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Xa1petiopog
Ayanntoi ¢ilo1 ka1 ouvddeAgpoti,

Me peyddn xapd oag mpookaloUpe va mapaxkoroubnoete tig epyaoieg tou 7°°
IMavelnviou Xuvedpiou KAipaxkmnpiou ka1 Eppnvémavong, 1o omoio
npayparormnoleital otnv AGnva, 16-17 Maptiou 2018.

H 1atpikn tou onpepa €ival n 1atpikn g €§e1dikevong kai g e§atopikevong.
Kdbe dvOpwriog eival 181aitepog ka1 d1apopetikdg 6oov apopd to mpoAinpa yia
10 omoio ameuBuvetal oto y1atpd, Ta CUPITTOPATA TOU Kal Ti§ TPoodoKieg Tou yia
TV QVIPEIDIIon twv Oepdtwy vyeiag tou. Emimiéov, oto mAaiolo T0U «w@PeAEElV
N pn BAdmtelv» amaiteital pia oAOTIKN AVIHEIDIION Tou aofevoug, mépa amod 1o
poefdpxov oUpmwpa, pe okomd va e§aopaldioovpe amotedeoparikn Oeparmeia
Xwpig avemOupnteg evEpPyeleg.

Alamveopevol amd autn - glAocogia, eipaote 181aitepa mepngavor Sidt
10 Qetnvéd ouvedplo ouvllopyavmveral pe TO «XxoAdeio Eppnvomauvong» tng
Eupwrnaikng Etaipeiag Eppnvomavong ka1 Avépoémnavong (European Menopause
and Andropause Society, "EMAS"). Xto m\aiolo tng ouvexouq ekmaideuong kai
empépewong, n EMAS opyavwvel €1noiwg, MANV 1oV emionpwv ouvedpinv g,
KAIVIKA OgP1VAPIA [E TIAPOUCiaon MeEPIMINOEWY IAvw o€ e§e181keUPEVa Kal oUXVa
nepirenieypéva O€pata mouv dmrovial tng EPPNVOIIAUONG, TN OPHOVIKNAG Oepareiag
Kal YEVIKOTEPA TG S1a0pAaliong g uyeiag petd v péon niikia. O1 ouvedpol
éxouv v duvarétnta alniemidpaong kard v S1dpKeld TWV €10NYNOEWV, e
AMOTEAEOPA TNV AVIAAAAYN YVOOEWYV KAl EPMEIPIOV HETAEU TWV OPIANT®OV KAl TWV
OUVESpPWV.

EAmidoupe va oag kaAdwoopiooupe oto Yuveédpid pag!

Eipnvn Aapmnpivoudakn

[Tpoedpog EAAnvikng Etaipeiag Khipaxtnpiou ka1 Eppnvémavong
Emotnpovikn Aieufuvipia, European Menopause and Andropause Society (EMAS)
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Opyavouxkn Emitponn

Eipavn Aapnpivoudaxn
Tewpy10§ Xp10to80ULAKOG
Yogia Kalavrapidou
Kwvotavtivog ITavoulng
Apetn Auyoudéa
Anpntpiog TouAng
NeoxrAng Tewpydmourog

Iewpy10¢ Aviwvakng
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A101KNTIKO YupfouAio

Ipo6ebpog
Eipnvn Aapmnpivouddkn
Ev8okp1voloyog, Avamnpaipia KaBnyntpia T'uvaikodoyikng Evdoxkpivodoyiag E.K.ILA.

Enitpog ITpdedpog
Tewpylog XpiotoSoularog
Maieuthpag - Tuvaikodéyog, Avamnpwtig KaOnynmg E.K.ILA.

Avunpogbpog
ogia Kalavtapidou
Maieutiipag - Tuvaikodéyog, KaBnyntpia E.K.ILA.

Tevikdg Ipappatéag
Kwvotavtivog ITavoulng
Maieutnpag - ['uvaikod6yog, Avamnpwtig Kafnynmg E.K.IT.A.

Tapiag
Apeti Auyouréa
Maieutfipag - TuvaikoA6yog, Akadnpaikn Ynotpopog E.K.IT.A.,
B’ Maievtikn - T'uvaikodoyikn Kivikn E.K.ITA.

MéAn
Anpntpiog TouAng
Ev8okpivoldyog, Avamnpwtng KaBnyntng Evdorpivodoyiag Avamapaywyng
IMavemotnpiov Oecoalovikng
NeoxAng [empydmourog
EvSoxrpivoloyog, Kabnyntnig [Tavemotnpiou Matpav
Nikéraog Toupardtoog
Mazeutnpag - Tuvaikoroyog, AleuBuving EXY, Noooxopeio Ade§avopa

Avanmi\npopatka Méin
Tewpy10¢ Aviwvaxkng
Maieutnpag - Tuvaikoddyog, Avaminpwing Kabnyntng IMavemotnpiov Matpov
Kwvotavtivog Zapapdg
Maieutiipag - TuvaikoAoyog
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Emotpoviko Ilpoypappa

14:00 - 14:30
14:30 - 16:30
16:30 - 17:15
17:15 -17:45
17:45 - 18:15
18:15 - 18:45

ITapaokeun 16 Maptiou 2018

IIpooélevon - Eyypa®ég

YIpoYyulo TpaméQt

Merdfaon otnv eyunvonavon o€ yovaikes Ye xpovia kepaialyia
Ka1 avtodvooa voonuata

Yuvtoviotég: I. XpiotobovAdkog, K. ITavovAng

* Kepaladyia, npikpavia ka1 petdfaon oty eppnvomnavon
I'. A1akdkng, E. Kapapi{ov
* Eppnvonavon kal autodvooa voonpata
N. Tewpyodmnoviog
* E€atopikeuon g oppovikng Oepamneiag oe aoBeveig pe autodvooa
voonpara kai Xpoévia kepaiadyia
M. AnootoAdkng, A. Apuévn

Yu(hton

A1are€n

YuvtoviotéG: E. AeAnyewpoyAov, A. TovAng

YmoponBoupevn avamapaywyn Kal EEPNVOIIavon.
Yrndpxel cuoxétion;
X. Kalaviapibov

Aopu@opikn A1dre€n

Ai1dleippa

A1aAe€n
Ooteonopwon
YuvtoviotéG: I. Kpeatodg, A. AvyovAéa

Néeg Oeparmeieg peteppnvoIauolakng 0oTEOIOPWONG
A. Ayyerovon, E. Kaoon
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Emotpoviko Ilpoypappa

ITapaokeun 16 Maptiou 2018

18:45 - 21:30

YIpoYyulo TpaméQt

MEeTEPUNVoavolakn 0oTeONOP@Waon othv KAIVIKA mpdén
Yuvtoviotég: I. Avpitng, A. Ayyedobon

* AoBéotio ka1 Brtapivn D3: Xe mola yuvaika, o€ moia 66on
Kal TT010 OKeUAOHA;
A. AvyovAéa

* TlaparoloUBOnon tng yuvaikag ummd avilooteoKAaoTikn Oepareia:
Yuvéxion, aayn n diaxomn aywyng;
X. Ildoxov
* KAvikn avumapd®eon: Avtiooteoxhaotikn Oepamneia
Katd v meplePpnvoIauon:
* YITEP A. Mnéyxag
* KATA M. IIénna

Yu{ninon

c ‘
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: Scientific Programme
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EMAS MENOPAUSE SCHOOL: MANAGING OVARIAN AGING
IN THE CONTEXT OF CHRONIC DISEASE

08:30-11:00 Chairs: S. Kehoe, J. Stevenson, I. Lambrinoudaki

* Customizing menopausal hormone therapy in the context
of bone disease
D. Goulis, GRE

 Customizing menopausal hormone therapy in the context
of cardiovascular disease and venous thromboembolism
J. Stevenson, UK

e Prevention of endometrial and ovarian cancer
S. Kehoe, UK

* Customizing menopausal hormone therapy in the context
of ovarian, endometrial and breast cancer
N. Vlahos, GRE

Discussion

11:00 - 11:30 Coffee break

11:30 - 14:00 Chairs: N. Vlahos, S. Kehoe, ]. Stevenson

* Case presentations: Customizing menopausal hormone therapy
in the context of bone disease
I. Lambrinoudaki, GRE

* Case presentations: Customizing menopausal hormone
therapy in the context of cardiovascular disease and venous
thromboembolism
J. Stevenson, UK

* Case presentations: Prevention of endometrial and ovarian cancer
S. Kehoe, UK

* Case presentations: Customizing menopausal hormone therapy
in the context of ovarian, endometrial and breast cancer
Th. Panoskaltsis, GRE

Discussion

14:00 - 15:00 Lunch Break
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Scientific Programme

Saturday 17 March 2018

15:00 - 16:30

16:30 - 18:30

18:30 - 19:00

Chairs: S. Kalantaridou, A. Graziottin, 1. Fistonic

* Bleeding problems in the late reproductive and perimenopausal
years
A. Graziottin, ITA

* Premenstrual syndrome in the late reproductive and
perimenopausal years
S. Kalantaridou, GRE

* Genitourinary syndrome of menopause: Hormonal management
and laser treatment
I. Fistonic, CRO

Chairs: S. Kalantaridou, A. Graziottin, I. Fistonic

* Case presentations: Bleeding problems in the late reproductive
and perimenopausal years
A. Graziottin, ITA

* Case presentations: Premenstrual syndrome in the late
reproductive and perimenopausal years
S. Kalantaridou, GRE

* Case presentations: Genitourinary syndrome of menopause:
Hormonal management and laser treatment
I. Fistonic, CRO

Discussion

Concluding Remarks

19:00 - 20:00

E€etdoeig IMotonmoinong EAAnvikng Etaipeiag KAipaxkmpiou
ka1 Eppnvonavong (Accreditation Examination)
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Fistonic Ivan

Graziottin Allessandra

Kehoe Sean

Stevenson John

Ayyelouon Avva

Anootordkng Mixanl
Appévn Avaotaocia

Avuyouléa Apetn

BAaxog NikéAaog

Tewpyomourog NeokAng

Toulng Anpntpiog

Aglnysmpoylou EuOupiog

in the Context of Chronic Disease

MD, PhD, Institute for Women's Health, Assistant
Professor at Medical School University of Rijeka, Assistant
Professor at Department for Health Studies, University of
Split, Professor at University for Applied Health Sciences,
Associate Research Fellow at Medical School University of
Zagreb, Croatia

Director, Center of Gynecology and Medical Sexology H.
San Raffaele Resnati, Founder and Chairman, Graziottin
Foundation for the cure and care of pain in women, Italy

MA (Ox), MD, DCH, FRCOG, FHEA, Lawson Tait
Professor of Gynaecological Cancer, University of
Birmingham, Senior Research Fellow, St. Peters College,
Oxford, UK

MB BS, FRCP, FESC, MFSEM, Consultant Physician and
Reader, National Heart & Lung Institute, Imperial College
London, Royal Brompton Hospital, UK

Axadnpaikn Ymotpopog, Eviokpivoroyikd Tunpa,
«Aairo6» Tevikd Noookopeio AOnvav

E161x6¢ EvBorp1vohdyog
Latpog, A18dxtwp Iavemotnpiou [atpov

Maieutpag - [uvaikod6yog, Akadnpaikn Ymotpopog
E.K.ILA., B" Malevukn - Tuvaikodoyikn KArvikn Iatpikig
YxoMg E.K.ILA., Tpnpa Khipakmpiou & Eppnvoémnavong,
Noooxopeio «Apetaieion

Maieutpag - TuvaikoA6yog, Kabnynmg Maieutikig -
Tuvaikodoyiag, B Maieutikn - [uvaikodoyikin Khviki
Latpikng ¥xong E.K.ILA., Noooxopeio «Apetaielo»

KaBnynmg Ev8oxpivoloyiag, EvSorpivoloyiag
Avamnapaywyng, Maieutikn - Tuvaikohoyikn Khvikn
[Mavemompiov Iatpwv, ITavemompuako Tevikd
Noooxopeio Tatpov

Avamnpwmg Kafnynmg EvSoxpivoroyiag Avarapaymyns,
Movada Evdoxpivodoyiag Avamapaywyng, A~ Maieutikn

- Tuvaikodoyikn Kavikn A.I1.0., Secretary European
Academy of Andrology, Secretary European Menopause
and Andropause Society

Kabnynmg Maieutikng - Tuvaikodoyiag / TTaidikng &
Epnpixng T'uvaikodoyiag Iatpikng Xxoing E.K.ITA.,
E181xd¢ [Taidoyuvaikordyog, AreuBuving B Maieutikig
& Tuvaikodoyikng Khvikng Iatpikng Yxolng E.K.ILA.,
«Apetaielov» [Mavemompiaké Noookopeio AOnvaov




Ka)avtapidou Yo@ia

Kapapilou Evayyedia
Kaoon FuavOia

Koukkouv Eutuxia

Kpeatoag Iempy1og

Aapmnpivoudaxn Eipnvn

A1axkaxng Iewpyiog

Auvpitng Tewpylog

Mn€ykag Anpntpiog
IMavookditong O£66wpog

IMavoulng Kwvotavtivog

ITaoxou Xtaupouia

Iénma MeAmopévn

Xapapdg Kovoravtivog

XpiotoSourdkog [empylog
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KaBnyntpia Maieuukng - Tuvaikoloyiag & Xieipmong
Tatpikng Xxoing E.K.IT.A., B Maieutikn & T'uvaikoloyikn
Khvixn E.K.IT.A., Noookopeio «Apetaieio»
Avaminpwtpia Kabnyntpia Neupodoyiag Iatpikig Yxolng
E.KILA., «Aryvitelo» Noooxopeio

Evokpivoldyog, Avamnpmipia KaOnyntpia Bioxnpeiag -
Mopiaxng Ev8oxrpivodoyiag, Iatpikn Xxohn E.K.ILA.

EvSoxpivoldyog, A1ddxtwp Iatpikng Yxoing E.K.ITA.,
A1euB0vrpia E.2.Y., Tpnpa Ev8okpivoloyiag, Alapntm

& MetaBoliopou, Tepipepeiaxd Tevikd Noookopeio -
Maieutnipio <Edeva Bevighou»

Maieutpag - Tuvaikooyog, Opotipog Kafnyntig
Marevtikng - [uvaikodoyiag Latpikng ¥xodng E.K.ILA.
Avamnpwtpia KaBnynipia Tuvaikodoyiking EvSokpivoloyiag,
B’ Maieutikn - Tuvaikodoyikn Khivikn Iatpikng YXoAng
E.K.IT.A., Nocokopeio «Apetaigio», [Tpoedpog ENNVIKG
Eraipeiag Khpaxmpiou & Eppnvénavong, Emompovikn
A1euB0vipia Eupwmaikng Etaipeiag Eppnvonavong &
Avdpomavong (EMAS)

Neupoloyog, MD, Dr. med, PhDc, A' TTavemotnpiakn
Neupoloyikn Kuvikn E.K.ILA., «Atyiviite1o» Nocokopeio
Opoupog KaBnyntg OpOomnedikng, Iatpikn YxoAn
E.K.ILA., TIpéedpog EXnvikoU I§pupatog Ooteonopmong
(EAIOY)

OpBomedikog, Empeintg B, Nocokopeio ITaidwv
«Ilavayidm & Aylaiag Kupiaxko»

MD, PhD, FRCOG, CCST (UK), Emikoupog KaBnynmg
Tuvaikodoyikng Oykoloyiag, Noookopieio «Apetaielon

Maieutnpag - T'uvaikoAoyog, Avamnpwtg Kabnynmg
Mazevtikng - [uvaikodoyiag, B* Maleutikn - [uvaikoloyikn
Kavikn Iatpikng Xxoing E.K.IT.A., Noookopigio «Apetaigion

Ev8okp1voldyog - AlaPntoddyog, MD, PhD, Movdda
Evoxpivoloyiag & Alafnm, Noooxopeio ITaidwv
«H Ayia Yoia», Iatpikn ¥xodn E.K.IT.A. ka1 School
of Medicine, European University Cyprus

Avamnpwtpia Kabnyntpia EvSoxpivodoyiag E.K.ITA.,
B’ IMponaidevtikn [TaBodoyikn Kirvikn, Tlavemompiaro
Tevik6 Noookopeio «ATIKOV»

Maieutpag - Tuvaikohoyog, Eidikeupévog oy
Tuvaikodoyikn EvSoxpivodoyia oe Nottingham AyyAiag
& Augusta H.ITA.

Avamnpwmg KaOnynmg Maievtukng - Tuvaikoloyiag
Tatpikng XxoAng E.K.IT.A.
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KepaAaAyia, npikpavia
Kal yetdBaon otnv ggunvonaucn

EuayyeAia Kapapidou, Mewpyios Alakdkns

H Huikpavia anotehei éva ouxvo TUno KEPaAaAyias LE EI8IKA XapaktnPIoTIKA. Exel CuvNBwS €1EPOMAEUPN
€VIOnion, opuovIa Xapaktnpa, NPdSpoUN Kal UETaKPITIKN GAcn, Ynopei va cuvodeletal and «aupay Kal
QVTIOTOIXE OUXVA OE PEYANO AEITOUPYIKO NEPIOPIOHO ToU aoBevous.

H euneipikn dianiotwaon &t N nuIkpavia napouscidZetal GuxvoTEPa oTIS YUVaikes, ENMBERAICOVETAl EPEUVNTIKA
0T opeileTal oTa PETaBAMOUEVa €NMeSa TwV 0IOTPOYOVWY, KABWS N anotoun PEiwon Tous Mpo s
EUUNVOPPUGIas anoteAel £vav and Tous ornoudaldtePoUs EKAUTIKOUS NAPAYOVTES YIa QUTOV TOV KEPAATAYIKO
T0no (Lipton_2007). Z€ NOMES YUVaikes N NUIKpavia Neplopietal YOvo oTiS NUEPES TNS EUNVOPPUCIas
Kal €101 Katatdooetal otV Katnyopia s ayvns HopPns katapnvias nuikpavias (MacGregor_2000). H
BepaneutIKn TS SIAXEiNIoN aKOAOUBET TIS KATEUBUVTNPIES YPAUES YIa OAES TIS HOPPES NUIKpavias. I6iaitepn
pveia €8 yiveral otn cUCXETION TWV NKIKPAVIKY AANG Kal TNS (pAPUAKEUTIKAS KATNYOPIias TwV TRIMTAVV e
1a Kapdlayyeiakd cupRduara. Xe acBeveis pe aotabn KUKAO, w@ENIUN Uropei va anoBei n oppovikn Bepaneia
e and oTouatos N S1a8ePUIKN Xoprynon o1oTPoydVwY N Kal MPoYECTEPAVNS, TNS EVAPENS wOTA00 Ba NPENEl,
onws Kkal Pe us pintdves (Dodick_2004) va nponyeital €vas eVEEAEXNS EAEYXOS TwWV Napayoviwy ayyelakou
KIvVUvou, eV N xophynon Ba npénel enions va anoPeUyetal otnv NuiKkpavia pe atpa (BA. mivaka 1).

Mivakas 1: NpolUno6£oeis ouvtayoypdpnons ouvSuaouEVOU

avtiguUAANNTIKOU XxanioU o€ NUIKPAVIKES AOBEVEIS:

Avayvopion Kai EKTipnon napayoéviwyv ayyeiakou Kivéuvou

Avayvwpion tdnou nuikpavias kai napoucias h 6xi adpas

Z0otaon 8lakonns Kanviouatos npiv tnv €vapén tns aywyns

‘EAEYX0S Napayoviwyv ayyeiakou Kivauvou (A.M., unephimdaipia) pe ¢.a.

Mpotiunon @. napdyovta xwpis o010TPoyovo n.x. Npoyectayéva ws Hovobepaneia

Ano@uynh pakpds xpAons xani®v uygnAns soans (>50 pg ethinylestradiol)
Kal npotiunon tns xaunAdtepns duvatns (<50 pg ethinylestradiol)

MHIMH: The International Headache Society Task Force: evidence-based recommendations for the use of oral
contraceptives and hormone replacement therapy in migraineurs

H neplepunvénaucn onpuatodotel Tnv apxi Tou TEAOUS TS NEPIGSOU YOVIUOTNTAS o€ pia yuvaika. Mponyeital
and 2 éws 8 £ S gUPNVONAUCNS Kal XApaKINPiZetal and aotdBela Tou KUKAOU Kal GUVENWS Kal TwV
ENNESWV TWV 0PUOVWY, GMNA Kal TNV avdduon CUPMTWUATWY Kal MPORANUATwWY Mou cuveéovtal Pe Ta
napandvw Kal agpopoUv To KapslayyeIakd, TO LUOCKENETIKG, TO 0UPOMOIoYEVVNTIKG, TO 8€pUA, TN 81AvoIa KAl ToV
Yuxiouo. Mapd 1o yeyovods Otl JeTd v ePUNVONaucn N NpIKpavia uropei va anouciadel, n neplepunvénaucn
eival 161aitepa eniBapupévn Nepiodos YeVIKA yia Ta KEPANaAYIKd cUvspoua Kal 181Kd yia Ty nuikpavia. Ta
OUMMTUATA TNS MEPIEUUNVONAUONS KAl TNS EUUNVONAUCNS €8 KAl SEKAETIES QVTILETWNIZOVTAI UE OPUOVIKN
UMOKATACTACN TWV 0ICTPOYOVWY. YNUEIVETAl €60 OTI N OPUOVIKA UNokatdotacn ondvia NpoAauBavel v
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€KBEON TNS yuvaikas otous Napdyovies ayyeiakoU KIvBUvou, ia TEToIa MPoPUAAEN NApatnPNBNKE JOVO ws
MPWTIOYEVNS Kal UOVO O€ NEPIMILTEIS EVapENS TS Bepaneias vwpis katd tnv eupnvénaucn. O GUYKEKPILEVOS
Bepaneutikds okonds waotdoo Sev anoteAel €vSeIEn yia auth T Bepaneia.

