpyeL MOCOTIKY CUCXETLOL LETAEY aplBOL OlyapéTwy nuepnoiwg (tng tolag acBevolg n
ToU ouvipoddou tNG) 1 Babuol €kBeong oto MABNTIKO KATVIoHA KAl BapltnTag TwWV TPAXNALKWY

OAAOLWOEWV/VEOTIAQCLWY TOU TpaxAAou;

Anavinol Yrapyel BeTIK CUCYETIOL UE YEWUETPLKN HOALOTA TTPO060. ‘000 peyoAlTepn n €kBeot oto
KATVLOPA (TTOOOTIKN 1 XPOVLKN) TO0O aUEAVEL N cUXVOTNTA Kal BapUTNTA TWV AAAOLWOEWV.

Epwtnol 2. Y& maykooulo emninedo umdpyouv Sladopég 6cov adopd TNV Katavour Twv Stadopwv

TUTIWV TOU LoV TwV KovOUAwUATWY (HPV);

1 , (2006), Carcinoma of the cervix and tobacco smoking: Collaborative reanalysis of individual data on 13,541
women with carcinoma of the cervix and 23,017 women without carcinoma of the cervix from 23
epidemiological studies. Int. J. Cancer, 118: 1481-1495. doi:10.1002/ijc.21493
https://onlinelibrary.wiley.com/doi/full/10.1002/ijc.21493
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Andvtnol Ymapxouv onuavtikeég Sladopég 6oov adopd TNV yewypadlkn Katavour tTwv Stapopwv
TOTwv HPV. Ztnv umo-Zaxapla Adplk T TOCOOTA Yevikotepa HPV Aoluwéng eival ouykplTika
auénuéva oe oxéol pe tnv Eupwrnn. H entl pépoug be ouyvotnta to HPV 16 m.y. ival upnAotepn oTLg
Eupwrnaieg yuvaikeg (p=0.0002) amd o6tL o aMouc uPnAol kwdlvou HPV. H katavoun Twv
Sladopwy TUMwY HPV otn Nota Apepikn ad etépou KupalveTal LeETagy auTwy TNS Eupwmng Katl Twv
UTTO-ZoAPLWY Xwpwv. Metafl Oe twv Sladdpwy xwpwv/meploxwv ™G Aclag umapxel HeydAn
srspovévaalz.

(Eyw kamvilw euxapiotwg)

2 prGm Clifford, PhD, S Gallus, ScD, R Herrero, MD, N Mufioz, MD, PJF Snijders, PhD, S Vaccarella, ScD,
Worldwide distribution of human papillomavirus types in cytologically normal women in the International
Agency for Research on Cancer HPV prevalence surveys: a pooled analysis, VOLUME 366, ISSUE 9490, P991-
998, SEPTEMBER 17, 2005 https://doi.org/10.1016/50140-6736(05)67069-9
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Correlation between cervical carcinogenesis and
tobacco use by sexual partners.

Universitats-frauenklinik Homburg a.d. Saar, Direktor Prof. Dr. Med. Herr Gerhard Basttert, 1986
Written by: Apostolos G. Siokos MD, MS, OB/GYN
Literature review/Summary presentation by: Olga Siokou — Siova, MA, MS, New York University
Reviewed by: loannis Tzafetas MD, FRCOG, PhD
Good evening ladies and gentlemen.
A small introduction before we move forward with this research presentation.

This research was conduced more than 3 decades ago as part of a much broader Doctorate
thesis at the University of Homburg a.d. Saar by Dr Siokos, that even though was fully
concluded successfully and included groundbreaking results and conclusions for that time
and was supervised by the highly esteemed Direktor Prof. Dr. Med. Herr Gerhard Basttert,
however the research was not publicly published until today. Today, with updated academic
references and under the review and guidance of Dr. Tzafetas of the University of Aristotle
University of Thessaloniki, we have the opportunity to present it and for this allow me to
thank the committee of the conference.

Today we will be examining only the component dedicated to the correlation between
cervical carcinogenesis and tobacco use.

The reason we are presenting this part of the research today is mainly because the study,
even if conducted in 1986, remains very much relevant and timely and we hope the
presentation will stimulate, reinforce and encourage further research on this direction and
especially on the increased risk of cervical cancer in non-smoking women living with smoking
partners.

Dr. Siokos and Dr. Tzafetas will be available for questions and clarifications during the short
discussion window right after.