Y€ NNIKies peyalUTtepes Twv 45 1wV, N NUIKpavia 6 cuoxetidetal pe kapdlayyeiakd oupBduara. MapdMnAa,
napd T CUCXETION TNS OPHIOVIKNS Bepaneias e Tov Kapdiayyelakd kivéuvo, n Tdon auth 6ev evioxuetal eni
IoTopIkoU NuIkpavias. H nuikpavia Sev anotelei EVSEIEN yia OPHIOVIKN UNOKATAcTaon UETa Ty euunvénaucn
M\ Jnopei va eNnpeactel eupevws and autnv. 181aitepn onpacia o ox€on 1600 e ToV KapSIayYEIaKO
Kivéuvo 600 Kal e To oUUNTwa TS NUIKpavias gaiveral €6 va €Xel n 86000A0Yia Kal N 080S Xxopnynans
NS OPUOVIKNS unokatdotaons. Mevikdtepa evbappUVETal va MPOTIUWVIAI Ol XAUNAGTEPES SUVATES SOTEIS
MoU EMITUYXAvVOUV BepaneUTIKO anotEAeoa (Ueiwon SNAASN TwV CUUMTWUATWY TS EUUNVONAUCNS) £V
WS 066s XopAYNoNs MPOTILNTEO €ival To S1adePUIKG EUNAACTPO MoU MtUyxAvel Ta MAEov otabepd eninesda
oppovwv otov op6 (Facchinett_2002).

MNivakas 2: ©epaneutikeés SpATElS TNS OPHOVIKNS UMokatdotaons

Meiwon e€dyewv

MpoAaupdvel / aviioTpEPEl TNV 00TEONOPWAN KAl TIS CUVENEIES TNS

MpoAaupdvel / aviioTpéPel TNV atpoPia OUPOYEVVNTIKOU CwAAVA

BeATIOVEI TNV NUIKpavia oto 22%, tnv EMNISEIVAOVEI 010 2 1%, Kal TNV aphvel avennpéaotn oto 57%

MnopEi va oUCXETIOTET pE eppdvion alpas o€ KANoIES aoOeveis

To napandvw ouxva anokpivetal o€ aAAayn tou ol1otpoy6vou i peiwaon ths §6ons
(Greendale_1998, MacGregor._1999)

Zupnepaopatkd, n SIaxeipion tNs NUIKPAVIas oTIS yuvaikes amnotelei pia 18iaitepn mpdkANoN nou
NPOUNOBETEI EIBIKES YVWOEIS, MPOPUAAEEIS MOU ANOPPEOUV anod TNV ISIAITEPOTNTA TNS PUCIONOYIAsS
KAB€e aoBevoUs, KaBWS Kal apUoVIKN cuvepyaoia PETAEU 1aTPWY SIAPOPETIKWY EISIKOTNTWV.

BIBAIOTPAOIA:

* Bousser, M.G., Conard, J, Kittner, S., et al, 2000. Recommendations on the risk of ischaemic stroke associated with use of
combined oral contraceptives and hormone replacement therapy in women

with migraine. The International Headache Society Task Force on Combined Oral Contraceptives & Hormone Replacement Ther-
apy. Cephalalgia 20, 155-156

* Dodick D, Triptan cardiovascular safety expert panel of the American Headache society — consensus statement. Headache
44(5):414, 2004

* Facchinetti F., Nappi F.E., Tirelli A., Polatti F-,Nappi G. Hormone Supplementation Differently Affects Migraine in Postmenopaus-
al Women. Headache Volume 42, Issue 9 October 2002 Pages 924-929

« Lipton, RB., Bigal, M.E., Diamond, M., et al., 2007. Migraine prevalence, disease burden, and the need for preventive therapy.
Neurology 68, 343-349.

* MacGregor A. Estrogen Replacement and Migraine Aura. Headache Volume 39, Issue 9 October 1999 Pages 674-678

* MacGregor E. A., Frith A., Ellis J., Aspinall L. and Hackshaw A. Incidence of migraine relative to menstrual cycle phases of rising
and falling estrogen. Neurology 2006,67:2154-2158
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MEPIZTATIKO 1

Tuvaika 46 €1Wv avagépel I0TOPIKG EMEIGOSIAKWY MOVOKEPGAWY and v nAIKia twv 25. O
t.' MOVOS UMOPEI va €xel BPeyUatikn, UETWNIAia, KPOTAPIKN N OAOKEAVIA EVIONION, VA apopd GAAOTE
N pia GAOTE Kal TIS SU0 MAEUPES TNS KEPANAS £V MOIOTIKG MEPIYPAPETAl WS OUGPIYKTIKOS/ opUlwy. H
Baputnta tonoBeteital ota 3/10 €ws 10/10 kai ta eneloddia €xouv unikn Sidpkela 24 wpwv. H ouxvétnta,
and 1-2 engioddia 10 PAva, npo Aiywv Unvav, EXel MEoV SIauoppwoel o 19 nuEPes KEPAAaAYias 1O
unva. Xta ouvodd cupntwuata nepiauBdavovtal vautia, pwtopoBia kal nxooBia. Kbe pop®h QuUOIKNS
8paotnPISTNTAs EMISEIVAIVEI TNV KATAOTAGN PE ANOTEAECHIA N AOHEVNS VA OSNYEITAl O€ KATAKAION YIA WPES OE
OKOTEIVO 6wUATIO, CUXVA anouciadovias anod TNV pyacia kal GNES UNOXPEWOEIS TNS.

Ta npéSpoua cuPNTWHaTa apopolV Ge KapnBapia Kai MAcIo otov auxéva. YNUEICVETal ortikh alpa oto
25% 1wV Kpiogwv. Auth mePIyPAPETal ws Pws Nou avaBooPnvel apiotepd Navw oto ontkd Nesdio Kal
aKONOUBWS UETAOXNUATIETal O€ {IK-CaK YPAUUES MOU GANOIWVOUV TO OMTIKO EISWAO TNS KEVIPIKNS dpaons,
kAt nou Siapkei 10 €ws 20 Aermd. H ontikn adpa €xel enions napatnpnOei anoucia MovokePArou 5 PopEs
otn LwN s Péxpl tpa. H epnelpia €xer kataypder ws eKAUTIKOUS NMapAyovTES TO KOKKIVO KPaaot, Ta (puwTa Moy
avaBooBhvouy, TNV Kapeivn Kai t otépnon Unvou. XXEG0V OTIS PIOES TWV NEPIMTWOEWY EXEl MAPATNPNOET
€UPAVION MOVOKEPAAOU 1-2 NUEPES MPIV TNV EPUNVOPPUGIA.

QS QAPUAKEUTIKN QVTILETWNION €XEl OTO NAPEABOV o€ SIGPKEIQ 2 UNVV SOKIUAOTET piBo@AaBivn, 100mg
nuepNaiws xwpis anotéeopa. Mahaidtepa unnpEe KaAN andkpion eni kpiogwv otnv IBounpogaivn, KAt
nou &e oupBaivel NAéov. H aocBevins SnAvel BNIUUEVN Kal ayXWEVN Kal €XEl apxioel va vIBel eEAElS.
O €uUNVOPUCIaKOS KUKAOS NTaV TaKTIKOS €wSs MPo 6 UNvwv oMoTe €yIve akavoviotos. H acBevis ixe oto
NapeNbOV 3 YKUPIOOUVES XWPIS EMINMAOKES KATA TIS oroies Atav eAeUBepn and NUIKPAViES.

MEPIZTATIKO 2

H A eival 53 €1wv kal avapépel nUIkpavia and v epnBEia s G€ XPOVIKN GUCXETION UE TNV ePunvopuaia. H
€IKOVA EMISEIVWBNKE OTO NAVEMIOTNUIO OMOTE Kal EEKIVNOE GUOTNUATIKN AN avaAynTikwv. Katd v npwtn
NS eyKUPooUvN Ntav eAeUBepN Kpioewv. AUEOWS PETA TN 81aKOMN TS YAAOUXIas, Ol NUIKPAVIES ENECTREYAV.
Katd s akdhoubes 6Uo eykupooUves, N peiwon s nuikpavias ntav nnidtepn. O 1aTpds NS CUVECTNOE
ooupatpImtdvn €ni Kpioewv Kai Tn SIaBeRaiwaE AT 0l EVOXANGEIS Ba GTAUATNCOUV UE TNV EUpnvonauon.

H A €xel NMAéov akavovioTo KUKAO Kal mapatnpei EAPEIS ToUs TEAEUTAioUs 2 PNVes. Ol NUIKPAVIKES KPIOEIS
€xouv EePUyel KABE eNéyxou. Eival ouxvotepes Kal Baputepes, kal N AapBavéuevn couuatpintdvn eival
MAéov avenapkns. H cuyxophynon vampogévns Sev EAUae To MpdRAnua. H A eivar 1,7m kai quyicel 85 KIAG.
H aptpiakn s nieon eivar 142/90mmHg. Tns 866nke oUotaon yia 150 Aermtd agpdpias Goknons v
€R6opasda, Aywn nponpavoAdANs Kal SIAXEipIoN TOU OTPES e &vav EISIKO.

H A €ekivnoe va nepnatd kdBe npwi e To GKUAO TNS M1V Ta Naidid tns nAve oto oxoAeio. Apydtepa Unopece
va kabiepwaoel éva nepinato 20 Aemwv. Metd and anwiela 3 KIAWY, ol cuxvotnta kal Baputnta Twv
NUIKPAVICOV LEIBNKE N AT, lauop®wonke oto 132/84mmHg kal N coupatIntavn UropoUcoe Kai Na
va eNEYEel Ta eneloddia. ZUvtoua n A unopeoe va xdoel akopa 6 KIAG Kal aUvioua o 1atpos NS GUVESTNOE
81aKoMN TS MPOMEAVOAOANS, XwpIS va NapatnEnBei JetaBoAn otnv AT, A Th GUXVATNTA TWV NUIKPAVIV.
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Huikpavia - xpovia ke@aAaAyia
- guunvonaucn - Bgpaneia

MixanA AnootoAdkns

Hnpuikpavia anoteAei pia Kovi VEUPONOYIKA VOGO MoU XApaKINPIZETal and eMNEICOSITKES EUPAVIOEIS KEPANAYIas
pepiou N ooBapou Babpou. Exouv neplypagei §Uo kUpiol undtunol: N NUIKpavia xwpis alpa nou cuvoseletal
ané vautia, eneicodia euEtwy, PwroPoBia kal GpwvoPopia kal N nuIKkpavia pe alpa mou xapakmnpicetal
anod €oTIAKA VEUPOAOYIKA CUUIMIWUATA, Ta oroia ouvnBws nponyouvial h ouvoSeUouy Uia KEPaAaAyia uE
NUIKPAVIKoUs XapaktnEes. H nuikpavia eugavicetal kal ota 8Uo GUAa aMd n enimmwon s €ival oxedov Tpels
(POPES PEYTAUTEPN OTIS YUVaikes and 6t otous Avipes. YroAoyicetal &t éva 15-18% tou yuvaikeiou mnBucoU
ndoxel and nuikpavia (Sieyvwaopévn A un), e T JeYAAUTEPN CUXVOTNTA VA EUPAVIZETal OTIS YUVAIKES NAIKIas 25
€ws 55 €Twv.

H nuikpavia €ival éva koivod npdBANUA TWV YUVAIKWY Moy Bpickovtal atny nepiepunvonaucn, ennpedlovias
T0 €va TETAPTO QUTWV. APKETES UENETES EXOUV GUOXETIOEI TNV EUPAVION TWV NUIKPAVIWY KAl KEPANAAYIWV
JE TNV OPUOVIKA KaTdoTaon NS MePIEUUNVONAUCIAKNS yuvaikas. H ouxvotntd tous cuvaptdtal Gueoa e ta
KUHQIVOUEVa EMIMESA TwV KUKAOPOPOUVTWY 0IoTPOYOVWY, OMws autd eugavidovtal katd v petdBacn otny
euunvonauon, v euunvonauon, al\d kal katd T xphon opuovikns Bepaneias urnokatdotaons. H unéBeon
NS * andoupons TwWV OIoTPOYOVWY”, dNws NEPIYPAPNKE YIa MPwtn opd npiv and 40 xpdvia, £xel akdun kal
oAPEPa TV iS1a 10xU Kal SUvatal va epunveUoel To Unxaviopd JEaw Tou oroiou N NUIKpavia nupodoteital and
TS WOBNKIKES OPUOVES.

YUupwva Pe T napandvw undBeon, N nuIKpavia nupodoteital and v aipvidia mwon ota enineda twv
0I0TPOYOVWY, OMwWS aUTN NAPATNPEITtal oTN PETABacn otV EUUNVONAUCN N TNV MPWIUN LETEUUNVONAUGIaKN
nepiodo. H neplepunvénauon  xapaktnpidetal and woBnKIKA Aeitoupyia, n onoia onuatodoteital anod
a€I00NUEIWTES BIOKUPAVOEIS TWV OIOTROYOVWV Kal TNS MPOYECTEPOVNS, YEYOVOS MOU MPOKAAEN TV EUPAvVIoN
NUIKpAvias Kal kepahaAyias. AvEiBeTa, N euUNvVONauUoN Xapaktnpicetal and opuovIkh otaBepdtnta, YEowW NS
MANPOUS SIAKOMNS Mapaywyns oIoTPOYOVWY Kal MPOYESTEPOVNS KI WS €k TOUTOU Napatnpeital afloonueiwtn
peitwon otnv eueAavion nUIkpavias.

MoMOI, SIAPOPETIKOI, KUTIAPIKOI INXQVIOUOI €X0UV MEPIYPAMET YIa va ENYNCOUV TN YEVESN TNS NUIKPAVIAS
and s wobNKIKES oppdves. H oppoviKA avicopporia nou napatmpeital katd v nepieyunvonaucn aMd
Kal N avTIKpouduevn 6pdon Twv 0IoTPOYOVWY Kal TNS MPoYecTEPOVNS oTo Kevipikd Neupikd XUotnua, e ta
0I0TPOYOVA VA EUOSWVOUV TN VEUPIKN EUEPEBIOTOTNTA KAl TNV MPOYECTEPOVN VA AOKEI avaotaATiKn pdon
OTOUS VEUPWVES, UnopoUv va eEnynoouv Ty eugpAavion nuikpavias. Znuaviikd poho gaivetal va Siadpaaticel
Kal n S1akUuavon ota enimeda s KUKAoPopoUoas GepoTovivns ota VeUpIkA yayyNia Tou KevipikoU NeupikoU
YuoTthuartos, nMpokaAoUuevn and TS SIAKUPAVOEIS OTa €MMESA TWY 0I0TPOYOVWV. O KUKAIKES SIGKUUAVOEIS TNS
ogpotovivns ota ydyyAia Tou ToISURoU veUpou aMd Kal N ayyelooUoracn Mou auth MPOKAAEl ata pnvIyYIKA
ayyeia endyouv ayyEIoKIVNTIKA GUUIMTWUATA, LETaEU TwV 0MoiwV Kal KEPAAAAYIES — NUIKPAVIES.

H Bepaneia ™s nuikpavias otis MEPIEUUNVONAUCIAKES YUVaIKeS MPEMEl va eEatouIkeUeTal. Aev UNAPXouV
ev8eiels mou va unv enimpénouy  xprion Oppovikns Bepaneias unokatdotaons. Mpotiudral, duws, N S1a8epUIKN
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XOPAYNoN 0ICTPOYOVOU AOYw TNS €MITEUENS OTABENWV EMIMESWVY OICTPOYOVWY, OF
avtibeon pe ta and tou otéuatos Kal v eEAAEIYN TNS UNOGBEONS TS “andoupons Twv
010TPoY&VwY”. H xoprynon tou olotpoydvou Ba Mpénel va eival GUVeXNns Kal n 66on N eAAXIotn
duvatn yia T Bepaneia Twv oudnmwudtwy . Av MPOTIUWVIAlI OKEUAoUata and Tou otouaros, N
xopnynon TIRBoAGVNS eival NepIoodtepo evaedelyuévn. ENINPAoBETa, otis NEPIEUUNVOMNIAUCIAKES YUVaIKES
n xpNon vSopATRIAS MPOYECTEPAVNS UMNopEl va MpotinBel yia evéountola mpoaotacia and ts SIaKUPAVOEIS
TWV Npoyeataydvwy and AMNES MNYES XOpNYNoNS Mou EVSEXOUEVWS va Nupodotoloav Ty NUIKpavia. ANES
Bepaneies yia TV NUIKPAvia oty euUNVonauciakn petdBacn nepIAauBAvouv Mn ZTepOoEISn AvIIPAEYHOVWSEN
OdpuaKa, TIMTAves, kKhovidivn, epyotapives, SSRIS, TRIKUKAIKG QvTIKATaBAIMTIKA, Layvnolo. Z€ kKEBe nepimmwon,
N BeAtiwon Tns  uylevosSIatnTIKAS oupnepIpopds, N doknon, N ANo@uyn ToU Kanviouatos kal n otabepdtnta
0TN XPOVIKN SIAPKEIQ Tou UMNVoU Kal TwV 6pacTtnPIoTATtwY UrnopoUv va BonBhoouv v NEPIEUUNVONAUCIAKA Kal
LETEUUNVOMNAUCIAKA Yuvaika otn BEATIWON TWV CUUMIWHATWY TS NUIKPAVIaS.

BIBAIOTPADIA:

* Ibrahimi K, Couturier EG, Maassen Van den Brink A. Migraine and perimenopause. Maturitas.2014;78:277-80

» MacGregor EA: Perimenopausal migraine in women with vasomotor symptoms.Maturitas.2012;7 1:79-82

* Mathes W. Robert, Kathleen E. Malone, Janet R. Daling, Scott Davis, Sylvia M.Lucas, Peggy L. Porter and Christopher |. Li.
Migraine in postmenopausal women and the risk of invasive breast cancer. Cancer Epidemiol Biomarkers Prev. 2008 Nov:
17(11)3116-3122

* Ripa Patrizia, Raffaele Ornello, Diana Degan, Cindy Tiseo, Janet Stewart, Francesca Pistoia, Antonio Carolei and Simona Sacco.
Migraine in menopausal women: a systematic review. Int J Womens Health, 2015; 7: 773-782

MEPIZTATIKO 1

Tuvaika 53 1V npooépxetal oto latpeio Eppnvonaucns armiwuevn otadlakd augavopevns GUUMWLATONOYias
nuikpavias and 3etias. Mpo 3 €1wv, UNeBANBN 0 ONIKN UCTEPEKTOUN LET  €EAPTNUATWY AOYW ENEICOSIWV
untpoppayias eni e8AQous IVoUUwUatwsous untpas. H évapen twv oupntwudtwy TonoBetetal katd
LETEYXEIPNTIKA NEPI0SO0. H papUakeUTIKN TS aywyn nepIAapBAvel okeudopata aoBeotiou kal Bitapivns D oto
nAaiolo npoogdrtou Slayvwaodeioas ooteonevias. Aev eival kanviotpia. Exel BMI 28 kg/m2. Katd v eniokewn
s oto lagpeio n Al Atav 130/80 mmHg. To NimISAIWKG MEogiA eival UOIOAOYIKO.

Ti (pAPUAKEUTIKA aywyn 6a cuCTAVaE oTnv acBevn auth;

1) Mikpn noadtnta ouveleuypévou olotpoydvou and tou otduaros (low dose)

2) Mikp nooétnta 8ladeppikoU olotpoydvou (low dose)

3) TiBoAGvn 2,5 mg (low dose)

4) Aoripivn 100 mg.

ATMANTHZH: H aoBevns 6a enw@eAnBei and pia pikph noodtnta 81adeppikoU 0IoTpoyovou, N oroia 6a
e€aheipel v ofgia SiakUuavon (aipvisia Mwon) Twv OIoTPOYOVWY MOU MPOKAAEGE N ONIKN UCTEPEKTOUN ETA
TWV €6aPTNUATWY, €V Ba Napéxel Kia Mo otabepn Xoprynon Tou 0IoTpoydvou, o€ avtiBeon e To and Tou
otéuatos okeUaoua. woth andvinon 1o 2.

MEPIZTATIKO 2

Tuvaika 51 €10V Npooépxetal oto latpeio Eppnvénaucns aiticopevn, and 2Rvou, ENSEivwons MPoUNapXovIwy
oudmwudtwy xpovias keparahyias. H évapén tns oupntwiatoroyias tonobeteitar mpiv and 3 xpdvia. H
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acBevns avagpépel Ty Unapén apaiopnvoppolas (6 Euunvoppuciakol KUKAOI T mponyoUuevo €10s). And to
Atopiké s Avauvnotiké, eival kanviotia kai AapBdvel and 2€tias avuuneptacikn aywyn (Tabs Irbesar-
tan 150 mg 1x1). Ané TS TENEUTAIES YAOTOYPAPIES, EXEI IVOKUOTIKN aMayh Tou napeyxUpatos (BIRADS 3).
Anob 10 KANPOVOUIKO QvapvnoTIKG, N UNtépa s €xel UNoBANBEl o Ae€Id paotextoun npo 10etias, Adyw pn
oppovoe€aptwuevou Ca Maatou. Exel BMI 30 kg/m?,

IMola Ba Atav n Mio evaedelyuévn Bepaneia yia authv Ty acevn;

1) Mikpn noadtnta ouveleuyHEVOU 0I0TPOYAVOU and Tou oTouatos (low dose) Kal KUKAIKNS MPOYECTEPOVNS P.O
2) Mikp noo6tnta 81adeppikoU 016Tpoyovou ( low dose) Kal KUKAIKNS MPoyEaTEPOVNS P.O.

3) Mikpr moo6tnta 8iadeppikoU 01otpoyovou ( low dose) kal evEounTIas AeBOVEPYECTOEANS

4) TiBoAGvN 2,5 mg (low dose)

5) Aonipivn 100 mg.

AMANTHZH: H aobevhs €xel kapdiayyeiakoUs napdyovies kiveUvou (aptnpiakn uméptacn, Maxuoapkia,
KAnvioua) kai KEPaAaAyies. Ba enweeAnBei and Beparneia OpUOVIKAS UNOKATAoTaoN WE aTabepn xopnynon
0I0TPOYOVOU Kal MPoyeotayovou nou Ba eEaleiel TIS NEPIOBIKES SIAKUUAVOEIS TWV OIOTPOYOVWY Kal TS
npoyeotepdvns kal Ba evioxUoel To Kapdlayyeliakd oUoTNUA. XXETKA |E TO OIKOYEVEIAKO IOTOPIKO KaPKivou
paotoU, n aoBevns, MANV TS NAXUoapkias, ev €xel GAo napdyovta yia augnuévo kivéuvo Ca Maotou. lMa
ToUs mapandvw AGyous, 6a ouvictoUoaue WIKPN moodtnta SIaSepUIKOU OIoTPOYOVOU Kal evEOUNTPIas
NeBOVEPYEOTPEANS. ZWOTA ANAvInon 10 3.

MNEPIZTATIKO 3

Tuvaika 43 1wV Ye eNeUBEPO aTopIKO avauvNoTIKO Mpocépxetal oto latpeio Khipaktnpiou-Eppnvénaucns
QItPeVN NOMAMWY €NEICOSiwV NUIKpavicy anod 1 €tous. Ta eneiodsia nuikpavias tonobetolvial NAviote
1-2 nuéPES MpIV TV Evapen TS epunvou pUoEwS Kal Slapkolv 2-3 pépes. Xuvodedovial cuxvda and vautia
Kal euaiobnaia oto €viovo pws. H acBevns avapépel Ty UNapén otabepV EPUNVOPPUCIAKWY KUKAWY. Aev
ALUBAVE! (PAPUAKEUTIKA aywyn Kal Sev Kanvidel. H aviikeluevikn e€€taon eival gualodoyikn (A, 120/75
mmHg, £: 65bpm, BMI: 24kg/m?).

Ti (pAPUAKEUTIKA aywyn 6a cUCTAVAUE oTnv acBevin auth;

1) Mikpr 86on and tou otouatos aviioUMNIMTIKOU SI0KIoU (0I0TPOYOVOU Kal MPOYESTAYOVOU) e GUVEXA TOOMO
Xxopnynons

2) Aiadeppikn xoprynon olotpoydvou Hikpns 86ons (low dose)

3) Mn ZtepoelbEs avtiPAeyLOVWSES PpAppako (IBourpopévn)

4) TiIBoAOVN

ATMANTHZH: Mpdkertal yia pia yuvaika oty oyiun avanapaywyikn nAikia, n onoia epgavidel Keparahyies
01O MAQICIO TOU MPOEUUNVOPPUCIAKOU GUVEPOUOU, AGYwW MIWONS TNS CUYKEVIPWONS TwV OIOTPOYOVWVY Kal TS
npoyeotepdvns Aiyo Mpiv TNV €vapen s eUunvou pUoEwS. H auth oUUMWUAToAOYia eUPAVIZETal CUVEXWS
Niyo mpiv v eupavion epunvou pucews. H S1adeppikn xopAynon Lovaxa Tou oloTpoydvou Sev UMopEi va
KaAUYEI TNV TAUTOXPOVN MTWON GTN CUYKEVTPWON TNS MPOYESTEPAVNS. Mia pikph 660N aviicUMNMKoU Siokiou,
JE OUVEXN XOPNYNON, XWPIS xpovikd Sidotnua S1IaKomNs Katd T SIAPKEIA TOU KUKAOU, UMopei va eE0UaAUVEl
TS SIGKUUAVOEIS TV WOBNKIKWY OPUOVWV Kal va MPOKAAEDEI UPEON OTN CUKMWATOAOYIQ. ZUVENWS,
eveIkvudUeVN Bepaneia yia autiv Ty acBevn eivain 1.
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E€atopikeuon tns oppoVIKAS Bepaneias
o€ aoBeveis pe autodvooa voonuata

Avaotacia Apuévn, NeokAns Mewpyonoulos

Eppnvénauon kai autodvoca voohpuata

O1 Aertoupyies Tou avooonoinTikoU CUCTAUIATOS Bpickovtal umd TNV €MNiSpacn Twv CTEPOEISWV OPUOVWV TOU
@UAOU, KaBwWS T 0IOTPOYOVA 6POUV WS EVIOXUTES TNS XUKIKNS QVOOIas, VL) T av8poyova Kal N MpoyeaTEpOVN
WS PUOIKOI AVOOOKATACTOAEIS. H AEIToUpYia Tou avooomnoinTikoU GUGTNLIATOS UPIoTatal MayES npoiodons s
NAIKIas, ol oroies agpopolV Tous MNBUGHOUS TwV AEUPOKUTIAPwWY, TA HOTIBA TS EKKIONS TWV KUTIAPOKIVOV
Kal TNV avooOAOYIKN avoxn, MpodiaBetovias otny avdmmuen autodvoowy Pnxaviopwy. EmnAéov, auénuévn
8pAon WV QVOGOAOYIKWV LNXAVIOUWY oUVOSEUE! TIS MEPIGEOUS OPHOVIKAS LETABOANS, OMwWS TNV EYKUPOCUVN
Kal TV euunvénauon. ZUvenws, ektds and tov NAIKIGKO napdyovia, O UETABOAES GINV AVOCOAOYIKN
anokpIon OE LETEPUNVONAUCIAKES YUVAIKES €xoUV anoSoBel otnv UETABOAA TwWV OIOTPOYOVIKWY EMIMESWV.
Katd v euunvonaucn, n PETaBoAn Twv EMIMESWV TWV OIOTPOYOVWV OXETIZETAl e auénpévn Mapaywyn
MPOPAEYLOVWEWY KUTIAPOKIVGV (IL 1, IL6, TNFQ), HEIWUEVN EKKOION QVTIPAEYLOVWEWY KUTIAPOKIVAV (IFN-y),
peliwpéva enineda Aepgokuttdpwy (CD4+ T kUttapa, kUttapa B) kal peiwpévn KUTtapoto€ikn §pdon Twv
kuttdpwv NK (natural killers). EmimAéov, n IL6 oxeTicetal Ue v evePYOmnoinon OCTEOKAACTWV Kal TV OCTIKN
€navappoenaon, evw CUVSEETal e AOBEVEIES MOU euPavidovial Mo ouxvd Katd v egunvonaucn, dnws o
SIaBATNS Kal ol KaPSIaYYEIaKES NaBNGElS. AVTIOTOOMWS, Ol AVOCONOYIKES GMAYES Unopolv va odnynoouv
O€ OPLIOVIKES ETABOAES, O oroies oxetidovial ke Ty euunvonauon. H aunuévin napaywyn AEUPOKUTIApwY
Kal N OUVEXNS EKKPION KUTIAPOKIVOV UNopoUv va enimaxUivouy v woBUAAKIKA atpnaia. Ta dedopéva nou
apopolv v xopnynon Bepaneias oppovikns unokatdotaons (hormone replacement therapy-HRT) o€
LETEUUNVOMAUCIAKES YUVAIKES e autodvooa voonuata €ival aviikpoudueva. H oppovobepaneia uropei va
LEILOEI TNV KUTTAPIKN avoooanokpIon, eV LENETES e OUZEUYUEVA 010TPoYSva evionidouv aUgnon ota eninesa
TWV MPOPAEYHOVWEWY NApaydVIwV.

H 8iapopikn §pdon Twv OICTPOYOVIKWY UETABOATWY O KABE €vav and Tous SlapopetikoUs Unxaviopous
QvOOONOYIKNS anokpions, Mou apopolv KABE uia katnyopia autodvoowy voonudtwy, Ta ornoia apopolv
81aPOPETIKOUS 10TOUS-0TOX0US, KaBIGTOUV avaykaia v eEQTOUIKEUON TNS OPUOVIKNS BEPANEIas o€ YUVAIKES e
autodvooa Voohuata.

E€atouikeuon tns oppoOVIKAS Bepaneias o€ acOeveis

ME autodvooa voohuata
A. Zuotnuatikés Epubnpatcéns Aukos (Systemic lupus erythematosus-SLE)
* H pikpA NAIKia uunvonauons, 18iws XEIPOUPYIKAS aItiooyias, OXeTiZetal Ye auenuévo Kiveuvo avamuens SLE.
* H Kukhopwo@apidn Unopei va npokaAeael MpowpEn eUNVOnaucn oe yuvaikes Ye SLE, 16iws 6tav n Bepaneia
apxicel oe Peyahdtepn NNIKia (> 32 €T1wVv).
*Ta xaunAd enineda aviyuMépIou opudvns (Anti-mdllerian hormone - AMH), ta onoia aveupiokovtal o€
yuvaikes pe SLE, 6ev anoteholv npoRAemtikd napdyovia yia tnv upavion Mpéwpns euunvonaucns.
* Metd v gupnvénaucn Napatnpeital Peiwon tou 8eikn evepyotntas vooou (SLE Disease Activity Index-SLE-

DAI.
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* HHRT &inA\aciadel tov kivéuvo eppdvions SLE O€ UETEULINVOMAUGCIAKES YUVAIKES.

* H HRT oxetidetar pe auénpévo kiviuvo eEdpogwv s vooou Nrias/UEmias aAd 6xi coBapns €viaons.

* H xaunAf oGTIKN NUKVETNTA Kal N 0GTEONOPWON anoTeNoUV KAIVIKN ekdnAwon tou SLE. O 10etns Kivéuvos
00TEONOPWIIKOU Katdyuatos €ival peyaAltepos o€ aobeveis Pe SLE ouykpitukd e uylels UGPTUPES ws
anotéEAEOHA TNS VOGOU N TS XpVIas XPNons YAUKOKOPTIKOEISWV. O KivBUvos autduaTtou Katdyuatos auEdvel
O€ UETEPLINVONAUCIAKES aoBeveis Ye SLE ouykpItikd e MpoeuUnvonauciakés aobeveis. H xopriynon HRT via
2-3 €N Katd TNV NPWILIN PETEPUNVONAUCIaKn Nepiodo eniBpadUvel Ty anwAeIa 0oTIKNS PAZas Kal JEIOVE] ToV
KivéUVO €PAVIONS OOTEOMOPWONS.

*H HRT oxeticetal pe aunuévo kiviuvo BpouBoeuBoANIKns vOooU, otepaviaias vVOooU Kal QyyEIaKwV
EYKEPANKWY EMEIGOSIwWV.

* O KivBUVOS EUPAVIONS MPWIUNS KAl TAXEWS EEENICOOEVNS GTEPAVIAias vOoou eival 5-10 PopEs LeYaNUTEPOS
o€ yuvaikes e SLE ouykpitikd PE Tov Yevikod mnBuopd. O SLE anotelei ave€dptnto napdyovta kiveivou via
NV eUPAVIoN oTePaviaias vOoou.

* Augnpévos Kiveuvos BpopuBoeUBONIKAS vooou eniBeBaiovetal og aroua pe SLE.

* Metagy Twv €UUNVONAUGIaKWY CURMWUATwY, N HRT BENTIOVE! UGVO Ta QYYEIOKIVNTIKA GUUMTGUATA.

* HHRT avtevéeikvutal o€ aobeveis ue SLE kai:

* YoBapn evepydtnta s voéoou npiv and v évapen s HRT

* loxaipikn Kapdlonadeia

* lotopikd BpouBogUBONIKNS VOoOoU

* AVTIPWOPONMISIKG GUVEPOLO, BETIKG QVTIMNKTIKO TOU AUKOU, BETIKO QvVTiowa avTIkapSIoAInivns
* Kapkivo tou paotol/yuvalkohoyIko Kapkivo

B. Peuparocidis apBpiuda (Rheumatoid arthritis (RA)

* H peydn nhikia epunvonauons OXeTieTal Ue PEIPEVO Kiveuvo eupavions RA (oxetikds kivbuvos 0.64 o€
YUVaIKES e NAIKIa guunvénauons 51 €16V CUYKPITIKA e YUVAIKES e NAIKIa guunvonauons Katw twv 45
ETWV).

* Hepgdvion s voéoou napatmpeital cuvhBws PETd Ty euunvonauon.

* MeyahUtepn Baputnta s vocou cUupwva e o Radiographic Joint Damage score OnUEIVETal OTIS
LETEUUNVOMAUCIAKES YUVAIKES e RA OUYKPITIKA LE TIS MPOEUUNVONAUCIAKES.

* H xophynon HRT o€ yuvaikes pe evepyd RA BeAticvel Tov Seikin evepyotntas s vooou (Disease Activity
Score 28 -DAS28).

* HHRT 6ev au€dvel tov kiveuvo lpAdvions RA o€ LETEPUNVONAUCIAKES yuvaikes. H HRT aokel mpootateutikh
enidpaon €vavtl s eupdvions RA 0€ UETEPUNVOMNAUGIAKES YUVAIKES.

* Au€npévos eival o kivuvos eupavions 00TEONOPWONS O YUVAIKES e RA, evd N euUNVONAUCN AMOTEAE]
ave€aptnto napdyovia KiveUvou. MeyGAn anwAEIa TNS 0O0TIKNS PAZas NApATtNPEITal KATd Ta MPWTA £TN LETA TNV
€vapen s vooou.

* HHRT oxetidetal Ye BpadUtepn aktvVOOYIKA EEENIEN TNS ApBPIKAS MPOCBOANS.

* HHRT aokel mpoatateutikn 6pdon atnv 00Tk UAZa yuvalkwy e RA, kaBws n nocootiaia Peiwaon Tou Seikin
ootikhs nukvotntas (bone mass density-BMD) eival 10 @opés Hikpdtepn oTis Yuvaikes mou AapRdvouv HRT
OUYKPITIKA L€ exeives mou 6ev AauBdvouv. H npoatateutikn Spdon ths HRT atnv ootikn pdda kal otny apBpitisa
npoUnoBEtel Bepaneia yia TOUAAXIoTov 2 TN,
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*H HRT emBpadivel v anwAela ooTIKNS PAZas akdua Kal o€ AoBeveis ol oroiol
i Bpiokovtal unod xpdvia xopnynon UPNAWY 8G0EWY YAUKOKOPTIKOEISWV.
w * O kivbuvos kapdiayyelakns voonpdtntas kai Bvntétntas eival uPniods o€ aroua pe RA.
* Y€ yuvaikes pe RA, o kivluvos BpouBoeuBoAikns véoou, otepaviaias vOoou Kal ayyeEIakwv
EYKEPANKWY EMEITOBiwV Mou oxeTidetal e v xphon HRT eival pikpdtepos and ekeivov rnou oXxeTicetal
LE TV ouvdnapen npdwpeNs eUUNVONauUCnS.
* Movasikn €véeien yia Evapen HRT oe yuvaikes e RA €ival ta euunvonauciakd GUpM@uata (QyyEIoKIVITIKA,
Enpdtnta kOAMou, kONwaon, alinvia, YEIWUEVN IKAVOTNTA CUYKEVTDWONS) Yia SIA0TNUA HIKPGTEPO and 3 £n.

I. I61onadeis OAcypovddeis Noool Tou Eviépou (IONE)

* Ave€aptitws NAiKias, n xphon HRT (éxouca h NapeNBOVTIKN) OXETICETal e QUENUIEVO KivBUVO eupAvions
ENKWB0US KoATISas (EK). O oxetikos kiveuvos eival 1.7 1 (95% Cl, 1.07-2.74) yia v péxouaa xpnon HRT
Kai 1.65 (95% Cl, 1.03-2.66) yia v NapeABovTIKN Xphon.

+ 0 kivéuvos eival avefdptntos and tous AoimoUs napdyovies KIvEUvou yia v eugdvion EK: Aeikins
uddas owuatos (BMI), kdnviopa, yewypa®ikd MAATos otnv nAkia twv 30 €16V, XpAON N OTEPOEISWV
QVTIPAEYHOVWSEWY PapudKwy, XpNon avIICUNNIMTIKWY SIoKiwv, NAIKIa euunvonauons, €i6os epunvonauons
(xe1IpoUpYIKA M uN), NtpdTnta.

* O kivéuvos eupdvions EK 6ev oxetidetal e o €i6os s HRT.

* O kivéuvos gupdvions EK augdveral avaroya pe v Sidpkeia HRT. O oxetikods kiveuvos eival 1.61 (95% Cl,
1.01-2.56) yia 8idpkeia xpnons 1-5 €, 1.78 (95% Cl, 1.03-3.05) yia 6-10 € kal 1.80 (95% Cl, 1.02-
3.15) yia nepiooorepo and 10 €n.

* O kivéuvos gupdvions EK peicoveral katonv Siakomnns s HRT yia nepioc6tepa ano 5 £tn.

* Aev napatnpeital ouoxEtion Petatl s xpnons HRT kai tou kivéUvou epgdvions véoou tou Crohn.

A. Takxap@éns Aiaphtns Tunou | (Type I Diabetes Mellitus-T 1D)

* Ave€dptnta and v NAIKIa Kai To 10TopIkG Kanviopatos, Sev napatnpeital cuoxétion Petall tou T1D kal tns
nA\ikias epunvénauans.

* Hxphon HRT Sev enmideivovel ta enineda oakxdpou o€ yuvaikes e T1D.