Purpose

Investigating the effects of active smoking, passive smoking and semen of tobacco smoking
sexual partners on the carcinogenesis of uterine cervix.



Introduction

It is now well-established that persistence of Human Papillomavirus (HPV) infection is the
strongest epidemiologic factor associated with intraepithelial neoplasia and cancer of
cervixB, 14 35 well as in other related locations such as in the vagina, vulva, anus, oral cavity,

etc. A 1999 study indicates that the worldwide HPV prevalence in cervical carcinomas is 99-7

15
per cent.
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Figure

 Fonseca-Moutinho J. A. (2011). Smoking and cervical cancer. ISRN obstetrics and gynecology, 2011, 847684.
doi:10.5402/2011/847684 https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3140050/

14 Bosch, F. X., Lorincz, A., Muioz, N., Meijer, C. J., & Shah, K. V. (2002). The causal relation between human
papillomavirus and cervical cancer. Journal of clinical pathology, 55(4), 244—-265. doi:10.1136/jcp.55.4.244
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1769629/

> jan M. M. Walboomers, Marcel V. Jacobs, M. Michele Manos, F. Xavier Bosch, J. Alain Kummer, Keerti V.
Shah, Peter J. F. Snijders, Julian Peto, Chris J. L. M. Meijer, Nubia Mufioz, Human papillomavirus is a necessary
cause of invasive cervical cancer worldwide, The Journal of Pathology, Volume189, Issuel, September 1999
https://doi.org/10.1002/(SIC1)1096-9896(199909)189:1<12::AID-PATH431>3.0.CO;2-F
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Multiple factors seem to intervene on cervical carcinogenesis, many of them related to
tobacco, especially by direct local carcinogenic effect and local immunosuppression.*®

Many studies have also shown that active or passive smoking in women (family-work
environment, meeting places, etc.) greatly affects the occurrence, progression and degree of
malignancy of carcinogenesis. * 18 1°

Furthermore, particularly increased levels of nicotine and cotinine in the cervical mucus and
prostate sperm fluids as well as the urinary cotinine:creatinine ratios in smokers and passive
smokers? indicate that tobacco constituents do indeed reach the uterine cervix and lead to
increased modification of DNA in the cervical epithelium, suggesting biochemical evidence
consistent with smoking as a cause of cervical cancer.”

Table 1 Samples of nicotine-cotinine levels in urine, blood and cervical mucus for women smokers and non-smokers

The research presented today, though it took place over 30 decades ago (1985-1986 at the
University Gynecological and Obstetric Clinic of Homburg ad Saar), we hope will serve as a

'® Fonseca-Moutinho J. A. (2011).

7 Winkelstein W Jr. Smoking and cancer of the uterine cervix: hypothesis, Am J

Epidemiol, 1977, vol. 106 (pg. 257-9) https://www.ncbi.nlm.nih.gov/pubmed/910793

18 Wright NH, Vessey MP, Kenward B, McPherson K, Doll R. Neoplasia and dysplasia of the cervix uteri and
contraception: a possible protective effect of the diaphragm, BrJ Cancer, 1978, vol. 38 (pg. 273-9)
https://www.nature.com/articles/bjc1978198#rightslink

19 Slattery ML, Robinson LM, Schuman KL, French TK, Abbott TM, Overall JC Jr, et al. Cigarette smoking and
exposure to passive smoke are risk factors for cervical cancer, JAMA , 1989, vol. 261 (pg. 1593-8)
https://jamanetwork.com/journals/jama/article-abstract/376684

*Sasson IM, Haley NJ, Hoffmann D, Wynder EL, Hellberg D, Nilsson S. Cigarette smoking and neoplasia of the
uterine cervix: smoke constituents in cervical mucus [letter], N EnglJ Med , 1985, vol. 312 (pg. 315-6)
https://europepmc.org/abstract/med/3965965

*! Simons AM, Phillips DH, Coleman DV. Damage to DNA in cervical epithelium related to smoking tobacco, Br
Med J, 1993, vol. 306 (pg. 1444-8) https://www.bmj.com/content/306/6890/1444.short
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reminder and contributing factor for further examination of the increased risk of cervical

cancer in non-smoking women living with smoking partners?.