MEPIZTATIKO 1

Acbevis 38 etwv, pe SLE xwpis aviipwo@oNmdikd cUvEpopo, MpoohA\e ota Taktkd E€wtepikd Iatpeia
Evéokpivohoyias Avanapaywyhsidyw Seuteponabols aunvéppolasanéd 1 OunvouKalEVIOVwWY ayYEIOKIVITIKWV
oupnTwudtwy anod sunvou. O SLE Sieyvabn npo 10etias, nacBevns Bpioketal unod aywyn e YAUKOKOPTIKOEISN
ano 3 etias, v Exel AABEI KUKAOPwOPapion yia 2 €1n. TeAeutaia €6apon Ts VOoOU ONUEIBNKE Mpo 4unvou
(oUppwva e tov deikin SLEDAI-2KI). Katd tov opuovikd ENeyx0 SIamoTwONKe euunvonauon Je TPES LH=72
miU/ml, FSH=85 mIU/ml kai E,=5 pg/ml. H aoBevis avapéper Eviova ayyeIokIVTIKG OUUMTCOUATa, SIATAPAXES
Unvou Kal Enpdtnta KOAMou. Agv SIANICTWONKE 0OTEONEVIa € EAEYX0 OCTIKNS MUKvVOTNTAS e DEXA OMEY.
AlevepynBNKe KAPSIOAOYIKA €KTIUNON MPOS AMOKAEIOUS I0XAIUIKNS KapdlondBelas/atepaviaias vooou. H
aoBevns QvEPEPE ApVNTIKO OIKOYEVEIQKO 10TOPIKO OTEPaviaias vooou, BpopBoeUBONIKNS VOGOU, KapKivou
paotol/evountiou/tpaxAou s UNTas. MpayuatonoinBnke Lactoypagia kal Unepnxoypapnua Uaotwv
xwpis eupnpata BIRADS i), eve 10 Test Manavikohdou ftav apvntikd. Xy acBevn Sev xopnyndnke HRT
AOYw BETIKOU QVTIMNKTIKOU TOU AUKOU KAl BETIKOU QVTIGWUATOS KAPSIONIMNIVNS.
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MEPIZTATIKO 2

AoBevihs 48 10, e RA and 2etias kal eyunvénaucn and 18unvou npochzde ota Taktikd E€wtepikd latpeia
EvSokpivohoyias Avanapaywyns AOYw €EVIOVWY QyYEIOKIVITIKWY OUUMWUATwy and €tous. H acbevhs
Bpioketal und aywyn Pe YAUKOKOPTIKOEISN. O Seiktns apBpIkns MPooBoAns ftav uPnids cUUpuva e To Ra-
diographic Joint Damage score, v UPNAGS Mtav Kal o Seikins evepydtntas vOoou cUPwva e To Disease
Activity Score 28 -DAS28. Katd tov opUovIKO £AeyX0 SIAMIOTWONKE euunvonauon pe Tiués LH=78 miu/
ml, FSH=92 miU/ml kai E,<5 pg/ml. H aoBevis avapéper Eviova QyyEIOKIVITIKG OUIMTGOUATA, SIaTtapaxes
Unvou kal Enpdtnta kOAMou. H acBevhs eixe ooteondpwan (T-score=-2,7), und aywyn He SIPWOPOVIKA.
AlevepynBNKe KAPSIOAOYIKN EKTILNON MPOS AMOKAEIoUS I0XAIUIKAS KapdlondBelas/otepaviaias véoou. H
acBevns QvEPEPE aPVNTIKO OIKOYEVEIOKO I0TOPIKO oTEPaAvIaias véoou, BpouBoeUBONKNS VOOOU, Kapkivou
aotol/evBopnToiou, Ve avépepe BETIKO I0TOPIKO KAPKIVOU TOU TPAXAAOU TS UNTRAS Otnv ASEAPN TNS LNTEPAS
ns. MpayuatonolnBNKe LacToypagia Kal UnepnXoypapnua Jaotwy Xwpis euphuata (BIRADS 1), ev to Test
ManavikoAdou Atav apvntikG. Ztnv acBevin xopnynonke HRT yia 2 €mn.
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YnofonBouuevn avanapaywyn Kai egunvonauon.
Yndapxel cuoxEtion;

Yopia Kahavtapidou

®uaololoyIkd, n nadon s woBNKIKNS Aetoupyias (euunvérnaucn) Napatnpeital Nepimou oty NNIKia twv 50-51
€TQV. Z€ €vanocootd 10% Twv yuvaikwv auto Yiveral mpiv iy NAIKia twv 45 1w (Mpdwpn euunvénaucn) Kal
o€ 1% npivInv NNikia twv 40 €16V (MPIKN woBNKIKN avendpkela). MepIKES yuvaikes pe mpdwpn epunvonauon
A MPWIUN WOBNKIKA aVENAPKEIQ NapousIdouy SIQTAPAXES eUnVOU PUCEWS MPIV TV Nadon TS wWoBNKIKNS
AEITOUPYIas, OE APKETES NEPIMTWOEIS OUWS auTo Yivetal EapVIKA Xwpis va éxel mponynBei kdnolo oUuntwya. e
QPKETES ano TIS TENEUTAIES QUTES MEPIMTOEIS, TO OVO oUUMTwia rnou undpxel €ival n unoyovipdtta.

Kata tov €Aeyxo evds unoyovipou ZeuyapioU MpayuatornoloUvial KAIVIKES Kal EPYAcTNPIGKES EEETACEIS OTOV
avépa kai i yuvaika. Otav o apxikds EAeyxos unoyovipotntas Sev eixvel oagn nadoloyia (oneppodiaypapua,
ENEYX0S WOBUAAKIOPPNEIQS Kal EAEYX0S EVEOUNTOIKNS KOMOTNTAS Kal 81aBatétntas GaAmiyywv), 0 MERATENW
ENEYX0S ToU Yuvalkeiou napdyovta Ba npénel va NepAaUBAVE! Kal TOV EAEYXO TNS «WOBNKIKNS EPESPEINS.
A€iKTeS NS woBNKIKAS epedpeias (ovarian reserve) anoteholv N FSH (UEtonon v 3n NUEPA Tou KUKAOU), N
Ivxiunivn B, n AMH kai o npoaS1opiopds Tou apiBpoU twv woBulakiwv e dvipo (antal follicles) katd tv apxikn
napaywyikn @aocn. O1 8Uo teAeutaiol SeiKTes €ival ol Mo EVEESEIYUEVOI YIa TOV MPOGSIOPICHS TNS «WOBNKIKNS
EQeSpEiasy.

O1 yuvaikes e PEIWUEVN wOoBNKIKN epedpeia Napouoiddouv Mwxn andvinon Katd Ty MPOGKANGN MOAAMANS
woBUAaKIoppNEias (poor response) Kkal AQUENUEVA MOCOOTA AKUPWONS TOU KUKAOU  €6WOWUATIKAS
yovIornoinons. Zuxvd YUvaikes e PEIWREVN WOBNKIKN EPESPEIT Kal MOMNANAES arOTUXNKEVES MPOOTIABEIES
€EWOWATIKNS YOVILIOMOINONS EUPAVICOUV IENOVTIKA MPWIUN WOBNKIKA QVENAPKEIQ.

ZUXVA KQl Ol aSEPPES KOPITOIWV LIE MPWIUN WOBNKIKN QVENAPKEIQ NApoUCIAZouV LEIWHEVN WOBNKIKN EPeSPEia.
Kpivetal okOmipos 0 €AeyX0s TS WOBNKIKNS €PESPEINS TWV YUVAIKWV-OUYYEVCOV HE MPWILN WOBNKIKA
avendpKela. ZUS NEPINTWOEIS QUTES Ba MPEME va aKOAOUBET KATGANAN GUUBOUAEUTIKA QVTILETNION, I61aiTepa
O1aV UNAPXOUV CPKETES MEPIMTWOEIS YUVAIKWY HE MPWIKN wOBNKIKN avendpKeIa otV OIKOYEVEIQ.

Mia and s arties NPWILNS wWOoBNKIKNS avendpKelas €ival ol MPOUETANGEEIS Tou euBpalaotou X, yeyovos yia
T0 oroio Ba MpEnel enions va Yivel EvNENWON OTIS KOMEAES E MPWIKN woBNKIKNA avendpkeia (iows Kai Je
HEIWUEVN WOBNKIKA £PeSPEIQ) MoU EMIBUUOUV EYKULIOGUVN.

Znpavuika O€para:
*H yovigétnta ms yuvaikas PEIVETAl PETd TV NAIKI Twv 35 €10V. Y& KAMOIES YUVAIKES N Peiwaon s
yovIuotntas Yiverar vwpitepa.

* AgiKTes S WOoBNKIKAS Aemoupyias anoteholv n FSH (U€tonon v 3n npépa Tou KUKAOU), N Ivxiunivn B, n
AMH ka1 0 npoadlopiouds Tou apiBoU Twv wobuAakiwy e Avipo (antal follicles) katd mv apxikn Napaywyikn
¢pdon. O1 0o teAeutaiol Seiktes €ival ol Mo eveedelyUévol yia Tov MPOadIopIoUS NS «WOBNKIKNS QPeSpeias
(ovarian reserve)»
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MNEPIZTATIKO 1

‘Eva Zeuydpi npooépxetal og KAIVIKN EEwowUATIKNS Yoviporoinons. H yuvaika eivar 42 €twv kal o dvépas 41
€twv. To oneppodidypapua tou ouddyou eival evids (PUGIOAOYIKWY OPIWV Kal N UCTEPOCAANIYYoypadia tns
ouqUyou SeiXVel PUTIONOYIKN EVEOUINTPIKA KOIAGTNTA KAl S1IaBAtés AAMIyYeS Aupw. HBUpeoeISIKA s Aertoupyia
eival pualoroyikn. H yuvaika €xel unoBAnBei 1a Tereutaia S€ka xpovia O€ 22 QVEMITUXEIS MPOCMABEIES
ENMTEUENS KUNONS Le EEWOWHATIKA Yovidoroinan. Katd tov mpoo®ato éneyxo éxel FSH =26 IU/L. Moia 6a sival
N OUUBOUAEUTIKN ToU ZeuyapioU Kal N MEPAITEPw AVTILETWMNION;

MEPIZTATIKO 2

Mia konéha 22 €1V Npoaépxetal Pe apnvéppola and 4unvou kal FSH = 155 IU/L. Ths einav 6t éxel mpdwpn
WOBNKIKN avendapkela kal ot 6a npénel va kavel dueca kataWuén wapiwv. MNMoia 6a ival n avuyetonion;
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Nées Oepaneies YETEYUNVONAUCIAKNS 0OTEONOPWONS

Avva Ayyelouan, EGa Kaoon

H mpoAnyn kal Bepaneia s PETEUUNVOMNAUCIAKAS 0CTEONOPWONS MeEPIEAdUBAVE WEXQI MPOCHATa

N xopnynon acBectiou Kai Bitapivns D, 1a Sipwopovikd (aAespovdn, pioedpovam, Iunaspovémn and tou

otduatos, Kkai LoAeSpovIKO OEU Kal IUMAdPOVATN yid iv. XopAynon), TOUS EKAEKTIKOUS TOMOMOINTES TOU UNodoxEa

TV 0aipoydvwv (paro€ipaivn, Bageviogipaivn), TO IOVOKAWVIKS avVTiowHa VIEVOGOUHAUNN, KAl TOV aywVIoTH
TOU UNoSoxEa s Napabopuovns, TEpINAPATion.

Katavovtas kaAUtepa v Naboguacioloyia s 0oteondpwons, kaivoupyla poépia €xouv avarmuxBel ta
Teneutaia xpdvia, Napouciddovias evSIaPEPOUTES UENETES O WETEUUNVOMIAUCIKES YUVAIKES IE XAUNAN OCTIKN
nukvotnta. Kanoia and autd éxouv NApel YKPIon yia KukAopopia (aunaionapatién, avaoyo tou PTHIP), kdmoia
avapéveral va AaBouv (popocoouudunn, avtiowpa €vavil Ins OKANPOOTIVNS), EV YIa KAMNola SIakonnKkav ol
HENETES AOyw aveNIBUUNTWY evepyeiwv (OVIavaoatiunn, avactoAéas KaBewivns K).

Avdloyo tou PTHrP: AunaAonapatisn

H aunalonapatién eival €vas oUvOETIKOS aywVIoTNS Tou Unodoxéa tunou | ts napabopudvns (PTHR) nou
nPooPATa MAPE €yKpIon ws Bepaneia S PETEUUNVOMNAUCIAKNS 00TEONOPWONS UE AUENUEVO KATayuatko
kivéuvo. Mpdkeital yia €va nemisio pe 34 auivogEa nou €xel opooyia 41% pe To udpio ths PTH kal 76% e To
H6pIO TS NeMTISIoU Tou oXeTZOEVOU e T napadoppévn (PTHIP). H aunalonaparién énws kai n tepinapation
ouvéEetal e Tov unodoxéa tUnou | tns PTH, 0uws npokalei TEola oTepe0dIaudp@uaon Tou UnodoxEa nou N
oUv8eon gival Mio anoteAecATIKN Kal autd odnyel GANAOV O Uia Nio NAPOSIKA - GE OXEON IE TNV TEPINAPATION-
eniépaon Tou opiou Kal enopévws KaAUtepn avaBoAikn Spdon (Hattersley G et al, 2016).

KAIVIKES LENETES £8€IEQV aoBevEDTEPN €NiGPAcN TS aUNAAONAPATi&nSs atous SEIKTES OOTIKNS AVAKATACKEUNS,
0€ OX€oN WE TNV TeNINAPATIoN. AUt OUWS UMOPEl va UNOSNAWVEI Kal Kid MIo UETPIa NiSpacn otnv 0oTIKA
anopPdPNoN MoU EVSEXOUEVWS VA aMoTENEl MAEOVEKTNUA €vavtl Tns Tepinapations (Leder BZ et al, 2015).
Mpdyuat eniBeBaICBNKE UE in vitro neipduata ot N aunaAonapatién MPOKaAEer wia nio npdokaipn alénon s
€kppaons Tou RANKL and tous ooteoBAAOTES, € GUYKPION LE TNV TEPINAPATION.

Y€ WIa and US MPWIES KAIVIKES JENETES OE YUVAIKES e UETEUUNVOMNAUCIAKA 00TEONOPwWON, N xophynon 20,
40 ka1 80ug sc. nepnaiws apnaionapatidns yia 24 eRsopdses augnoe tnv BMD oty OMZE, Tov auxéva tou
Unpldiou Kai To ONIKO 10Xi0 6000EEaPTUEVA Kal ANIGTA N aUEnon GTo ONIKO 10XI0 ATav UEYANJTERN -lE TIS 2
peyanUtepes 60€ls aunaionapariéns- and v avtiotoixn Nou eNtEUXBNKe e tnv Tepinapatién (Leder BZ et
al,2015).

H ACTIVE (The Abaloparatide Comparator Trial In Vertebral Endpoints), pia MOAUKEVIDIKN KAIVIKN JEAETN (pAoNS
3 oupnepieAaBe nepinou 2400 LETEPUNVOMNAUGCIAKES OOTEONOPWIIKES YUVAIKES e UPNAG Katayuatikd kivéuvo
(o1 mepIoodTepes eixav 1I0TOPIKO TOUAAXIGTOV €VOS MPONYOUEVOU Katdyuatos). H xoprynon 80ug nuepnoiws
aunaAonapations yia 18 pAves Peiwae T ouxvoTNTa OrIoVEUAIKWV Kal N GMOVEUNIKWV KATayUAtwy 0€ OXEon
LE T xoprynon eikovikoU (papudkou kal alénoe tnv BMD o€ OAes s exktiyoUpeves B€aels (Miller PD et al,
2016 ). MANioTa eival evBIapéPOV OTI N ANOTEAECHATIKATNTA TNS AUMAAOMAPATIGNS Atav NapAUoIa Gg OAES TIS
YEWYPAPIKES NEPIOXES Kal eBvikOTNTes (McClung MR et al, 2017). Enextaon ts perems ACTIVE pe xopriynon
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OAe8POVATNS YIa GANOUS EE] IAVES PETA TO TEAOS TNS XOPNYNoNs apnaionapatidns eniBeBaiwoe v SIApKeIa s
QMOTEAECHATIKATNTAS TNS AYWYNS e AUNAaAONapation : BEATion 0oTIKNS NUKVOTNTAS Kal Peiton Katayuatikou
KIVEUVOU onpavtikd Peyadtepn og oxéon e Ty opdda tns aAeSpovdns yia 6 pnves ovo (Cosman F et al,
2017). Mé\iota, o€ posthoc avahdon gavnke ot N UEIWON ToU KatayuatikoU KIVEUVOU LE TV aunaionapation
Atav aveEdptntn Twv Napaydviwy KIVEUVOU YIa 0oTEONAPwWAN Kal ToU apXIkoU KataypatikoU KIvEUvou énws
autds urohoyiotnke pe 1o FRAX score (McCloskey EV et al, 2017).

MeAétn pdons 2 €6gi€e ot n xophynon 20, 40 kal 80 pg aunalonapatisns  via 24 eBéoudses o€
LETEUUNVOTIAUCIAKES YUVAIKES E 00TEONOPWON BENTIWOE TNV OCTIKA UIKPOTPXITEKTOVIKN S000EEAPTWHEVA
-otnv 860N twv 80ug NUEPNCiWS, oNUAVTIKA MEPIOCAOTENO and TV TEPINAPATION- ONWS aUTN EKTILNBNKE and To
OKOp OMoyywdous ootoU (trabecular bone score) (Bilezikian JP et al, 2017).

AveniBUunTes evepyeles TNS aunaionapations nepIAauBdvouv vautia, Taxukapdia kal unepacBeotiaiia -n
TEAEUTAia o€ PIKPOTEPO MOCOOTO - 3% TwV AoHEVWV- € GUYKPION LE TNV TEPINAPATION. € PENETN LE EMIUUES,
n xopnynon UPnAWV 860wV aunaionapatidns adgnoe v ouxvotnta ePPAvIoNS 00TE00apKWatos (Jolette
Jetal, 2017). Aev éxel anodeixBei 10 i610 yia Tov AvBpwo, GUwWS -OMws Kal N TepINapatidn- ev mpEnel va
XOPNYEITal o€ AoHEVEIS e KANPOVOUIKE VOOAUATA Mou MpodIaBETouy o€ 00Te00dpKwia, vOoo Paget, aoBeveis
JE aveENyNTES QUENOEIS AAKANIKNS PpWoPAtdons, QVoIXTES EMPUOEIS, OOTIKES UETAOTATEIS N AAAES OKENETIKES
KaKoNBEIES N MpoNyoULEVN EEWTEPIKN AKTIVOBOANGN OTOV OKEAETO. TO EYIOTO XPOVIKO SIA0TNHA XOPNYNoNS TNS
eivar 2 xpdvia, dnws Kai e v TepInaparidn.

Avtiowpa €vavtl tns okAnpootivns : Popocodoupdunn

H orxAnpoativn eival pia mpwrteivn nou napdyetal and ta 0oteokUTIapa Kal AoKei tn §pdon TS ws QVAoTOAEAS TOU
00TIKOU GXNUATICHOU UNMAOKAPOVTAS T onatodotikd povondt Wnt. Me t xphon HoVOKAWVIKOU QvTIcWUATOS
€vavtl NS oKANPoaoTivns EEKivnoe pIa véa BeRAneUTIKA MPOCEYYION YIa TNV QVIILETWNION NS 00TEONOPWONS.
TPOKAIVIKES LENETES OE TOWKTIKA Kal GAa BnAacTIkd €8e1€av augnuévin ootk UdZa Letd and unoddpiaxoprynon
evds aQvIIoWUAtos €vavtl NS GKANPOOTIVNS, TS POUOCOZOUNAUNNS, OE MPOKANOEIoA UETEUUNVONAUGIAKN
ooteondpwan. MeEAEn pdaons 2, eniBeBaiwoe Thv acpAAeIa Kal TNV ArOTEAECATIKOTNTA TS POUOCO{OUUAUNNS
o€ 419 LETEUUNVONAUCIaKES Yuvaikes nmou énaBav To aviiowpa yia 12 phaves. Xopnynbnkav 70, 140 n
210mg unododpia unviaiws N KAOe Tpels UNVES Kkal cuykpiBnkav e 70mg aAedpovdtns eBdopadiaiws n 20ug
TENINAPATI&NS Unodopiws nuepnaiws. OAes ol §60€ls 0dAynoav o€ onuavtikh auénon ts BMD, e ta nio
Beauatikd anoteréopata oty opdsa nou eAduBave 2 10mg érou napamphndnke algénon ts BMD otnv OMEX
Katd 11.3%. v opdda eréyxou n BMD pelwbnke katd O. 1%, ev otnv odsa s aAeSpovAatns aueNBnke
Katd 4.1% kai otnv opdsda s tepinapations katd 7.1% (McClung MR et al, 2014) .

AvAhuon e noootikh agovikn Topoypadia (PQCT) €8eI€e otl o1 yuvaikes nou ENaBav popocoloupdunn ixav
augnon s oykopetIkns BMD (volumetric BMD) 0to 6moyyw8es Kal 0To GAOIWSES 00TO s OMXX Kal
010 OMoYYW&eS 00T Tou Ioxiou (Genant HK et al, 2017). Enions, napatnpnénke otl ol yuvaikes nou ExaBav
NV PoHocooupdunn eixav Jeyahltepn UNXavikn 1oxU TG00 OTO OroyYWSEeS OG0 Kal OTO CUUNAYES 00TO OF
oUykpIon e autEs nou enduBavav tepinapatién (Keaveny TM et al, 2017). O1 6rioles 81apopEs PETAEU Twv
800 papudkwv mBavwv oPetovial oto yeyovos otl N eV TEQINAPATION €Xel UOVO avaBoAIkn pdon, evw N
popoooZoupdunn €Xel avaBoAIKA Kal avil-kataBoAIkh Spdon.
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AkoNoUBNOoQV PENETES MOU €6€IEQV Kal TNV AMOTEAECUATIKOTNTA TN GoovV apopd TN
w peiwon kataypatikoU kiveUvou. Mpokeital yia 8U0 KAIVIKES PEAETES pdons 3.

2NV Jia ouykpiBnke n xopnynon 210mg sc. popocooupdunns KABe unva Pe EIKOVIKG pAPUAKO
yia 12 pnves, o€ Yuvaikes e YETEPUNVONAuciakn ooteondpwon (3.5<Tscore<2.5) ato 1oxio (0AIkd n
auxéva pnpiaiou), kal GAVNKE Ot N POPOCOZouUUAUNN Peiwaoe otatiotikd onpaviikd ta véa onoveulkd
Katdyuata Katd 73%, Oxi OUwS Kal Ta Pn-onovSulikd, nap' 6t alénoe thv BMD onuavtika toeo otnv
OMZZ, 600 Kal OTO I0XI0 Kal QUXEVA UNPIaiou. Y€ ENEKTAON TNS PEAETNS QUTAS WETA TN ANEN TNS XOpNynons
POU0COZouPAUNNS, akoAoUBNGOE Kal yia TS U0 OpdSes Xopnynaon VIEVOCOURAUNNS yia GAoV €va xpOvo
Kal pAVNKE OTI N CTATIOITKA ONPUAVTIKA Peiwon Tou katayuatikoU KivUvou S1atnpnbnke kai YeTd anod €va
xpdvo otnv opdda tns popocoloupdunns (Cosman F et al, 2016).

2e PIa GMNN PENETN, N xopnynon 210mg popocooupdunns SC. UNVIAIWwS CUYKPIBNKE Ue T XxopAynon
anedpovatns 70mg eBdouadiaiws yia 12 Pnves kal akohoudnaoe xophynon aAeSpovdns yia dAov €va
XpAOVOo Kal aTIS 8U0 OUASES YUVAIKWV LE UETEPUNVONAUGCIAKN 00TEONOPWON Kal Katdyuata eEuBpaucTtdTNTas.
Metd and 2 xpdvia napatnpnenke pia Yeiwon katd 48% twv GrovSUNKWY Katayudtwy kal 19% twv
un-onoveuNIKwy o€ aUykpion pe 12% kal 8.7% avtiotoixa otnv oudda nou éaape Povo aledpovdin.
EminAéov, napatnpnénke peyaiUtepn avgnon ths BMD téoo otnv OMXX oo Kkal oto 1oxio atnv opdda nou
€NaBe popocoloupdunn . Ooov apopd tous Seiktes ootikoU PetaBoAiopol UNNPEE pia npdaoaipn alénon
ToU PINP yIa Tous MpwTous TPEIS PAVES Mou eNavANOE oTa GUOIOAOYIKA eNiNeda Kal pia peiwon tou CTX
and v apxn PEXP! To TENOS TS PEAETNS (Saag KG et al, 2017). Mpdopatn Yetaavazuon 6 PeNETwV (e
OUVONIKO apIBué eyaAltepo and 5000 yuvaikes) oIS OMoieS PJENETNONKE N AMOTEAECUATIKOTNTA TNS
POUOCOZOUPAUNNS OTNV AVTIUETWMION TNS PETEUUNVONAUGCIAKNS O0TEOMOPWONS, €6€IEE 0TI 08NYNOE
0€ ONUAVIIKN peiwon tou KIveUivou onovSUuNKwy kataypdtwy (RR 0.37, p<0.005), pun GrovSUANIKWV
kataypdtwy (RR 0.78, p<0.0001) kai kataypdtwy loxiou (RR 0.59, p<0.0004), GUYKPIVOUEVN LE GANES
QVTIOOTEOMNOPWTIKES Bepaneies. Agv unhpEe onPavIIkn 81agopd otny euPavion aveniBUUNTwWY EVEPYEIWY,
o€ oUyKpIoN WE TIS UMONOIMES QVTIOOTEONOPWIIKES Bepaneies nou xopnynbnkav. H 86on twv 210mg
unviaiows Atav N Mo anoteAeouatikh, kal kaad avektn (Liu Y et al, 2018).

‘Ooov apopd avenmBUUNTES evEPYEIES, N POUOCOZouVAUNN UNopel va o8nynaoel og unepeualobnaia Kai
avdamuen aviiowPdtwy évavil autns, nou dev ennPEAouV OUWS TV ANOTEAECHATIKOTNTA TNS. ZNaviws
unopei va oupBel 0oteovEkpwaon Kdatwy yvadou kal dtuna Katdyudata pnpiaiou o€ nocootd dpws  OxXI
peyaAUtepa and Ta QVTIOTOIXA TwV UMOAOIMWY QVTIOCTEOKAQOTIKWY (Gapudkwy. H uovn avemBduntn
EVEPYEIQ MOU f0WS XPAZEl MIO CUOTNUATIKNS WENETNS €ival pia Mo augnpévn eNiNTwon KapsdiayyeIakwy
oupBaudtwy oe oUykpion Pe aAoSpevdtn (2.5% vs. 2.5% Petd 12 PAves xopnynons). EMNAEov, unnpge
Kal pia auénon Katd 2.65 QopES Ot CUXVOTNTA TWV AYYEIQKWY EYKEPANKWVY €MEICOSIWY. ANN Hia
avnouxia apopd otnv niBavh oykoyovo Spdon tou, Aoyw tns evioxuons Tou Wnt onpatodotikoU povonatiol
(Kansara M et al, 2009). Qot6co, 6ev €xel pavel ot acbeveis pe okAnpdotwon fn ndoxovies and
vO00 van Buchem énou n okANpooTivn €ite anouaciadel ite Sev §pa €xouv AUENUEVO KivEUVO KaKkonBwv
veomAaoudtwy. EnmAEov, 0 KivBUvos KapKIVOyOvou §pAons UENETNBNKE GE EMIUUES Kal o€ 6O0EIS UEXPI
50mg/Kg eBdopadiaiws yia Sidotnua 98 eRsouddwy kai anodeixtnke xapnhds (Chouinard L et al, 2016).
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AvaotoAéas kabeyivns K: odanacatib
H kaBewivn K €ival pia A\uGoGoWUIKN MPWTEIVACN NoU EKPEAZETAl OTOUS OGTEOKAATTES Kal arnoTeAE €éva anod
10 €vdupua nou anodopoUv To KoAayévo tUnou |, To KUplo ouotatikd (90%) s 0oTIKAS BeUENIAS OUaias.

H odanacatib €ival avactoréas s kaBewivns K e UPNAN EKAEKTIKOTNTA. Z€ MOAUKEVTQIKA TUXAIONOINUEVN
KAIVIKN JENETN pdons [l mou cuunepiéAaBe nepinou 400 UETEUUNVONAU-CIAKES YUVAIKES HE XAUNAAR OCTIKN
nukvotnta €6€I€e ot etd and éva xpdvo xophynons odanacatib oe 6éoeis 10, 25 kal 50mg pia popd v
€R6opasda unnpEe onuavtikn avénon tns BMD atnv OMXY, oNIKO 10Xi0, auxéva pnpiaiou, 0 OXEoN WE TO
EIKOVIKO (pApUaKo. Enéktaon tns PENETNS Yia akOun xpdvo £8€IEe napamEpw augnon ts BMD (Bone HG et
al, 2009).

Extdés and tn peiwon twv SEIKTWV 0CTIKNS anodOUNons UMNPEE Kal UIa Peiwon Twv SEIKTWV 00TIKoU
oXNUAtiopoU, JIKPOTEPN Kal Mo NAPOSIKN 0€ 0XEon e GAA QVTIOOTEOKAAOTIKA (pApuaka (nx.aAespovdarn,
pioedpovdn). Ta avwiépw anoteAéouata enBERAIBNKAV Kal UE OCTIKES Bloyies. Autd onuaivel otl T€tola
(PAPUAKa Mou GToxeUouv o€ €vUPa Nou EKKPIvVOvVTal and Tous 0OTEOKAJOTES S1atnpolv KaAUTeEpa T oUZEUEN
TOU 00TIKOU avaoxnuatiopyoU o€ oUyKPIon UE GAPUAKA Mou UEIVOUV ToV apIBud Twv 0oTEoKAaoTwy (Bone
HG et al, 2009).

Metd and ta 0o autd xpévia oI aoBeveis enavatuxalonoinBnkav yia va Ndpouv €ite yia GAMov €va Xpdvo
ovravaodatiunn eite elkovikd gdppako. H oudda tou énaBe odanacatib yia mito xpévo alénoe akdun
nepIooo6tepo v BMD téoo otnv OMXY 600 Kal oto oNKO 10Xio. H OUVOAIKN  amoteAeopatikdtnta Tou
pappdkou Atav id1a e tns aAeSpovAatns Kal Tou COAeSPOVIKOU 0EE0S Xwpis duws cupBel MAaTW otnv adgnon
s BMD énws oupBaivel pe 1a GMa aviiooTeokhacotika odpuaka. H opdda nou EAaBE EIKoVIKO GAPHAaKO
unéotn eiwon s BMD Kupiws 10 Mpwto €EAuUnvo PETd Ty Siakomnn s aywyns, £avayupidovias oto
TENOS TOU £T0US OTNV APXIKN OGTIKA MUKvOTNTa. Autd T0 MPOPIA NPOCOUOIAZEI NEPIOCATEPO LIE TO MPOPIA
NS VIEVOOOUUAUNNS, TS Napabopudvns Kal tns  0pUOVIKNS UNOKATAoTaons We olotpoyova, Napd He Twv
Siopwoovikwy (Eisman JA et al, 201 1). Engktaon s PEAETNS YIa NEVIE XpovIa (e MOAU LIKPO apiBud
OUMUETEXOUOWV OUWS) E8EIEE OUVEXION TNS AUENCNS TNS OCTIKNS MUkvotntas (Langdahl B et al, 2012).

AgloAdynon NS oykoueTpikns BMD Tou omoyywsous, GACIE0US Kal umopAoIsous 0otoU Tou eyyus
unpiaiou £8€1Ee aUEnon pe T xoprnynon ts odanacatib yia 2 xpovia (Engelke K et al, 2015).

‘Ooov agopd v eNiSpacn Tou papUdKou GToV Katayuatikod Kiveuvo, n UeNETN LOFT €6€I€€ onuavTikn peiwaon
OMOVSUNIKWV, N OMOVBUAIKWY Kal Katayudtwy Ioxiou (Bone HG et al, 2015).

‘Ocov apopd napevepyeles, kataypdenkav Atuna Katdyuata Pnpiciou kal Seppatikn vooos tou Mopéa.
Emm\éov, kataypd@nke onpuaviikés apiBUos ayyeIakwy EYKEPANKWY ENEI0Siwy otnv opdda nou enduBave
OTOV QVaoTOAEQ KABEWIVNS K oe oUykpion Pe Tnv opdSa placebo http://www.mercknewsroom.com/news-re-
lease/research-and-development-news/merck-announcesdata-pivotal-phase-3-fracture-outcomes-st.)

Mapd ta NoAU KaAG anoteAéopata GoovV aPopd TNV ArOTEAECHUATIKOTNTA TOU (Pappdkou, N alénon otn
OUXVOTNTA TWV AYYEIAKWV EYKEPONIKWY €MEICOSiwY 08NYNOE GTN SIAKOMN TwV PENETWV and v Talpeia
Merck (Mullard A, 2016).
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AoBEotio kal Bitapivn D3: Ze noid yuvaika,
o€ Nold 660N Kai No1d okeUaoua;

Apeth AuyouAéa

H ooteondpwaon anotelei xpdvia vooo e CUVEXWS augavopevn enimwaon, AOyw s aUgnons Tou MpooSOKIUoU
eniBiwons. Eival moAU mio ouxvin otis yuvaikes and 6t 6Tous AVIPES, e TNy eNMwon s va au€dvetal Beauatika
JETA TV euunvonaucn. Mepinou 10 30% TwV LETEUUNVONAUCIAKWY YUVAIKWV EXOUV 00TEONGpwWon otis H.IM.A
KaI TV Eup@nn, eved TOUAAxIoTov 10 40% aUTV TwV YUvaikwy 6a voonoouv and éva n nepiocdtepa Katdyuata
xaunAhs Bias (Melton, L.J. [, et al 1992). To ootd eival éva épyavo pe Suvauikn, apotou avasIauopPWVETal
HEOW TNS ouvexous 81adIkacias s 0oTIKNS anoppOPNoNs Kal Ins ootikNs enavadopunans. O 0oteoBAIOTES
npogpxovial ané adlapoponointa YEcEYXUPAatikd KUTIapa Tou PUehoU Twv 0oTwV. O 00TEOKAACTES MOU EXOUV
0O0TEO-ANOPPOPNTIKA 5pAcN MPogpxovial and aiornointika KUttapa s oeIpds ovokUttapa-pakpopdya. H
diatapaxn otn 81adIKkacia enavasouNons Tou 00ToU JMNopEr va MPOKAAETE! Kal ANAES MABONOYIKES KATAOTACEIS,
€KTOS TNS 00TEONOPWONS BMws PAxitiGa, 0OTEOUAAAKIA, OOTEOTKANPUVON, OCTEONETPWAN. H 00TIKA MUKvOTNTa
au€dvetal katd TNV avantuglakn Nepioso s epnRias UEXP! va PTAcEl otV KOPUPAIT O0TIKN NUKVATNTA, LE TV
nauon s oKeAETIKNS avamuéns. H kopugaia ootikh nukvotnta SIatPEital yia KAnola €N Kal Ketd EekIvagl va
pelcovetal. Auth n 81adikaacia s peiwons Ts 00TIKNS Jadas apxidel otnv NAIKia twv 40 1wy, 6tav N petaBacn
otnv euunvénaucn apxicel va epgpavicetal. Metd v eppnvonaucn, apxidel pia nepiodos taxdtatns ooTIKAS
anwAelas, N oroia kai SIapkei 6 e 10 €. Metd, n 0oTIKN aNwAEIQ ouVeXxiZetal €1s BABos xpdvou Uéxpli ta Badid
yepduata, aMG o€ MO IKPATEPO BaBud.

Yndpxouv MOMOI To6Mol MPOANYNS TOU 0CTEOMOPWIIKOU KIveUvou. H Siaudpdwon tou 1ronou Zwhs eival
€EEX0UOQS ONUACIasS, av OKEPTEl Kaveis Ou, ToUAdxioTov otnv Eupwnn, akdua Sev mpoBAEnetal odnyia
YIa XOprynon aywyns yia Ty IpoANYN s 0oTEONopwons, AMd Uévo yia i Bepaneia ts (European Med-
icne  Agency, Available from  http//www.ema.europa.eu/docs/eu.GB/documentlibrary/scientificquid-
line/2009/09WC500003405 pdf, Accessed on September 17th 2017). H @uaikh Spactnpidtnta kal n
S1atpon anoteholv Tis 6U0 GNUAVTIKOTEPES NAPAUETPOUS TOU TPAMOU {wis Mou, e4Av SIapop@wBoUv KAaTGANAQG,
unopoUv va PEIoouyY Tov Kiveuvo eugdvions ooteondpwaons (Mendoza, N., et al 2016).

H S1atpon, 6tav oupnepAauBdver enapkn npdoAnyn acBeatiou kai Brtauivns D, xel anodeIXTel ot GUUBAAEI
oTnV UyIN Katdotaon Twv 00Twv 6€ OA0 T0 NAIKIGKO Gdoua, Eekivaovtas and v naisikn nAIkia (Rizzoli, R., et al
2014).

To aoBéotio €xel Kaiplo pOAO otV avBpWMIVN PUGIONOYia. Avenapkns mpdoAnyn acBectiou odnyei € n
€NITEUEN TS KOPUPAIAS OOTIKAS PAZAS, UE AMOTEAECHIA MwXN EMUETANAWON TOU 0CTITN I0ToU Kal KaTtd oUvENeId
peyaAUtepo kiveuvo yia ooteondpwaon kai katayua (Delucia, M.C,, et al 2003).

H npoo@atn BiBAIoypagia Bewpei 6T 0 EVIEPIKOS OWANVAS anoppoddel UOVO Wia pikpn noodtnta acBeatiou,
Mou Yevikd Sev Eenepvael t035% tou aoBeatiou nou undpxel oty odn (Fleet,J. C., et al 2010 and Dong, X. L.,
2014). H napaBopudvn (PTH) §pa ws aiobntnpas s Meons Twv EMNESWY ToU aoBECTIOU 0T GUCTNUATIKN
KUKhNOQOpIa Mpodyovtas v Napaywyn KaAGIPIOANS, Mou ival 0 evepyds UETaBoATns s PBitapivns D. H
Kahormpioan [1,25(0H)2D 31 kal ta npo-pdpuaka s, AApa-kaAaiSOAn [ 1 a-hydroxyvitamin D3, 1a (OH)D31kal
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‘EAvte-kaAa166ANn [1a,25(0H)2-23- (3-hydroxypropyloxy) D3], éxouv xpnonponoinBel

B WS PpApUaka yia i Bepaneia tns 0oteondpwons, yiati €xel napatnpndei ét au€avouv v

w 0oTIKN NukvoTNTa (BMD) 0To OMoyyw8eS 00ToUV, EIVOVIAs ToV Katayuatikd kiveuvo (Kanis,
JA. etal2013).

To yeyahUtepo Nocootd Bitauivns D atous avBpwous NpokUMtel and Ty KO0 TouS otnv NAIAKA aKTIVOBOAIG
(Holick 2007, Holick& Chen 2008 and Moan et al. 2008). MNM\nBos Napaydviwy Jnopolyv Va PEIOOUY TV
napaywyn Bitapivns D3 and 1o &€ppa, 6nws o okoUpo SEpUA, N yAPavon Tou 8EPUAtos, N eNGAEIYN LE
avinAiakd, n €véuaon kal GMa (Holick 2007, Clemens et al. 1982). MoAU Aya 1od@iua GpUCIONOYIKA MEPIEXOUV
Brrapivn D2 " D3. Zus H.IN.A. kai tov Kavasdd to yaha eival eunioutiopévo pe Bitauivn D, 6nws Kal LepIKA Yowpid,
XUpoi, Snuntpiakd, yiaoUptia kai tupid (Holick 2007). Zmnv Eupcdnn, of NEPICOOTEPES XWPES SEV EUNAOUTICOUV
10 YAAa e Brtapivn D, yiati to 1950s, unnpée pia €€apon gpoBou togikdtntas o€ veapd naidid, Baoel kdnoiou
neplotatikoU Kal ano tote anayopeUtnke BAcel VOUOoU 0 UNAOUTIOHSS TwV POV Ue Brtauivn D. Qotdoo, ot
Youndia kal T GINavSia Twpa EUNACUTIZOUY TO YAAA Kal € MOMES EUpWNAIKES XWPES EUMAOUTIZOUV LE Brtapivn
D ta Snuntpiakd, To Weopi kai t papyapivn (Holick 2007). H Brrapivn D gival onpaviikn yia Ty opoiéatacn Tou
aopeatiou GTov opyavioud, yia TNV UYEIa TwV 00TwWVY Kal 0To avoconointikd oUotnua, cUUgwva UE MpOopartes
penetes (Bikle 2009). H évéeid s ival emiBAaBns TG00 yia v Untepa, 600 Kal yia 10 VEOYVO, AOyw Tou
KIVEUVOU OCTEOUOAAKIOS OToUS VANIKES Kkal paxitisas ota naidid (Holick, MF 2004, Thacher et al. 2006).
Mpdogarta, n EMeIPn Bitapivns D €xel BewpnBel Snudoio MpdBANUA Uyeias naykoouiws, NapdAn v Yeyan
nAlopdveia og MOMES xwpes (Holick, MF 2004, Thacher et al. 2006).

‘H&n and pia nanid peétn tou 1961 atis HINLA. o€ eVNIKES, €iXe Gavel n onuaacia s Brrapivns D oty 0oTIKA
nukvotnta o€ oxéon Pe tnv mpéoAnwn aoBeatiou (Bischhoff- Ferrari, H.A., 2009).

H ouuuéppwon otn Bepaneia eival mwxn, akdpn kai étav €xel 800ei o yuvaikes peE Slayvwaopévn
00TE0NGPWON. Z€ Jia SIATUNTIKA JEAETN YUVAIKWV Mou €Nalpvav SURMANPWA aoBeatiou kal Bitapivns D, pévo
10 50% €ixe kA cupuGPPwWan (Sanfelix- Genoves, J., et al 2009).