Study

The study analyzed a total of one thousand five-hundred and forty (1,540) medical history
sheets (krankenblatter) of women aged from eighteen to seventy-four (18-74) years old that
were admitted, treated, examined (PAP TEST) or referred for further tests by their family
physicians to the Homburg ad Saar Clinic between 1975-1986.

The study evaluated the general medical history of the 1,540 women with a special focus on
gynecological and obstetric related data and gathered additional information from patients
through written questionnaires23 completed via phone, mail or personal interviews.
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Table 2 Original study questionnaire sample (c)

As you can see there was a wide range of indicators and data studied during the research,
however, our current presentation and discussion will focus on the development of cervical
neoplasms in women, examining results from three different study groups: smokers, passive-
smokers and women with smoking sexual partners.

Results

Five hundred and forty-four cases (544) out of the overall study sample of one thousand five-
hundred and forty (1,540) women, were identified as cases with pathological cell
abnormalities (35.32%).

2 Shinkan Tokudome, Semen of Smokers and Cervical Cancer Risk, JNCI: Journal of the National Cancer
Institute, Volume 89, Issue 1, 1 January 1997, Pages 96—97, https://doi.org/10.1093/jnci/89.1.96

2 Study data: age, age at first diagnosis of dysplasia, blood group, menopause, age at first and last childbirth, normal or cesarean births,
number of miscarriages / abortions, methods of contraception (pills or intrauterine diaphragm, etc.), number of erotic partners (> 5 <),
frequency of intercourse per week per age (<25, 25-35, 35-45), number of vaginal / cervical inflammations, diabetes (own, family history,
partner), mother / father / sibling cancer, smoking habits, work-family environment smoking habits, partner smoking habits, age at the
first PAP TEST, cause of diagnosis (simple gynecological examination, preventive check-up after symptoms), years between last PAP TEST
and diagnosis, cancer stage, treatment (surgery, radiation, chemotherapy, cytostatic), relapse.
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Following diagnosis and treatment of transient lesions due to various inflammations
(vaginitis, cervicitis etc.) one hundred and twelve (112) cases (20.59%) showed varying
degrees of mild/reversible up to CIN 1-3 intraepithelial lesions.

From the above sample of one hundred and twelve 112 cases, nineteen cases (19) were smoke
free women who never smoked themselves, were not exposed to passive smoking and had
non-smoker partners (16.96%). Forty-four (44) cases (39.29%) were female smokers, twenty-
two (22) cases (19.64%) were women exposed to regular passive smoking (family-work
environment) with a smoke-free partner and twenty-seven (27) cases (24.11%) were women
non-smokers with a smoker partner.

1120

mild/reversible up to CIN 1-3
intraepithelial lesions
(20.59%)

/ \ N
44 female smokers / \
39.29% { \ 27 non-smokers
J \

with a smoker partner
24.11%

i

1 9 smoke-free
16.96%

From the above findings, intraepithelial lesions were found to be higher (and with a

Figure

progressive malign ratio) on the study groups that were associated with tobacco use either
active or passive and therefore, the synergistic harmful effect of smoking, progressively from
passive smokers to active smokers, is clearly evident on the occurrence and progression of
cervical malignancies.

As already mentioned above, the presence of HPV has been widely proven to be almost
exclusively the cause of different degrees of neoplasia in the cervix for more than 99,7% of
cervical carcinogenesis®*. However, the harmful effects of a) active smoking, b) passive
smoking and c) the exposure to tobacco constituents through an active smoker partner, in
women, should be sought and possibly attributed to the catalytic reduction of cervical self-
defense and overall cervical immunity disruption which eventually results to the exposure of
cervix to elevated levels of nicotine-cotinine and cancer-causing chemicals related to
smoking. Therefore these factors may work together with certain types of HPV limiting the

* Jan M. M. Walboomers, Marcel V. Jacobs, M. Michele Manos, F. Xavier Bosch, J. Alain Kummer, Keerti V.
Shah, Peter J. F. Snijders, Julian Peto, Chris J. L. M. Meijer, Nubia Mufioz, Human papillomavirus is a necessary
cause of invasive cervical cancer worldwide, The Journal of Pathology, Volume189, Issuel, September 1999
https://doi.org/10.1002/(SICI)1096-9896(199909)189:1<12::AID-PATH431>3.0.C0O;2-F



https://doi.org/10.1002/(SICI)1096-9896(199909)189:1%3c12::AID-PATH431%3e3.0.CO;2-F

natural ability of the cervix to defend against carcinogenesis and therefore increase the
likelihood of developing cancer®.