TTOMES KAIVIKES PENETES NAPOUCIAZoUV N Ga®h anoTEAECUATA wS MPOS TO POAO TOU AORETTIOU Ot peiwaon
TOU KataypatkoU KiveUvou. Mpdogata, n National Osteoporosis Foundation (NOF) (2016) €6¢€iEe peiwon
15% ota oUVONIKA Katdyuata kai3 0% peiwaon ota katdyuata Ioxiou, 1600 o€ VOONAEUSHEVA, OO0 Kal O€ [N
voonAeuopeva atopa (Weaver, CM,, et al 2016). Avtibeta, o pia mpdopam peta-avaiuon s perétns Wom-
en’s Health Initiative Calcium and Vitamin D trial (WHI-CaD) &€ @dvnke Kauia §pdon twv GURMNPWUATWY
aofeotiou kai Brtapivns D atnv ancoAeia UPous nou anoteAe kKAVIKG Seiktn orovSUuNikoU katdypuartos(Crandall,
C. J., 2016). EmnAéov, onv Kopugaia ouvavinon Twv 181KV s European Society for Clinical and Economic
Aspects of Osteoporosis, Osteoarthritis and Musculoskeletal Diseases (ESCEO) kai tou Intemational Osteo-
porosis Foundation (I0F) 1o oupnépacpa ntav 6Tl T GUUNANPWLIATA aoBeatiou and pdva tous Sev eival Ikavd
Va LEIOOUV TO MOC00TO TwV Katayudtwy, Bacel s undpxouaoas BiBAoypagias (Harvey, N.C., et al 2017). H
€Uvola and tnv NpdoAnyn acBeatiou Exel pavel uovo dtav auth ouvoseUetal e CUPMANPWHA Bitapivns D, aAAG
akduN Kal TOTE eival LIKkpn Kai 6ev pnopel va BewpnBei UETo Nou Unopei va epappocbei ae GAo Tov MNBUoUO
(Harvey,N.C.,etal 2017). O1 vedtepes 0dnyies yia Tis SIATPOPIKES avdykes AoBeatiou kal Bitauivns D Baon tou
Institute of Medicine (IOM) 201 1, (J Clin Endocrinol Metab. 2011 Jan; 96(1): 53-58), Recommended Dietary
Allowances (RDAS ) yia TS avaykes = 97.5% tou mnbuopoU ivat:
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* AoBéatio 700-1300mag/dl
« Bitapivn D 600IU/d yia nhikies 1-70 €

« Brrapivn D 800IU/d yia nAikies ndvew and 7 1 €mn étav éxoupe enineda 250HVitD toundxiotov 20ng/m

* Bitapivn D 6001U/d TouNdxiotov yia Tis €yKUes kal BnAGlouoes yuvaikes kal éon 1500-20001U/d, yia va
Siatpnooupie enimeda 250HVitD ndvw and 30ng/ml

Alatpopikés nnyés Bit. D

Tpopipo V)
Péyka (wpn, 30yp) 255
ZoAwuos (30yp) 142
Tapdéhes (30yp.) 85
JUKWTI Jooxapiaio pay. (90yp.) 12
ZUKWTI NOUAEPIKWV pay. (90yp.) 45
Kpokos auyou (tey.) 25
Fapides (30yp.) 30
Boutupo (1 kKout yAukou) 1.4
Kpéua ydAaktos (1 kout ooUnas) 8
[dAa (1 Aitpo) 15-40
-
,Clﬁf’w i
— i
skin
7,B-dehydrocholesterol vitamin D,
liver
25-hydroxylase
H H
0 target tissues kidney I
REFERENCES; e {= hydroyiase
H HO™
calcitroic acid 1,25-dihydroxyvitamin D, 25-hydroxyvitamin D,
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MEPIZTATIKO 1

luvaika 60 €twv, o€ guunvonaucn and 8etias e ooteonevia
nPoonABe oTo 1aTPEio NnapanovoUuevn yia apOpalyies, JUAAYiIES Kal KONwaon

Koivwviko lotopiko: Eyyaun pe 3 naisid

ATopIKO 10TopIKG: Aptnpiakn Ynéptaon unod aywyn and 8etias, nnia unepAimidaipia xwpis aywyn, und siara.
Noiné atouiKG 16TopIKG  ENeUBEPO. KANPOVOMIKO 10TOPIKG: XwpiS 10TOPIKG Katdyuatos kal and tous 8Uo
yoveis. FuvaikoAoyiko 1otopikd: Eupnvapxn 14 1wy, euunvénaucn 52 1wy

Tuvneeies: Kanvidel 2-3 1olydpa KABE LENA KAl KATAVOAWVEI QAKOOA MEPIOTACIAKA. KAVEl TAKTKA QUOIKA
8paoTNPIGTNTA O€ YURVAOTAPIO 3€IS WPES TV €R60UASA Kal pioh wpa nepndtnua kabnuepivd. AlIGTRopIKa Sev
KaTaVaAWVEI MEPIMOU Uia UeRi®a YAAAKTOKOUIKV TNV NUEPA AOyw Tou pOBou unepAimiSaipias

KAivikn g€€taon: Bapos=70 KING, Yos 165cm kal Xwpis maboAoyikd euphuata ano v KAIVIKN EEETacn
Aipato)oyikos €Aeyxos: Hria unephimdaipia uno siarta, PTH=80, 25 OH Vit D= 11, TSH=1,5 kai Aoinds
ENEYXOS (PUTIONOYIKOS

Mérpnon Ogctikiis Mukvétntas: OMX>=T-score -1.5 AP oxio =T-score -2,3
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uvaika 60 €WV, Ue TeEAeuTaia Nepiodo ota 52 €N Kal 0oTeonevia MPOCNAGE OTO IATPEio MapanovoUpevn
yia apBpaAyies, UUaAYies Kal kdmwon. Aev mapouciddel eEaPels N GMa KNILGKTNPIAKSG (aivopeva nou va
neplopidouv v noiétnta Zwns tns. Exel pia Naisia kai Bpioketal oe avi-unepTacikn aywyn and 8etias Ayw
AMIAS UNEPTAoIKNS SIATapaxns Mou TS EUPAVIoTNKe NepI-KNIAKTNPIakd. Mapouaidlel nmia unepNimidaipia
eNeyxOpevn und diaia. Xwpis KANPoVOuIKS 10TOPIKG KATAyUaTtos Kal YuvaikohoyikoU kapkivou. Eival naiaid
Kanviotmla aMa kanvicel NoAU HIkpd apiBud tolydpwy KaBnuepivd. Katavahwvel ahKoOA NEPICTAcIaKd Kal
ano@elyel Ta YOAGKTOKOMIKA Adyw Tns nnias unepAinidaipias. Exel uolohoyikd AM.X kal MOAU KGAN KAIVIKN
€lkdva NapdAo MoU Naparoveital yia kdnwon , apBpalyies Kal LUaAYiEs. KAvel TAKTKN GUOIKN §pactnpIdtnta
0€ Yupvaotnpio 3eis wpes v eBSoudsa karl pion wpa nepndatnua kabnpepiva. Mapouaidlel uPnAd enineda
napabopudvns kal xaunAd enineda Brrapivns D eva 0 AoInds €pyactnpIakos EAEYX0S €ival PUGIONOYIKOS

Moies €ival o1 GKEWYEIS NOU PNOPoULE VA KAVOUHE YIa auTO TO NEPICTATIKOG:

* [pénel va Ndpoupe MARPES 10TOPIKG NAPAMNAQ LIE TNV KAIVIKN €E£Ta0N Kal va evionioBoUv mibava dMa aftia
aduvapias, kénwaons s aoevoUs Kal va eKTILNBOUV KAIVIKG 01 GpBPAAYIES Kal Of LUGAYIES

* [Mpbdopartos epyactnpIakds ENeyXos eival MONJ oNUAVTIKOS

* [pénel va eKTIUNcoUE Tov Babud Tns ooteonevias kai ota §Uo onpeia (OMXX+AP I0xio) Kal va evionicoups
TOV PUBUO OCTIKNS anwAEIas BAon Twv NAAAIGTEPWV LETPNCEWY MOU AVAPEPE OTO IOTOPIKO TNS N aoBevns

* Na evroniooupe nbavoUs Napayovies KatayuatikoU KIVEUVOU Kal Va MPOTEVOULE TIS KOAUTEPES BEPAMEUTIKES
EVAMAKTKES NIOEIS

* HnpdAnyns s ooTIKNS aNWAEIAs s aoBevoUs BAon TS SIAUGPPWONS TWV KABNUEPIVGV GUVNBEIWY NOU
QVaPEPEI OTO IOTOPIKO NS

Moia 6epaneutikd NAdva HNopoUE Va NPOTEIVOUE;

* Na Eekivnoel Bepaneia pe Aipwopovikd xwpis cupninpwiia AcBeatiou kal Brrapivns D

* Na Eekivnoel aywyn pévo e AoBEatio kal Bitapivn D Adyw twv MoAU xaunAwv eninéSwv s Bitapivns D kal
NS MwXNSs Siatas o€ YOAAKTOKOUIKA yia 1 €10S Kal Va ENAVEKTIIACOUE QUECTWS WETA TNV 00TIKN Pdda Kal oTa
800 onueia

* Na Eekivhoel Bepaneia pe AlpwaoPovika kal cuvduacud AoBeatiou kal Brrapivns D kal va ENaveKTIUAGOUUE
TNV 00TIKN Pdda o€ 2 €Tn

* Na Eekivhooupe Aevoooupdunn e AoBEatio kal Bitapivn D kal va yivel enavéNeyxos OOTIKNS UAdas o€ 1 €10

MNEPIZTATIKO 2

luvaika 58 €twv Pe 10TopIkO veEPPOAIBiaons, o€ eyunvénaucn and 3etias, Npooépxetal
ME Katayua apiotepoU kapnou Kai 8idyvwaon ooteonevias otnv e€étacn DEXA

Koivwviké lotopikd: Eyyaun pe 3 naidid

ATOHIKO 10TOPIKG: EAeUOep0. KANPOVOMIKG 10TOPIKG: 10TOPIKG KATAyuatos Ioxiou and v untépa tns.
FuvaikoAoyIko 10TopIké: Epunvapxn 11 1wy, uunvénaucn 55 €16V, AN oupMtuata eEPEWY Ta ornoia
Uropei kai Slaxelpidetal ZuvnBeles: Asv KanVicel Kal SEV KATAVANWVEI GANKOOA

Aev kAvel pUOIKN pacTNPISTNTA GE YUUVACTNPIO, OVO Aiyo nepndtnua kabnuepiva Aiarta ntwxn o€ aoBECTIO
KAivikn e€€taon: Bapos=50 KING, Yos 165cm kal xwpis naBoAoyikd eupnuata and v KAIVIKN E€taon
Aipatoloyikos éleyxos: PTH=90, 25 OH Vit D=9, TSH=2,5 Kkal AoInds EAeYX0S PUCIONOYIKOS

Métpnon Ootikis Mukvétntas: OMXX=T-score -1.5 AP Ioxio =T-score -1,7
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H yuvaika auth mpoohAGe OTO TUAPA Was AOYw MPOCQATOU KATAyUatos OTov
aplotepd Kapnod PETd and tpaupatioyd xaunAns Bias. Metd and e€étaon DEXA otnv
oroia UNoBANBNKe yia MPWIN Popd, Napouciace ooteornevia TG00 otnv Mmeploxn tou AP
10xiou 600 Kal otnv OMZX tns onovSUANIKNs othAns. Eival o€ epunvénauon and 3etias pe nmia
ouunTwyatoloyia eEGYewY ol onoies duws dev ENNPEAZOLY TNV MOIGTNTA ZwNS TNS Kal wS €K TOUTOU
eixe apvnBei va akoroudnaoel kanoia Bepaneia unokatdotaons. Exel 10TopIkG Katdyuatos 1oxiou and tnv
UNTEPQ NS 0€ PeYAAN OUwS NAIKIA. Agv kanvicel, v katavahwvel AAKOON Kal SV KAVEI EVIATIKN PUOIKN
Spaotnpidtnta o yupvaotnplo. Eixe ndvia xaunAd A.M.Z. Mepnatdel kaBnuepiva nepinou 5 XINIOUETPA Kal
YEVIKA N 81aTpo®n TS €ival mwxn o€ acBEatio. Agv Naipvel kAMolo CUPMANPWHA acBeatiou Kai Brtapivns D
Aoyw pORoU e€aITias Tou 10TOPIKOU VEPPONIBIaons

Moies gival ol OKEWEIS NOU PNOPOUHE VA KAVOUHE YIa auto TO NEPIOTATIKG:

* ©a npénel AneOei MANPES 10TOPIKG NApEAANAG e TNV KAIVIKA €E€taon tns acBevous kal va eEaipebolv
nMoeaves SeuTepONnaneis arties ooteondpwons

+ Na yivel 0 anapaitntos epyactnpIakos EAEYX0S

* Na ekuunooupe tov Babud tns ooteonevias kal ota §Uo onueia (OMXX+AP 10xi0) kal va EVIonicoulE Tov
PUBPS 00TIKNS anwAeIas BAon NOAAIGTEPWY UETPACEWV AV AUTES UNAPXoUV

* Na evtoniooupe Tou Napdyovies katayuatikoU KivéUvou kal apoU ToUS KAtnyopIonoINGOUE VA MPOTEVOULE
€EQATOUIKEUPEVES BEPAMEUTIKES EVAMAKTIKES NJCEIS

* Na npoteivoupe oTpatnyIkESs MPOANYNS TNS OCTIKAS AMWAEIAS

Moia 6epaneutikd NAdva PNopoUpE Va NPOTEIVOULE;

* Na Eekivhoel 6epaneia pe AIpwoovikd Xxwpis cuuninpwia AoBeatiou kal Bitapivns D Adyw Tou IoTopikoU
VEQPOANIBiaons

* Na Eekivioel aywyn pévo pe AoBEatio kal Bitapivn D aveEaptnta tou 16TopIkoU veppoAiBiaons Adyw Twv
MOAU XaunAWV eNNESwV s Bitapivns D

* Na ekivhoel Bgpaneia pe AIpwo@ovikd kal cuvéuaoud AcoBeatiou kai Brtapivns D
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MapakoAoUONoN TNS yuvaikas unod avilooTEOKAAOTIKN Bepaneia:
Yuvéxion, aAAayn n Siakonn aywyns;

ZtaupoUAa Mdoxou

Ta S1pwoPovikd kal 1o denosumab amoteAoUv TOUS KUPIOUS EKMPOCMOUS TNS QVIIOGTEOKAQOTIKAS
aywyns Kai xpnoigornolouvial EUpEws otn Bepaneia s ooteonopwaons. OI CUCTACEIS OXETIKA WE TN
BEATIOTN NapakohoUBNoN NS yuvaikas und aviiooTEOKAQCTIKN aywyn 6a mpénel va Sidovtal ye Baon
10 EMIOTNHOVIKG 6€80UEVA OXETIKA UE TNV AMOTEAEOUATIKOTNTA TNS Aywyns, TNV eniépacn tns nibavhs
81aKkonns s oToV KivEuVo KATAyUatos Kal ota miBavda opEAN and tn peiwon Tou KIveUvou aveniBuuntwy
EVEPYEIWYV, OME Kal o€ OAa Ta Napandvw Mou apopoUv oTo VEO GpAPUAKO O€ NEPIMwWan BepANEUTIKAS
anayns. MNavrote, ol anopdoels Ba Npénel va eEatouikedoval.

H napakohoUBnon yivetal khivikd ye agloAdynon yia Tuxov véa katdyuata h eniSeiveon NaAaiotépwy Kal
€PYAOTNPIAKA pE PETONON 00TIKAS Nukvétntas (OrT), mpiv tnv évapen tns aywyns kal avd 1 e 2 €n otn
OUVEXEIQ. Y€ OPIOUEVES MEPIMTWOEIS, KPIVETAI XPAGIUN KAl N UETPNON OOTIKWY SEIKTWOV. TNV NEPIMTWON TNS
QVTIOOTEOKAACTIKNS Bepaneias, oNUAvTIKN YEIWoN TwV ENINESWY TOUS EXEI CUCXETIOTET LE EIWON Kal ToU
KatayuatikoU KiveUvou. Enituxns Bewpeital n Bepaneia ths ooteondpwaons otav ugavicetal otabepn n
au€avopevn OI kal xwpis evBeiEels vEwV Katayudtwy h Npod&ou NPoUndpxovios Katdyuatos. Ba npénel
va agiohoynBei n NepIMwon aMayns NS avIIOoTEONOPWTIKAS AywWYNs o€ aoBevels Nou NapousidGZouy
vEa katdypata N onpaviikh peiwon O katd tn 8idpkeia tns Bepaneias. Eva pdvo kdtayua katd tn 8idpkeia
s Bepaneias Sev anotehel anddel€n aotoxias kal avdykns aAayns aywyns, ald katadeikviel 6t o
KATayUatikos Kivuvos eival UPnAos.

Mapd v anoSedelyuévn AnoTEAECUATIKATNTA TWV SIPWOPOVIKWVY Kal Tou denosumab otn peiwaon Twv
OMOVSUNIKWV Kal N OnovOUAIKWV Katayudtwy, 6ev €xel KaBopIoTel akdun oapws n BEATIOTN SIApKeIa
XpNons tous. H eupavion aveniBUuNTwy eVEPYEIWY, OMwS N 00TEOVEKPWON TNS KATw Yvdbou Kal ta dtuna
Katdyuata oTo PnPIaio ootd, €xouv BECEI To Ztnua TNS S1aKoNAS Ts Bepaneias pe autoUs Tous Napdyovies
petd and pia oplouévn nepiodo Bepaneias (drug holiday). H nepintwon S1akonns twv SIPWOPOVIKWY
Ba npénel va oudntatal o€ OAeS TIS AOBEVEIS NMou €xouv UNOBANBEI o Bepaneia yia nepioadtepo and
5 €tn pe aevdpovdtn h 3 €n e ONeSpovikd 0EU N plioeSpovdtn. AGYw TwWV NEPIOPICHEVWV KAIVIKWV
otoixeiwy, 8ev unopolv va 60800V IOXUPES Kal OAPEIS EMIOTNUOVIKES OUOTACEIS OXETIKA LE TO XPOVO
Bepaneias pe 1Bavépovdtn N denosumab. Edv n acBevns Sev €xel NAPOUCIACE! KATAYUATA MPIV A KATA TN
S1dpKela Tns Bepaneias Kal o katayuatikos Kiveuvos eival pikpds, ouviotdral Siakonn Bepaneias. Mapoio
Mou Ta ENIOTNUOVIKA Sedouéva Sev eival ndpa NoAAd, 1 pe 2 €tn Siakonns yia t pioedpovdn, 3 Ye 5 €n
81aKkonNs yia tnv aAeSpovAatn Kai 3 e 6 £1n SIAKOMAS Y1a T0 ZOAeSPOVIKO 0EU anOTENOUV NOYIKES OUCTATEIS.
Yuviotdtal ENavektiunon Tou katayuatikoU Kiveuvou avd 1 e 2 €n, €181kG o€ A0BEVEIS e XaUNAA OCTIKN
nukvotnta (O), kal enavévapgn aywyns o€ NeEPIMwon eUPAVIoNS VEOU 00TEOMOPWTIKOU KATAYUATOS
n emideivwons tns Of (T-score <-2.5). Ztnv nepimwaon 8iakonns s aywyns Pe denosumab kpivetal
anapaitntn n otevn NapakoAoUBnon tns aoBevoUs AOYwW TOU EVEEXOUEVOU EUPAVIONS VEWV (GMOVEUNIKWYV)
katayudtwy, 6nws katadeikvuetal and v npdo®atn BIBAIOYPAPIa. ZXETIKA WE TNV enavévapen aywyns, 1a
SIPWOPOVIKA anoteholv TV KUPIa €MAOYA, aAG Kal GAES Katnyopies, dnws denosumab, TepINapatisn
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Kal EKAEKTIKOI EVEPYOMOINTES TWV UMOSOXEWV TwV 010Tpoydvwy (SERMs), avaroya
(QUOIKA Kal UE TIS NOIMES EVBEIEEIS, UMopoUV va xpnoluonoinfouy.

BIBAIOTPAODIA:

* Anagnostis P, Paschou SA, Mintziori G, Ceausu |, Depypere H, Lambrinoudaki |, Mueck A, Pérez-Lopez FR, Rees M.
Senturk L M, Simoncini T, Stevenson JC, Stute P, Trémollieres FA, Goulis DG. Drug holidays from bisphosphonates and
denosumab in postmenopausal osteoporosis: EMAS position statement. Maturitas. 2017;101:23-30.

» Camacho PM, Petak SM, Binkley N, Clarke BL, Harris ST, Hurley DL, Kleerekoper M, Lewiecki EM, Miller PD, Narula HS,
Pessah-Pollack R, Tangpricha V, Wimalawansa SJ, Watts NB. AMERICAN ASSOCIATION OF CLINICAL ENDOCRINOLO-
GISTS AND AMERICAN COLLEGE OF ENDOCRINOLOGY CLINICAL PRACTICE GUIDELINES FOR THE DIAGNOSIS AND
TREATMENT OF POSTMENOPAUSAL OSTEOPOROSIS - 2016. Endocr Pract. 2016;22(Suppl 4): 1-42.

» Tsourdi E, Langdahl B, Cohen-Solal M, Aubry-Rozier B, Eriksen EF, Guagabens N, Obermayer-Pietsch B, Ralston SH,
Eastell R, Zillikens MC. Discontinuation of Denosumab therapy for osteoporosis: A systematic review and position
statement by ECTS. Bone 2017;105:11-17.

* Murad MH, Drake MT, Mullan RJ, Mauck KF, Stuart LM, Lane MA, Abu Einour NO, Erwin PJ, Hazem A, Puhan MA, Li T,
Montori VM. Clinical review. Comparative effectiveness of drug treatments to prevent fragility fractures: a systematic
review and network meta-analysis. J Clin Endocrinol Metab 2012;97:187 1-80.