Conclusion

Since the almost exclusively cause of cervical neoplasms is due to the presence and
carcinogenic activity of HPV, the harmful/synergistic effect of smoking, passive smoking and
partner smoking cannot be attributed to the direct carcinogenic effect of nicotine but to the
overall damage of the immune system as well as the reduction of cervical self-defense
making it more vulnerable to the carcinogenic nature of HPV, in particular the increased
pathogenic types 16 and 18.

Lastly, another potential correlation that could be further examined is the potential effects of
tobacco constituents in cervical fluids of women smokers on the self-defense system of the

male reproductive system of non-smoker male partners.

2 , (2006), Carcinoma of the cervix and tobacco smoking: Collaborative reanalysis of individual data on 13,541
women with carcinoma of the cervix and 23,017 women without carcinoma of the cervix from 23
epidemiological studies. Int. J. Cancer, 118: 1481-1495. doi:10.1002/ijc.21493
https://onlinelibrary.wiley.com/doi/full/10.1002/ijc.21493
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Questions:

Is there a correlation between the frequency/level of smoking / level of exposure to smoking
and the degree/severity of the malignant lesions?

There is a positive correlation with even geometric progress. The higher the exposure to
smoking (quantitative or temporal), the greater the frequency and severity of the lesions.

Are there noticeable differences in the incidence of intraepithelial lesions in relation to HPV
viruses found in different regions of the world? %

There are significant differences in the geographical distribution of different types of HPV. In
sub-Saharan Africa the rates of HPV infection are comparatively higher than in Europe. The
sub-frequency of HPV 16 e.g. is higher in European women (p = 0.0002) than other high-risk
HPVs. The distribution of different types of HPV in South America, on the other hand, varies
between those in Europe and the sub-Saharan countries. There is a great deal of
heterogeneity between the various Asian countries / regions as well?’.

26 Maraga, B., Lataifeh, I., Otay, L., Badran, O., Qutaiba Nouri, Y., Issam, I., & Al Hussaini, M. (2017). Prevalence
of Abnormal Pap Smears: A Descriptive Study from a Cancer Center in a Low-Prevalence Community. Asian
Pacific journal of cancer prevention: APJCP, 18(11), 3117-3121. doi:10.22034/APJCP.2017.18.11.3117
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5773800/

”’ Dr GM Clifford, PhD, S Gallus, ScD, R Herrero, MD, N Mufioz, MD, PJF Snijders, PhD, S Vaccarella, ScD,
Worldwide distribution of human papillomavirus types in cytologically normal women in the International
Agency for Research on Cancer HPV prevalence surveys: a pooled analysis, VOLUME 366, ISSUE 9490, P991-
998, SEPTEMBER 17, 2005 https://doi.org/10.1016/50140-6736(05)67069-9
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H cuoY£TLOL TOU KAmvoUu KAl ThC KOPKLVOYEVEGNC TOU TPpaxNAOU TNG LNTPAC.

Universitats-frauenklinik Homburg a.d. Saar, Direktor Prof. Dr. Med. Herr Gerhard Basttert,
1986

‘Epeuva: Anéotolog M. Ziwkog MD, MS, OB / GYN

BiBAoypadikn ‘Epsuva / Mapouciaot: ‘OAya Zwwkou — 216Ba , MA, MS, Mavenotrpo g Néag
Yopkng

A€loloynot: lwavvng TZadétag MD, FRCOG, PhD

2KOTIOG

MEeAETN TWV ETMTWOEWY TOU €VEPYOU KATVIOUATOC, TOU mabnTikol KATVIoUOTOC KAl TOU
OTIEPUATOC TWV KATIVIOTWY OEEOUOALKWY OUVTPOPWY TNV KAPKIVOYEVEDT TOU TPAXHAOU TNG
UATEOG.

Eloaywyn

Elvat Non €upéwg yvwotd amd mMAnBwpa €MLOTNUOVIKWY UEAETWY OTL Ol VEOTAQGCIEC TOU
TPaxNAOU TNG UATPAC OTIWC €MioNn¢ KAl TTOAAWY GAAWV opydvwv TL.X. KOATIOG, atdolo, TpwKTOG,

2 (Ewdva 1) odelovtal (TOUAGXLOTOV Ot O,TL adopd TIC

OTOpATKA  KoAdTNTAL KTA. %,
SuomAaolec Tou TPaXAAOU TNG UNTPAC) 0 TTOO0OTO €wC Kal 99,7% ota maboydva oTeAEXN

tou HPV. *° (Ewdva 2).