MEPIZTATIKO 1

ruvaika 61 €TV NMPOCEPXETAI OTO EVEOKPIVOAOYIKS IATPEI0 AOYw avapepOUEVNS 0oTEONOPwWons and 8etias.
AauBdvel €xtote areSpovdin 70 mg avd eBSouada KaBws kal cupMipwia aoBectiou/Btapivns D (500
mg/400 iu) Ana€ nuepnoiws. Avapépel 6t enavaAauBdvel UETpNoN 0oTIKAS NUKvATNTas o€ Ioxio kal OMEX
avd £10S Kal MPOCKOUICE! TIS MPOO(ATeS UETPNOEIS, Orou T score Ioxiou eival -1.6 kal T score OMXX. eival -1.4.
Aev €XEI UNOOTEI MOTE KATayUa oTo NAPeNBAV. Ao To Aoind I0ToPIKS TS, avapéPEl egunvonaucn ota 51 €m,
SuoAimidaipia og aywyn We pooouBactativn 10 mg nuepnaiws and 5etias kal aakxapwdn SiaBntn tdnou 2
o€ aywyn Pe petpopuivn 850 mg &is nuepnaiws and 3etias. Kanvicel 10 toiyapa NPepNaiws ta teheutaia 20
£n, evw nivel 1 e 2 nothpla kpaoi v npépa ta teheutaia 10 €. Eivar unépBapn (BMI 29 kg/m?2) e KEVIDIKA
NAaXUoapKia kal napoucidlel Al 143/95 mmHg. And Tov SUUNANPWLIATIKG £PYACTNPIAKG ENEYXO MPOKUITEI
HbA1c 7.1%, LDL-chol 120 mg/dl, triglycerides 196 mg/dl, 25(0H)D 11 ng/ml, Ca 9.8 mg/dl, PTH 99 pg/m.
Zn yuvaika auth 6a CUCTNOOULE:

1) AMayn tou 1ponou dwns pe otadiakn anwaela Bapous (5-10% Ttou Napovios), UECOYEITKN SITPOPN
nAoUoia kal o€ Enpous kaprous, eiwon MpdoAnyns udatavepdKwy, NUEPNGIA MPOGANYN YOAGKTOUIKWY XWPIS
OUWS UPNAG Ninapd, neplopioud Tou aratioyU, MEPIOPICUO TOU GAKOOA, SIakomn Karnviopatos kai doknon 150
Aermd v eB6oPESa TOUAAXIOTOV, I6aVIKG €VIOVO MEPMATNLIA MOU ival EUEPYETIKS YIa TNV OCTIKA UyEia aMd kal
YIQ TS AOIMES PETABONIKES MAPAKIETOOUS.

2) Aigkonn Tou cudnANpwatos doReatiou/Brtapivns D, Ogpaneia gpoptions pe XoAKaAaIpepdAn 4.000 iu
NUEPNCIWS yia 8 €BBOUABES Kal ENAVENEYXO TwV EMNESWV YIa MIBavA cuvEXIon e Bepaneia ouvtnpnons
(1.200 iu nuePNGiws).

3) Aiakonh s Bepaneias pe aredpovdn (drug holiday), K\iviki enavektiuinon o€ 1 €10S kal ENavektiunon Le
petpnon Of ioxiou o€ 2 €tn.
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MEPIZTATIKO 2

fuvaika 58 €WV NPOCEPXETAl GTO EVEOKPIVONOYIKO 10TPEI0 AOYW 00TEONOPWONS YWWOTNS and 3etias.
AapBdvel denosumab avd épnvo and t Sidyvwon, kabws Kal cupnAhpwpa acBeotiou/Brtapivns D
(500 mg/400 iu) dna€ nuepnaoiws. MpookopiZel v NPt pétpnon O otnv OMXE 6nou T score -2.6
Kal Tnv Npdéopatn émnou T score OMXE -3.1. ‘Exel unootei 2 onovOUNIKA KATAyuata To TEAEUTAIO ET0S,
eNBeRaIwPEVA KAl aKTIVOYPAPIKA. And To AoIMG 10TOPIKG NS, avapEépel eupnvonaucn ota 52 €,
autodvoon Bupeoelditiba Kal unoBupeoelSioud o€ aywyn pe AeBobupofivn 100 ug nuepnoiws anod
20¢etias, xwpis 6Zous Bupeoeldous. Kanvicel 20 talydpa npepnaiws ta teleutaia 25 €, eve nivel 1 e 2
NotNPIa KPAoi TNV NUEPa ta teheutaia 15 €. Eival voppoBapns (BMI 23 kg/m2) kal €xel pUTIONOYIKNA Al
125/78 mm Hg. Ané tov oudnAnpwiatikd epyactnpiakd Eneyxo npokumtel TSH .29 miu/l, 25(0H)D 15
ng/ml, Ca 9 mg/dl, PTH 101 pg/ml. £tn yuvaika auth 6a cUOTNGOULE:

1) Huepnola mpooAnyn YOAQKTOUIKWV, UEGOYEIAKN S1atpo®n mouaclia kal ae Enpous Kaprous, NEPIOPICUO
TOU GAKOOA, Siakonnh kanviouatos kal doknon 150 Aemtd v eBSoudda TouAdxioTov, 16avikd Eviovo
nepndtnua, nodnAato N KoAUURNoN.

2) AIGKOMA ToU cUUNANPWHIATos acBeatiou/Brtauivns D, Bepaneia gdptions Ye XOANKAASIPePOAN 4.000 iu
NUEPNGIWS yIa 8 eBSoUASES Kal ENAVEAEYXO TwV EMINESWV yia mBavh cuvéxion e Bepaneia cuvtnpnons
(1.200 iu nuepnaiws).

3) EAdttwon s §60ns aywyns We AeBoBupofivn oe 75 g npwi NPEPNCiwWS WE OKOMO TN OWOTN
UMoKatdotacn ws eveeikvutal, NG Kal TNV MPOoTacia tns 0oTIKNS UYEIas, kal enavéleyxo e TSH oe 8
€BSOPABES.

4) ANayns s aywyns pe denosumab AGYw BePANEUTIKAS ATOXias. KATaANAGTEPN EVANAKTIKA N
ouvéxion Bepaneias e SIPwoPoviKd, 16avika aredpovdin n ploedpovdin and tou otéuatos. KAIVIKN
€KTIiUNoN TNs anoteAeopatikdtNTds tous o€ 1 €10s kal pétpnon Or otny OMXY. o€ 1 pe 2 €n.
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KAIVIKA avtinapdBeon: AvtioGTEOKAQOTIKN Bepaneia
Katd tnv nepiegunvonauon: Nai.

Mnéykas Anuntpios

Qs nepieppunvonaucn opicetal n NepioSos YETARAoNS and Tous TAKTIKOUS wWOBUAAKIOPPNKTIKOUS KUKAOUS TNV
epunvénauon. Xapakmnpidetal and akatdotatous, ouvnBws avwoBUAAKIOPPNKTIKOUS KUKAOUS. ZUUPwVa e
10 otadia nou dnuoaciedtnkav 1o 2012 and 1o Reproductive Aging Workshop (STRAW) + 10, Siakpivetal o€
EEXWPIOTES KAIVIKES (PAOEIS Mou eival ol napakdtw [11:

1)Oyiun avanapaywyikn nepiosos (Mdoels -3 & -3a).

2) Mpiun npoguunvonausiakh nepiosos (ddon -2).

3) OYIN MPOEUNVONAUGCIaKN Mepiodos (Odon - 1).

4) MPWIUN PETEUUNVONAuUcIakh nepiodos (Ddoels +1a, +1B, +1vy).

5) Oyipn PETeUUNVONauoiakn nepioSos (Odon +2).

H €kntwon s woBNKIKNS AEITOUPYIas otnv NepIEPNVONAUon €xel GORAPES EMIMIWOEIS OTN OKEAETIKN UYEia
Kal BewpEital To évauoua pias d1adikacias nou 6a odnynaoel pia otis 6Uo Yuvaikes ASUKNS (UANS va UrooTouv
00TEONOPWIIKG KATayua Katd T SiIdpkeia TS wns Tous. MExpI hpepa To evaIapEPOV NS MAEIOYNQICS Twv
ENIOTNHIOVIKWV LENETWOV OXETIKA LE TO LETABONIOUO TWV 0CTWY, OTREPETAI OTIS JETEUUNVOMAUCIKES YUVAIKES Kl
NoAU Niyes eaTiGZouv oTIS JETABOAES Mou cupBaivouv otnv nepleuunvonaucn [2].

YUUpwva PE TA QrOTENECUATA UETPNOEWY TS OCTIKNS MUKVOTNTAS Katd Tnv Mnepiodo uetdBacns otnv
€UUNVOMNAUoN, NMAPAtNPEETal MPWILN KAl OUVEXWS QUEQVOLIEVN OCTIKN AMWAEID, KUPIWS otnv MEPIOXN NS
O0QUIKNS H0Ipas s omovSUNKNS othAns. H anwAeia auth audvetal 1-2 xpdvia mpiv v euunvonauon,
tautdxpova pe v alEnon NS XPOVIKAS SIAPKeIas aunvdppoIlas, MoU XApaktnpidel tnv oyiun ¢don s
MPOEUUNVONAUCIAKNS MEPIOSOU. X€ auth TN GAcN, GNUAVTIKN €ival enions N GUPBOAN NApayovIwy Onws To
XaUNAS owuatiké Bapos Kai N UAR/eBVIKOTNTA. H peyahdtepn ancdAeia 0otoU cupBaivel Tov TENeUTaio Xpdvo
MPIV TNV EUUNVONAUCN Kal Ta 2 MPwTa Xpdvia LETd and autn. XaunAGTepos pUBHIGS OOTIKAS AMWAEIAS AKOAOUBET
10 endpeva 1-7 xpdvia [2].

MMpivINANYN onoiacdnmote andgacns yia npoANYN 1 Bepaneia, MpEnel va mponyeital €vas 6wotd 0pYavwHEVOS
ENEYXOS TV a0BevWV. To ICTOPIKG, 01 KAIVIKES Kal EQYAOTNPIaKES €EETAOEIS (BAOIKES MG Kal EEEIBIKEUPEVES
avaNoya e TIS €VSEIEEIS) Kal N UETONON TS OCTIKNS MUKVOTNTAS |E aNOpPOPNOIOUETRIa aKTivewv X SIMAS
evépyeias (DEXA), cupBEMouv onpavtikd oe autdv. MapoAa autd onpiepa undpxouv Mio eEEISIKEUEVA EpYAEiQ
urnoAoyIopoU KIVEUvVou avAarmuéns 00TEONOPWIIKOU Katdyuatos. To Mio eUPEWS XPNGIUoMoIoUpEVO and autd
eival o aryépiBuos FRAX. Mnopei va unoAoyioel tn 10-eth miBavétnta peilovos 0oTeonopwrikoU Katdyuatos
Kal Katdyparos tou loxiou, AauBdavovtas undyiv Napdyovies Onws N NAIKIa, 1o PUAO, 0 Seiktns Pddas owpatos,
N KaTavAAwaon OIVOMVEUUATOS, TO KAMVIOWA, TO aToIKG 10TOPIKG KATAYLATOS EUBPAUOTATNTAS, TO OIKOYEVEIAKO
I0TOPIKO KATAYLIATOS 10XI0U, N AKPOXPOVIA XPAGN YAUKOKOPTIKOEISWY, N PEULCTOEISNS apBpiTtida, KaBws Kal
oroladnmote GMn aitia Seuteponabous ooteondpwaons. To Trabecular bone Score (TBS), anoteAei Seiktn
NS UIKPOPXITEKTOVIKNS TOU UMNG €EETaon ootoU Kal ektudtal Uotepa and eneepyacia Twv eIKOVWY 0CTIKNS
MUKVOTNTAS TNS GMOVEUNIKNS OTAANS e TN péBoso DEXA. Eival €va Eexwpiotd Kkal I8iaitepa onuavtiko epyaieio
EKTIUNONS KatayuatikoU KIvEUvou, Otav GUOXETICETAl e TIES OCTIKAS MUKVOTNTAS Kal KAIVIKOUS Mapdyovies
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KIvEUvou yia kdtayua. To npdBAnua eival 6Tl n Texvikn autn Sev eival §IaBEaiun o OAA Ta UnxavAuata PEppnons
0oTIKAS nukvétntas [3].

Méxpl 0NUEPQ, BEV EXOUV KABIEPWOEI EMICNUES KATEUBUVINPIES 08NYIES Yia Ty MEAANYN KAl QVTKETWMION
NS OCTKNS AMWAEINS Kal TwWV OUVOSWY MPOBANUATWY MOU aropeEéouV and autn, otnv Nepioso s
NEPIEUUNVOMAUONS. Y€ AOBEVEIS e UPNAG KivEUVO Katdyuatos uBpauctdTNTas kai o€ autoUs Orou EVEEIKVUTal
QVTIOOTEONOPWTIKN aywyn, N eMAOYA ™S KATAMNANS Bepaneias npénel va egatouikedetal. Ynoyngiol €ival
qutoi Mou MApoUCIGZouv XapnAh ootk NuKvétnTa, &/ katdyuata euBpauctotntas, 2-Nabeis armoloyIkous
MapAyovIeS YIa EAATTWUEVN OOTIKA MUKVOTNTA, N arnodedelypévn alénon ooTIKNS anwAeIas. Mpwtiotws
MPENEI va avTIPeTwnidovtal Ta 2-nadn aitia kal napdAnAa va AauBdvovial kai GMa PETpa, 6nws n kAU
TwV ENeiPewv Brrapivns D, aoBETTIOU Kal MPWTEIVGY, N XOPNYNoN avTIOOTEOKAACTIKAS aywyns, N alénon s
OWATIKNS 6pa0TNEIGTNTAS, N 81IAKOMA TOU KAMVIGUATOS Kal 0 NEPIOPIoHOS Ths AMWns aAkodA (Mivakas 1), [2].

OEPATEIA NMEPIEMMHNOMNAYZIKHZ OZTEOMNOPQXHZ

EIAIKA METPA Avtipetonion 2-nabwv artiwv (av undpxouv).

Ca: (1000-1200 mg/24h)

* Méow 81aTpoPhs Kal OKEUAoUATWV (KUpiws o€ ouasdes
pE eEAaTTWpPEVN MPOGANYN)

¢ VIt D: (600-800 IU/24h)

« 25-OH-D3 > 30 ng/ml

* {} S5o00Noyias o€ nabnoels SuaanoppodPnans

Tponos Zwns:

* Qualkn Spactnpidétnta (agpoPikh yupvaotikn, acknoels pe Bapn,
FENIKA METPA avtiotdoels, éKtaons, Icopponias & anopuyns NTWOEWV)

* Algkonn Kanviopatos

* MNeplopiouds arkodA (< 3 notd/24h)

* BMI> 19 Kg/m?

* Mepiopiopuds npéoAnYns aiatiol

Avtiooteonopwtikd (avtiooTeokAaoTika):
* AIpwapoVviKa

* Olotpoydva

* SERM’s

Ta S1pwoPoviKd €xouv €vBelEn ot Bepaneia ts 2-nadoUs ald Kal TS 1810nadous NepIEULNVONAUCIaKAS
ooteondpwans. Xopnyolvtal and Tou otdpuatos N eveoPAeRiws o€ avieveelen yia A\ayn and 1o otoua (n.x.
Siatapaxés MEX, duoanoppdenaon). Eneidn n peyiotn Sidpkela Bepaneias pe autd eivar 10 xpdvia, Npénel va
Xopnyouvtal Ue oUveon (EAeyX0s KEPSOUS/UIas - SIATAPNCN EPESPEIV YIA TO HEANOV) KaI WS TENIKA AJon og
O0BAPES MEPIMWOEIS, G€ anotuxia N aviéveelEn GMwVY aVTIOOTEOKAACTIKWY. TNV NEPIEUUNVONAUCN UNGPXE
pev eAdwon s yoviudtntas, aMd n oUMNYN eival ndvta meavA. H xophynon SIQwoPOVIKWV anaref
EVNUEPWON TwV AoBEVGV YIa MYn PETPwWV aviicUNNPNS Kal anotehel aviéveelEn o€ nepimwaon embupias
TEKVOMoiNaNs e PUGIONOYIKG A Texvntd oo [2].
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Ta oloTpoy6Va €X0UV EUEPYETIKN SpAon OToV OOTIKO LETARONICUO. XNV TUMOMOINKEVN
5000M0Yia PEIVOUY TV ENIMTWON KATAyUATwWY EUBPAUCTOTNTAS, EVW OE XaUNAN 600N
BEATICOVOUV TNV OCTIKA MUKVATNTA Kal TOUS SEIKTES 00TIKNS evaMayns. Mpiv xopnynBolv mpénel

Va MpoNyeftal Unohoyiopds opEAoUS/KIVEUVOU (MapAUETDOIKIVOUVOS OOTEONOPWTIKWY Katayudtwy /
KapdiakoU h BpouBogUBOAIKOU enelcodiou, SINBnTiIkoU Kakivou Tou pactol). XopnyoUvtal o€ cuveuaod e
npoyeotayovo N BaZeSogipaivn, otn IKPATEPN SPAcTIKA 660N, YIa TO HIKPOTEPO avaykaio xpoviké Sidotnua [4].

Ol EKAEKTIKOI TPOMOMOINTES TWV OIOTPOYOVIKWY UNoSoxéwv SERMS, amotehoUv KaAA enidoyn ota apXxIkd
otddla s guunvonaucns, o€ NePIMwaon aviévaeIEns yia oppiovikh Bepaneia h og 8iakonn TS Kal avaykn yia
MPOANMTIKN QVTI-O0TEOMNOPWTIKN aywyn, ONws enions Kal o€ NEPIMTWAEIS UPNAoU KIVEUVoU yia avarmuén Ca-
aotoU Kal Tautdxpovo KivEuvo yia 00TEONOPWTIKA Katdyuata. Ay auEAVOUV TOV KiVEUVO LETEUUNVONAUCIAKNS
KONTIKNS aIudppolas. Eival anoteheouatikoi ot Peiwon Tou KIveUvou GMovEUNKWV Katayudtwy, av Kai n
anoteNeouatkdTNTd Tous oTa un ornovSUNIKG katdyuata sival aB€Bain. Kupiws xpnaiponolodvial n paAogipaivn
Kal Bagedogipaivn. Tereutaia, evOappuVTIKA anoTEAEoUATa €xouv MPOKUWE! and To ouveuaoud Xxopnynons
Baledo€ipaivns Kal GUVEZEUYUEVWY 0IoTROYOVWY [5].

ZUUNENAOHATIKG N XOPAYNON QVTIOOTEOKAACTIKNS Bepaneias katd v nepieuunvénaucn eival Bepth o
aoBeveis Mou Napouaidlouv UPNAS KivBuvo yia Katdyuata euBpauoToTNTAs Kal Anaitetal aviiooTEONoPWIIKA
aywyn. e kABe nepimwon n Bepaneia 6a Npénel va eEatopikeUeTal.

BIBAIOTPADIA:

1. Harlow SD, Gass M, Hall J, et al. Executive summary of the stages of reproductive aging workshop +10: addressing the unfin-
ished agenda of staging reproductive aging. Menopause. 2012:19(4): 387-395.

2. Lo JC, Bumnett-Bowie SM, Finklestein JS. Bone and the Perimenopause. Obstet Gynecol Clin North Am. 201 1,38(3):503-
517

3. McCloskey EV, Oden A, Harvey NC. A Meta-Analysis of Trabecular Bone Score in Fracture Risk Prediction and its Relationship
to FRAX. J Bone Miner Res. 2016;31(5):940-948.

4. de Villiers TJ, Hall JE, Pinkerton JV, et al. Revised global consensus statement on menopausal hormone therapy. Maturitas.
2016;91:153-155.

5. Mirkin S, Pickar JH. Selective estrogen receptor moaulators (SERMSs): a review of clinical data. Maturitas. 2015;80(1):52-57.

MNEPIZTATIKO 1

luvaika 50 €tV Pe apalounvoppoIla Kai aupoTEPONAEUPO KATAYHA MNXEOKAPMIKWYV.

Tuvaika 50 €10V, NPOCANGE GTO TUNHA ENEIYOVIWY MEPIOTATIKWY AGYW AUPOTEPOMAEUPOU KATAYUATOS
MNXEOKAPMIKWV HETA and mrwon €€ 16iou UPous. AVIUEIWNIOTNKE e KAEIOTN avdtaén kal TonoBetnon
MNXEOKaPNIkoU VAPONKa duew. Mapanéuginke oTo IaTPEI0 0OTEOMOPWONS YIA EAEYXO.

Koivwviké lotopiké: Ayaun pntépa pe 1 naibi. Epyalduevn oe VUXTEPIVO KEVIPO SlackESaons tnv
Teneutaia 15-etia. Atoiké lotopikd: Katadhwn (apBdavel ®Aouogetivn — SSRI), 0oTikd Ay, kanviotpia (30
T01YaPa/24-wpo), \APn aAkoOA (>3 Motd/24-wpo), ENNINNS SIATPOPN LIE YAAAKTOKOUIKE, BApos: 45Kg, Uyos:
157cm, BMI: 18,26.