Primary prevention ary pr ion (cervical
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in HPV vaccine
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VIN —> Vulval cancer

Anogenital warts Anogenital warts
AIN —> Anal cancer AIN —> Anal ¢

Ewova 1.

*® Fonseca-Moutinho J. A. (2011). Smoking and cervical cancer. ISRN obstetrics and gynecology, 2011, 847684.
doi:10.5402/2011/847684 https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3140050/

2 Bosch, F. X., Lorincz, A., Muioz, N., Meijer, C. J., & Shah, K. V. (2002). The causal relation between human
papillomavirus and cervical cancer. Journal of clinical pathology, 55(4), 244-265. doi:10.1136/jcp.55.4.244
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1769629/

% Jan M. M. Walboomers, Marcel V. Jacobs, M. Michele Manos, F. Xavier Bosch, J. Alain Kummer, Keerti V.
Shah, Peter J. F. Snijders, Julian Peto, Chris J. L. M. Meijer, Nubia Mufioz, Human papillomavirus is a necessary
cause of invasive cervical cancer worldwide, The Journal of Pathology, Volume189, Issuel, September 1999
https://doi.org/10.1002/(SIC1)1096-9896(199909)189:1<12::AID-PATH431>3.0.CO;2-F
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Ewova, 2.

MoA\ol mapayovteg dalvetal va mapepfalvouv otnv KOPKLVOYEVECN TOU TPAXNAOU TNG
unteag, moAlol amd toug omoloug oxetilovtal e Tov Kamvo, LOlwg PE AUEON TOTUKA
KOPKLVOYOVO SpAon KAt TOTIKF) 0VOGOKOTOOTOAN. >

Mdapa MOAAEC HEAETEG KATESELEQV ETIONG OTL TO EVEPYO KATIVIOLA OTN yuvaika f To mabnTtiko
(olkoyevelakod — gpyaclakod mePLBAAAOVY, XWPOL cuvavaoTPoPwV KATL) enMnpedlel o€ LeyANO

TIOCOGTO TV EUBAVLAL, TNV EEENEL KaL TOV BABUS KAKOHBELAC AUTWV Twv SuoThaoLwyv. 22 32 3

1

Exel mpoodloplotel  mMoOlkIAOTpoma  €miong  WOlatépwe  auénuévn  moocotnTa  TWV
VIKOTIVNC/KOTvivng KaBwg Kal AAWY «KOPKLVOYOVWY» TPOLOVIWY Karvou ota olpa, oToV
0po Kal otn BAEévvn tou TpaxnAou tng UNTpag (Table 5) kaBwg emiong KAl oTA TPOOTATIKA
UYPG TOU OTEPUATOC OE KATIVLOTEC. >

Table 5 Samples of nicotine-cotinine levels in urine, blood and cervical mucus for women smokers and non-smokers

‘Epguva

*' Fonseca-Moutinho J. A. (2011).

32 Winkelstein W Jr. Smoking and cancer of the uterine cervix: hypothesis, Am J

Epidemiol, 1977, vol. 106 (pg. 257-9) https://www.ncbi.nIm.nih.gov/pubmed/910793

3 Wright NH, Vessey MP, Kenward B, McPherson K, Doll R. Neoplasia and dysplasia of the cervix uteri and
contraception: a possible protective effect of the diaphragm, BrJ Cancer, 1978, vol. 38 (pg. 273-9)
https://www.nature.com/articles/bjc1978198#rightslink

3 Slattery ML, Robinson LM, Schuman KL, French TK, Abbott TM, Overall JC Jr, et al. Cigarette smoking and
exposure to passive smoke are risk factors for cervical cancer, JAMA , 1989, vol. 261 (pg. 1593-8)
https://jamanetwork.com/journals/jama/article-abstract/376684

% Simons AM, Phillips DH, Coleman DV. Damage to DNA in cervical epithelium related to smoking tobacco, Br
Med J, 1993, vol. 306 (pg. 1444-8) https://www.bmj.com/content/306/6890/1444.short



https://www.ncbi.nlm.nih.gov/pubmed/910793
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https://www.bmj.com/content/306/6890/1444.short

H mapovoa €peuva n onola mapouastdletal ya mpwtn dopd map’otL éAafe xwpa mpo 30eTiag
kal mA€ov (1985-1986 otnv Mavermotnuloakr FuvalkoAoyky kat Mateutiky KAwikn tou
Homburg a.d. Saar - Direktor Prof. Dr. Med. Herr Gerhard Basttert), kol elvat pépog pLog
euplTEPNC AdakToplkAG AlatplBnc n omola mapdtl eixe oAokAnpwOel MARPWG KAl EMUTUXWG,
LE pAAloTa TIOAU evlladépovta yla To xpovo Sletaywyng g €psuvag TYMMEPAIMATA kal
elye eykplBel otO0 oUVOAO TNC Ao ToV eMIBAEMOVTA EKAEKTO Kal SLaKEKPLUEVO ETLoTruova,
latpo, Epeuvnth) kat AdokaAo tng Autikig tote Mepuaviag Professor Herr Dr. Med. Gerhard
Basttert, yla Adyouc mou Sev elval tou mapoviog Sev mapoucldotnke dnuoociwg kat dev
dnuootevtnke PePaiwg emiong moté. Inuepa, emioTpatevovtag BERala Kal T VEQ
BiBAloypadika Sedouéva kol umod tnv emormtela, emiPAePl kat emipélela tou Opotipou
KaBnyntotu tou Aplototeheiov Mavemotnuiov Oeocoalovikng kou. lwdavvn Tladéta tnv
TAPOUOLAlOUIE KoL EUXOPLOTOUHE TNV Emtotnuovikyy Emucport) tg 5™ AteBvolg latpikic
OAupruadog (A.1.O.2. — Mpdedpoc OuodTnog Kabnyntig A.M.O. kog¢ OiAutnog Mpappatikoc)

TpOC ToUTO.

H 6An emwotnuovikn mpoomnadbela anookormnel onwg yivetal epdaveég oto va cUPBAAEL otnv
TEpALTEPW SLEPEVUVNOL KAL OTOLKELOOETNOL TOU UNXAVLIOPOU auénuévou KvdUvou epdaviong
TWV SUOTIAACLWY TOU KAPK(VOU TOU TpaxAAou TNG UNATPOG KN KOATVIOTPLWY YUVOLKWY TIOU

OUMBLWVOUV LE KATVIOTEG CUVTPOPOUGC.

MeAetnBnkav avadpopikd 1.540 dUAAa voonAeiag (krankenblatter) yuvailkwv ol ormoleg
npoonABav otnv KAwikr pac¢ (Homburg a.d. Saar - 1975-1986), yla TPOANTITIKO €AEYXO
kapkivou (TEXT MAMANIKOAAQY) | mapanéudOnkav amd Toug OLKOYEVELOKOUC TOUG LOTPOUG
Aoyw maboAoyikoU TEXT MAMANIKOAAOY 1 AOyw OXETIKWY AAMwWV  €UpUPATWY  Kal
CUMMTWHATWY, yla epalTépw Slayvwol kal Beparmeia katd to (5Lo Xpoviko Staotnua.

H peBodoloyia mou akoAouBnBnke mepleAduBave AEMTOUEPN UEAETN TOU YEVIKOU LATPLKOU
LOTOPLKOU UE €UdOOL OTO YUVALKOAOYLKO KAl LALEUTLKO ToloUTo 1.540 yuvalkwy Kal UETETELTA
N avalAtnol CUUMANPWHATIKWY TIANPOGOPLWY HECW TNAEPWVNUATWY 1 HE OCUUTARPWOL
yparttol epwtnuatoloyiou® HEow TaxuSpopelou Kot TENOG UE TIPOOWTTLKEG OUVEVTEVEELG.
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Table 2 ériginal sfudy queéfionna}fé sample (c)

3 Study data: age, age at first diagnosis of dysplasia, blood group, menopause, age at first and last childbirth, normal or cesarean births,
number of miscarriages / abortions, methods of contraception (pills or intrauterine diaphragm, etc.), number of erotic partners (> 5 <),
frequency of intercourse per week per age (<25, 25-35, 35-45), number of vaginal / cervical inflammations, diabetes (own, family history,
partner), mother / father / sibling cancer, smoking habits, work-family environment smoking habits, partner smoking habits, age at the
first PAP TEST, cause of diagnosis (simple gynecological examination, preventive check-up after symptoms), years between last PAP TEST
and diagnosis, cancer stage, treatment (surgery, radiation, chemotherapy, cytostatic), relapse.



MeTal OAWV TwV TOPAMAVW TAPAYOVIWY KAl XOPOAKTNPELOTIKWY TOU HEAETHBNKAVY, N
napovoa avadpoULKr LEAETN €0TLAleL onuepa To eviladEpov NG oTnV eudaviol Kat eEEALEL
TwV SUOTIAQCLWY KOL VEOTIAQCLWY TOU TPAXNAOU TNG UATPAC O€ OXEOL UE TO KATVIOMA TNG
dlag aoBevoug, Tou cuvipodou NG, KaBwE KAl Tou eupUTEPOU TIEPLBAAAOVTOG TNG.

AnoteAéopata

2T0 oUvoAo twv 1.540 meputtwoewv aveupebnkav 544 pe maBoAoylKd KUTTAPOAOYLKA
XOPAKTNPLOTIKA (35,32%). Metad tn Sldyvwol kat Bepamneia mopodikwy aANOWOEWY AOYw
dladopwv  odAeypovwy  (KoAmtitdag, tpaxnAltidbag kAm.), oe 112 aocBevelg (20,59%)
SwarmotwBbnkav  Staddpou Babuou nNmiec-avaotpePuec PAaBec €wg kat CIN  1-3
evboemiBnAlakég veomAaolec.

Ano 1o mapanmdvw OSelypa twv 112 acBevwyv, 19 €& autwv avAkav otnv opdda pn
KQIVLOTPLWY  -EVEPYWV ) TABNTIKWV- ONMwe Kal ol Appeveg cuvipodol toug (16,96%), 44
(39.29%) ntav evepyeig kamviotpleg, 22 (19,64%) MaBONTIKEG KATVIOTPLEG (OLKOYEVELOKO —
epyaolako meptBailov) xwplc kamviotr) ouvtpodo kat 27 (24,11%) yuvailkeg pn KamvioTpleg
E KamvioTtr ouvtpodo. (Elkova 3)

11

mild/reversible upto CIN 1-3
intraepithelial lesions
(20.59%)

44 female smokers ““ i
; 3 39.29% \ 27 non-smokers
Findings /

with a2 smoker partner
24.11%

1 9 smoke-free
16.96%

Ewova 3.

Ao Ta mapandvw eupnuata kabiotatal cadrg n ouvepykn emiBAaPng enidpact tou
kamviopatog, o€ omoladnmote popdn Tou, otnv epdaviol kal €EEALEL Twv SUOTIAACLWV-
VEOTIAQOLWV TOU TPAXNAOU TNC HATPAC, KOBWE T MOoooTAd eUdAviong Twv evOoemBnALaKkwy
aAolwoewy elval cadeotata LPNAOTEPA OTLG TPELG TEAEUTALEC OUADEG.

Agebopévou Aoutov Ot Onweg mapandvw Noén  avadépbnke, o HPV elvat n kat
QMOKAELOTIKOTNTA 0XeSOV attia yia tnv epdavion twv Stadopou BapuTnTOG VEOTIAACLWY OTOV
TPEXNAO TNG MATPAC OE TIOCOOTO HEXPL Kat 99,7%, n cuvepyikn emBAaBnc emiSpaoct tou

* Jan M. M. Walboomers, Marcel V. Jacobs, M. Michele Manos, F. Xavier Bosch, J. Alain Kummer, Keerti V.
Shah, Peter J. F. Snijders, Julian Peto, Chris J. L. M. Meijer, Nubia Mufioz, Human papillomavirus is a necessary
cause of invasive cervical cancer worldwide, The Journal of Pathology, Volume189, Issuel, September 1999
https://doi.org/10.1002/(SICI)1096-9896(199909)189:1<12::AID-PATH431>3.0.C0O;2-F
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karmviopatog a) twv Wilwv yuvalkwy B) tou mepBAANOVTOC KOl Y) TOU KATVIOUOTOC TOU
ouvtpodou, S€ov Onwe Mepaltépw avalntnBel kat anodobel otn pelwol TNG AVTOAUUVAG KAl
avooiag YeVIKOTEpA Tou avBpwrivou opyaviopol Kal elSIKOTEPA TOU TPAXAAOU TNG UATEAC,
€V OPEL TNC QVILLETWTILONG TWV auénuévwy ETMESWY VIKOTIVNG/KOTWVivNG Kal AoUwy
EMPAAPBWY TTAPAYOVTWY TOU KAmvou TIoU Katd omolodnmote Tpomo evdoyevwg ¢Bavouv n
efwyevwg evamotiBevral (oefovaAikn emadr KAmMVIOTWV ouvipodwyv) Kat embpolv wg
QVWTEPW APVNTIKE OTO TPOXNALKS emBAAL™.

uumEepaopaTa

Ev 0Uel Tou yeyovotog oTL ot Stadopou Babpol evboemiBnAlakég SUOTIAACLEC KAL O KAPKIVOG
TOU TpaxnAou TNC HATPAC amodidovial OtV KapKLvoyovo emidpact Tou U Twv
kovOuAwuatwy (HPV) oxebdv amokAELOTIKA, O MNXAVIOUOG auénong Twv TOCOOTWY
eUdPaviceEwS TWV AVWTEPW VEOTIAACLWY OE YUVALKEC TTOU TEAOUV UTIO TNV eMidpact evepyou 1
nadntikoL kamviopatog Twy Wiwv 1 Tou ocuvtpddou toug, dev umopel va anodobel oe dueon
KOPKLYOYOVO eMiOpact TNC VIKOTIVNE Kat GAAWY TIPOLOVTWY Kamviopatog alAd otn pelwot g
QUTOAUUVAC TOU TPAXNAOU, KABLOTWVTAG TOV TEPLOOOTEPO EUAAWTO OTNV KAPKLVOYOVO
WSotnta nou dlabetel o HPV, Slaitepa ol avénuévng naboyovou Spdong tumol 16 kal 18.
Kot avtiotolyla mPOKUTITEL TEPALTEPW TO €pWINUA KaTtd mocov Ba rto Suvatdv va
OUOXETLOTEL N epdavion SuomAaclwy 0To avOpLKO LOPLO N KATIVIOTWY OPPEVWY CUVTPODWV
oTav auTo £pXeTal o€ emadn UE T TPaxNALKA LyPA Bapéwc Kamvi{OTwy BNAEwY cuvTpoOPwv.

Epwtnol 1. YIdpyeL MOCOTIKY CUCXETLOL LETAEY aplBOL OlyapéTwy nuepnoiwg (tng tolag acBevolg n
ToU ouvipoddou tNG) 1 Babuol €kBeong oto MABNTIKO KATVIoHA KAl BapltnTag TwWV TPAXNALKWY
OAAOLWOEWV/VEOTIAQCLWY TOU TpaxAAou;

Anavinol Yrapyel BeTIK CUCYETIOL UE YEWUETPLKN HOALOTA TTPO060. ‘000 peyoAlTepn n €kBeot oto
KATVIOUA (TTOCOTIKH ) XPOVLKH) TO0O auEAveL n ouxvoTnTa Kal BaplTnta TwV AAAOLWOEWV.

Epwtnol 2. Y& maykooulo emninedo umdpyouv Sladopég 6cov adopd TNV Katavour Twv Stadopwv
TUTIWV TOU LoV TwV KovOUAwUATWY (HPV);

38 , (2006), Carcinoma of the cervix and tobacco smoking: Collaborative reanalysis of individual data on 13,541
women with carcinoma of the cervix and 23,017 women without carcinoma of the cervix from 23
epidemiological studies. Int. J. Cancer, 118: 1481-1495. doi:10.1002/ijc.21493
https://onlinelibrary.wiley.com/doi/full/10.1002/ijc.21493
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Andvtnol Ymapxouv onuavtikeég Sladopég 6oov adopd TNV yewypadlkn Katavour tTwv Stapopwv
TOTwv HPV. Ztnv umo-Zaxapla Adplk T TOCOOTA Yevikotepa HPV Aoluwéng eival ouykplTika
auénuéva oe oxéol pe tnv Eupwrnn. H entl pépoug be ouyvotnta to HPV 16 m.y. ival upnAotepn oTLg
Eupwrnaieg yuvaikeg (p=0.0002) amd o6tL o aMouc uPnAol kwdlvou HPV. H katavoun Twv
Sladopwy TUMwY HPV otn Nota Apepikn ad etépou KupalveTal LeETagy auTwy TNS Eupwmng Katl Twv
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