KAnpovopIké latopiké: Mntépa pe unokeanikd kdtaypua unpiaiou o€ NNIKia 79 1wv.
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TuvaikoAoyiko lotopikd: Epunvapxn ae nhikia 10 etwv. Tov teAeutaio xpdvo napoucidlel Siatapaxes KUKAOU e
NIYOTEPN MOOOTNTA ailiatos KABE 2-3 pnves. H teAeutaia nepiodos ntav npiv 3 PAVeS.

Aluatoloyikds & Bioxnpikds Eaeyxos: Mevikn aiuatos K.¢., AcRéatio: 9,0mg/dl, dwapopos: 3,5mg/dl, aNgoupivn:
3.69/dl, ALP: 92U/L, 25-0H-D3: 17ng/ml, PTH: 52pg/ml, Ca oUpwv 24-tpou: 98mg(Volpwy = 2200ml).

Ocukn Mukvétnta (DEXA): BMD auxéva pnpiaiou (HOLOGIC): 0,524g/cm?2 (T-Score: -2,8). FRAX: 10-eths
nmBavétta yia peidov ooteonopwtikd kdtaypa: 23, kaiyia kdrayua ioxiou: 12. ANTIMETQIIZH: 1) A\evSpovdmn
70mg/eRboudsa, 2) AdBéotio 1000mg/24-wpo, 3) XoAnkaAoipepdAn 20001U/24-wpo, 4) Alakorh
Kanviopatos, 5) Aiakorn A EAdTtwon MYNS aAKOOA, 6) Alatpodh MAoUCIa G€ YAAKTOKOUIKA Kal MPwTEivN, 7)
®uoikn spaotpidtnta. EMANEAEMXOZ: Epyaotnpiakds o€ 6 pnves, DEXA o€ 1 €10s.

MEPIZTATIKO 2

Tuvaika 51 €10V Je onovSUNIKO KAtayua, pEULATOEISh apBpitida
uno aywyn LE KOPTIKOOTEPOEISN Kal apalonvoppoia.

uvaika 51 €16V, NAPANEUPONKE OTO IaTPEID 00TEONAPWONS YIa EAEYXO, UCTERA and Muon O€ KAIUaKA Kal
Kdtayua tou ©1 1 omnovsUAou. MNdoxel and peuuatoeldn apdpitidéa unod aywyn Ue KoPTIKOOTEPOEIBN. H teAeutaia
€uunvos puon Ntav npIv 5 PNves.

Koivwviké lotopikd: Eyyaun pe 0o naiid. Atopiké lotopiké: Peupatosisns apbpitisa Slayvwopévn
and 4-etias. Méxpl ouyuns éxel aMdEel S1apopa Bepaneutikd oxnpata mou katd KaipoUs nepAduBavav
KOPTIKOOTEPOEISN. Tous Teheutaious 5 prves AauBdvel  IVONIEIUAUNN pad pe mpedvilohdvn 5mg/24-wpo.
Kanviotpia (15-20101ydpa/24-wpo), Sev nivel akodA, EMIMNS SIATpoPn e YaAGKTOKOIKG, Bdpos: 55Kg, UYos:
160cm, BMI: 21,48.

KAnpovopiko lotopiko: H pntépa enions ndoxel and ooteondpwaon Kal €xel UNOOTEl S1atpoxavinpio KAtayua
unpiaiou o€ NAIKIQ 76 €Tv.

FuvaikoAoyiké lotopikd: Euunvapxn o nAikia 10 etwv. Tov teheutaio 1,5 xpdvo napouciadel molkiAns SIGpKeIas
KUKAOUS Kall S1a0ThUaTa aunvoppolas JeyaAUTepa Twv 2 pnvav. Hiies eEAWEIS kal koAriKn Enpdtnta. TeAeutaia
nePiodos MpIv 5 PAVeS.

Aiparoloyikés & Bioxnpikos ‘EAgyxos: evikn aiuatos k.., AoBéotio: 9,5mg/dl, dwaopopos: 4,0ma/dl,
anBouuivn: 4,2q¢/dl, ALP: 74U/L, 25-0OH-D3: 2 1ng/ml, PTH: 50pg/ml, Ca oUpwv 24-kpou: 112mg(VoUpwv
= 1900ml).

Ocukn Mukvétnta (DEXA): BMD OMZX[0 1-04],(HOLOGIC): 0,7 43g/cm2 (T-Score: 2,7), BMD auxévapunpiaiou
(HOLOGIC): 0,524g/cm2 (T-Score: -2,8). FRAX: 10-€ts niavétnta yia peifov ooteonopwrikd kdtayua: 36, kai
yia kdrayua ioxiou: 17. ANTIMETQRIZH: 1) A\evSpovamn 70mg/eBSoudda, 2) AoBéotio 1000mg/24-wpo,
3) XoAnkahaipepdin 20001U/24-wpo, 4) Alakonn kanviouatos, 5)AIaoen MoUoia o€ YOAGKTOKOUIKG Kal
npwreivn, 7) Ouoikn Spactnpidtta, 8) EnaveEEtaon s 560NS XOPAYNONS TWV KOPTIKOGTEPOEISWV KAl EIWON
TOUS OT0 EAAXIOTO anapaitnto, A av yiveral aviikatdotaoh tous kahdtepa. EMANEAEMXOZ: Epyaotnpiakds og 6

prves, DEXA o€ 1 €10s.
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«KAIVIKA avtinapddeon: AvtiooTeEOKAAOTIKN Bgpaneia
Katd tnv nepiegunvonauvaon: Oxi»

MeAnopévn Ménna

H peiwon s wobnKIkNs Aeitoupyias katd v Sidpkela tns petdBaons and v nepiepunvénaucn
otnv epunvonaucn €xel SUGAPEDTES GUVEMEIES OTNV OCTIKA PAZa Kal ToV 00TIKG PETABOAIOUO. Av Kal
N OUOXETION QUTN €XEl ENAPKWS UENETNOEI OTIS PETEPUNVONAUCIAKES Yuvaikes, Aiydtepa Sedouéva
agopouv TNV edon Tns NepIEPUNVONAuons.

H nepiepunvonauon xapakinpidetal andé alugnon tns OCTEOKAACTIKNS &pacTnPIOTNTAS Kal anwAEla

ootoU.

MpoontikéS PENETES €6€IEaV Ueiwaon TS 00TIKNS PAZas 161aiTepa otV 00PUIKN Poipa TN onovSUAIKNS

OTAANS, KAtd@ TtV @don NS
napatetauévns  aunvéppolas,  1-2
€N nplv, 2 €N pPetd v TeAeutaia
€UUNvo puon evw UIKPOTEPN Peiwon
napatnpeital uéxpl kal 7 €tn apyotepa
(EIK. 2). H ethola anwAsia ooTikAS
pddas  unoloyicetar oe  1.8-2.3%
otV 00PUIKN Woipa kal 1-1.4% oto
loxio (Eik. 1). Xe aviibeon pe tnv
JetePUNvonauaciakh  nepiodo,  6ev
undpxouv eNapkn Se5€0PEVa OXETIKA
JE Tous Seiktes 0oTikoU PETABONIGHOU
oTNV neplegunvénauon.

H peiwon twv olotpoydvwy, n avgénon
s FSH, kai mBavd ol inhibins A, B,
n activin, n peiwon s npoyeotepdvns
OUPBAN\OUV 0NV anwAeld NS
00TIKAS pddas. To BAPOS TOU GWUATOS
anotelel  onpavtikd  MPOYVWOTIKS
napdyovia AnAEIAS NS  OOTIKNS
pddas. Ynohoyicetal 6t ol AemdowES
yuvaikes €xouv 35-50% peyahUtepn

anwAEIa 00TIKAS JAZas GUYKPITIKG UE TIS

NaxUoapKES.

To xaunhd BApos owatos, 1o 10ToPIKG

>
(o]

i
g v 3
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N
G

Spine BMD (g/cm?) for BMI>= 30 (kg/m?)
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1,05
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B e ey oy |
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Eik. 1. MetaBoAn tns ootikns nukvotntas otnv OMXX kat 1o (oxio otnv

neplepunvonauotakn nepioso (Sowers MR, Zheng H, Jannausch ML, et

al. J Clin Endocrinol Metab 2010;95:2155-62;)

0.01

30 T
g B Premenopause
3 W Early perimenopause
2 001
_:éc Late perimenopause
g B Postmenopause

-0.02

-0.03 - -

Lumbar spine Total hip

Eik. 2. H etiowa petaBoAn tns ootikAs nukvotntas otny OMXZX kat to
loxio otnv neptepunvoénauon (Finkelstein JS, Brockwell SE, Mehta V,
et al. J Clin Endocrinol Metab

2008;93:861-8;)

Katdyuatos, To Kdnvioua, xpdvia VOoUadta Kal N pn XpAon opuovIKAS unokatdotaons Bewpouvtal
ave€dptntol Napdyovies KIVEUVoU Katdyuatos.
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Aev UNAPXOUV KaTeEUBUVINPIES 0dNyies OXeTIKA WE ToV MANBUCUOG Nou NPENEl va EAEYXETAl N TNV Bepaneia
Kal NPAANYN TS 00TEONOPWONS otnv GAdon NS NeplePUNvonaucns. H UETpnon NS 00TIKNS MUKVOTNTAS
Kkal Tou FRAX score mpénel va yivetal o€ yuvaikes ugnioU kiveUvou (m.x. xaunAd BApos owuatos, xpovia
AYN YAUKOKOPTIKOEISWV, KaPKivos paatou).

H Bepaneutikn Npocgyyion NePIMAUBAVE! UYIEIVOSIANNTIKES OoUOTAoEls 6Mws Iooppornnuévn iarta,
doknaon, 81akonn Tou Kanviouatos, ano@uyn aAkooOA, HETPA MPOANYNS TWV MTWOEWY, ENAPKAS KAAUYN
aoBeatiou kai Brrauivns D.

2NV NEPINTWon 0oTeEoNdpwans N UPNAoU KIVEUVOU Katdyuatos, GUGTAVETAI QVTIOOTEONOPWTIKA aywyn.

H xophynon S1pwo@ovikwy Ba Npénel va yivetal ue mpoooxn yia tov neavo kiveuvo eykugoolvns Kal
avemeuuntns €kBeons tou euBpUou. Aev undpxouv eNapkn 6E80UEVA YIA TNV AMOTEAECUATIKOTNTA TNS
paro€ipaivns otnv NEGANYN onovSuAikoU Kail Un anoveulikoU katdyuatos. AauBdvovias 6€ un' OV
TNV apVNTIKNA €NiSpacn ts paro€ipaivns otnv 0oTIKN PAZa oTIS NPOEUUNVONAUGIKES YUVAIKES Ba NPEnel
va Xpnaoluonoleital Pe 1I8laitepn Npoooxn otnv neplegunvonauon. H xophynaon o1otpoyévwy e A xwpis
npoyectayovo (otnv NePIMwon UCTEPEKTOUNS) ANOTENEI BENAMEUTIKN EMIAOYN YIA TNV AVTIPETWION
TWV EUUNVOMNAUCIAKWY CUPMTWUATWY aMd 6a npénel MpooeKTIKA va xopnyouvial 6tav oToxos €ival n
816pBwon NS 00TIKAS PAZas Kal Tou 0oTIKOU JETABOAIGHOU.

H Bepaneutikh MPOCEYYIoN TWV YUVAIKWY 0TNV GAcn tns NepiePnvénaucns 6a npénel va eEatouikeUetal
auotnEd Kai va Yivetal MPOoEKTIKA EKTILNGN TNS oX€aNS 0PEAOUS/KOOTOUS.

Tovicetal n avdykn NEPAITEPW WEAETWYV PE OTOXO TNV avddeiEn 1600 TwV MOCOTIKWY 000 Kal TwV
MOIOTIKWY PETABOAWV TWV 00TWV oTNV GAon NS NEPIEUUNVONAUONS, TWV NABOYEVETIKWY UNXAVIOHWY,
TNV OUPBOAN QUTAS TNS XPOVIKNS MEPIOSOU GTOV KivEUVO Katdyuatos kai tnv 6€omion SiayvwaotikoU Kal
BepaneutikoU ahyopiBpou.

BIBAIOTPAODIA:

« Joan C. Lo, Sherri-Ann M. Burnett-Bowie, Joel S. Finkelstein. Obstet Gynecol Clin N Am 38 (2011) 503-517
* Onur Guralp. Maturitas 79 (2014) 476-480

» Sowers MR, Zheng H, Jannausch ML, et al. J Clin Endocrinol Metab 2010;95:2155-62

* Finkelstein JS, Brockwell SE, Mehta V, et al. J Clin Endocrinol Metab

* 2008;93:861-8
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MEPIZTATIKO 1

[uvaika 43 €1V, artidral §1atapaxEs tns eupnvou puons and 8unvou tou TUnou tns aunvoppolas and
5unvou. YnoBdAetal o €Aeyxo AOyw emBuyias yovigonoinons. AVIIKEIUEVIKA 81aMIOTWONKE NMia
atgnon tns Al (146/90 mm Hg, 88o¢p/Aemtd), Gpuaioloyikn Beppokpacia owpuatos kai BMI 32Kg/
m?. Ano6 10 ATouIKO avapvnoTikd CnUEIVETAl 0TI NAoXel and PEUPATOEISh apdpitiSa Kal AduBAvel
aywyn Pe YAUKOKOPTIKOEISHh and 10etias.

Aiepelvnon:TIUES yovaASOTPOPIVGY, 010TPASIONNS. EAeyxos acBeatiou, Bitapivns D. EAeyx0s SEIKTwV
00TIKoU pETaBoNIouoU (00TEOBAACTIKWYV, OOTEOKAQOTIKWY). METPNON 0OCTIKAS MUKVOTNTAS. TEVIKA
aiparos, YevIkOs BIoxXnuikds ENeYX0S (LETABONIKO MPOPIN).

Aldyvwon: Tuvaika otnv ¢don tns nepleyunvonaucns, Ue ooteondpwaon, avendpkela Bitauivns D,
xaunAd enineda Ca.

©¢paneia: Ynokatdotaon pe okeudopata aoBeatiou, Bitapivns D. AIpwo@ovIKd?-

MEPIZTATIKO 2

Tuvaika 46 1wy, armdral 8iatapax€s s euunvou puons and Sunvou tou tUnou Tns aunvdppolas
and 3 phvou, eEAYels, kail Siatapaxés tns S1d6eans. [oTopIKO XEIPOUPYNBEVTOS Kapkivou paotol und
avactoAéa apwuatdons. Aviikelyevikd Siamotwenke Ania aténon ts Al (146/90 mm Hg, 880¢/
Aemtd), PUGIONOYIKN BEPUOKPAGIa GWUATos Kal BMI 32Kg/m?.

Aiepebvnon: Tiués yovadotpo@Ivay, o1oTpadidans. EAeyxos aoBeotiou, Bitauivns D. EAeyxos
SEIKTWOV 00TIKOU UETAROAIGHOU (00TEOBAACTIKWV, OCTEOKAAOTIKWY). METpNoN 00TIKNS MUKVOTNTAS.
TEVIKA aiuatos, Yevikds BIOXNUIKOS EAEYXOS (UETABOAIKO MPOPIN).

Aildgyvwon: [uvaika otnv @don tns MNePIEUUNVONAUONS, PE OO0TEONOPWON, KAl KAIMAKINPIAKA
OUUMNTWHATA.

O©¢paneia: Ynokatdotaon pe okeudopata aoBectiou, Pitapivns D. Oppovikn unokatdotacn
(o10TpOYOVQ Kal Mpoyeatepdvn) —paro€ipaivn?
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Customizing Menopausal Hormone Therapy (MHT)
in the context of bone disease

Dimitrios Goulis

1. Pathophysiology of bone loss

Bone remodeling is the process by which old bone is replaced by new bone. This process consists of five main

phases:

* Activation phase: Osteoclasts are recruited to the surface of the bone.

* Resorption phase: Osteoclasts generate an acidic environment at the surface of the bone, resorbing the
mineral content of the bone.

* Reversal phase: Osteoclasts undergo apoptosis; osteoblasts are recruited to the bone surface.

* Formation phase: Osteoblasts deposit collagen; the latter is mineralized in order to form new bone.

During menopause, estrogen deficiency results in increased osteoclastic activity without a corresponding in-
crease in osteoblastic activity. As the amount of bone resorbed is greater than the amount deposited, the net
result is bone loss (“uncoupling”). The cellular changes that occur in an estrogen deficiency state are presented
inFigure 1.

+ E M-CSF
IL-6, ILL-1
TNF
RANKL

IL- 6
o ) M-CSF m
% ' IL-11
{ Stromal i GM-CSF
Cells/Preosteoblasts —Q RANKL . —lp ‘ —
g = il . Active 5 "
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Early Osteoclasts e — -
Worc | ” Osteoclast I L o E
TGFb L Progenitors
|
+E

B -rank

Figure 1. Cellular changes that occur in an estrogen deficiency state. + E depicts effects in presence of estro-
gen; -E depicts effects in absence of estrogen. Estrogen decreases osteoclastogenesis and increases osteoclast
apoptosis. Estrogen reduces osteoclastogenesis by suppressing Interleukin 1 (IL-1) and Tumor Necrosis Factor
(TNF) and increasing the sensitivity of stromal cells/preosteoblasts to IL- 1, thus suppressing macrophage colony
stimulating factor (MCSF), RANKL and IL-6. In addition, estrogen stimulates the production of osteoprotegerin
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(OPG), a potent inhibitor of osteoclastogenesis. Estrogen also reduces the responsiveness of osteoclast precur-
sors to RANKL and promotes osteoclastic apoptosis, thus reducing osteoclast lifespan. This effect appears to
be mediated by transforming growth factor (TGF)-3 (Source: Gallagher JC and Harsha Tella S. Prevention and
treatment of postmenopausal osteoporosis. J Steroid Biochem Mol Biol 2014; 142:155-170).

2. Change in bone mineral density with age

Peak bone mass is achieved in the mid-twenties for spine and hip. At menopause there is a rapid acceleration in
bone loss that starts one year before menopause and continues for another three years before de-accelerating.
The average decrease in BMD during the menopausal transition is about 10%. A percentage of 25% percent of
postmenopausal women are classified as fast bone losers, as defined by rates of bone loss and bone resorption
markers. As the average age of the menopause is 51 years, an untreated early menopause (e.g. at the age of
41 year) would “age” the bone 10 years earlier. Thus, 15 — 20% of women in the early sixties have vertebral
fractures as an effect of early menopause on bone.

3. Osteoporosis

Osteoporosis is characterized by decreased bone strength that predisposes to an increased risk of fracture.
Bone density is measured in by dual energy absorptiometry (DXA). As it declines with age, by the age of 70
years, bone mass has decreased by 30 - 40%. The prevalence of osteoporotic fractures rises from 4% in
women at age 50 - 59 years to 52% of women age > 80 years. For a white American woman at the age of 50
years, the risk of suffering an osteoporotic fracture in her remaining lifetime is 40%, with 67% of the fractures
occurring after age 75.

Clinical risk factors for an osteoporotic fracture
* Advance age

* Previous fracture

* Therapy with glucocorticoids

* Parental history of hip fracture

* Low body weight

» Current cigarette smoking

* Excessive alcohol consumption

* Rheumatoid arthritis

* Secondary osteoporosis

Source: Kanis JA, Borgstrom F, De Laet C, et al. Assessment of fracture risk. Osteoporos Int 2005; 16:581.

The World Health Organization (WHO) has established the following diagnostic quidelines for osteoporosis (T
score refers to standard deviations above or below that of a young adult reference population):

* Normal: T-score + 2.5t0-1.0.

* Osteopenia: T-score from-1.0to -2.5.

* Osteoporosis: T-score below -2.5.

« Established osteoporosis: Fragility fracture, independent of T score.
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4. Management of osteoporosis

s The main pharmacologic therapies for postmenopausal osteoporosis are presented in Table 2.

"- (Modified from: Gallagher JC and Harsha Tella S. Prevention and treatment of postmenopausal
osteoporosis. J Steroid Biochem Mol Biol 2014;142:155-70).

Table 2. Therapies for osteoporosis

Drug Clinical remarks

HRT * Prevents vertebral, hip and non-vertebral fractures

* Not recommended for osteoporosis prevention (as main indication)

* Consider benefits versus risk

* May be appropriate for osteoporosis prevention, when it is already being
used for the management of menopausal symptoms

Alendronate oral * Prevents vertebral, non-vertebral, and hip fractures

Risedronate oral * Decreased vertebral fracture risk in glucocorticoid-induced osteoporosis
Ibandronate oral * Prevents spinal fractures

Raloxifene oral * Reduces the incidence of vertebral fractures

* Considered for women who are unable to tolerate bisphosphonates and have
no history of thromboembolic disease
* May increase the risk of venous thromboembolic disease and stroke

Denosumab sc * Prevents vertebral, non-vertebral, and hip fractures

Teriparatide sc * Prevents vertebral and non-vertebral fractures

* May be beneficial in glucocorticoid-induced osteoporosis

* Cost and need for daily subcutaneous injection may limit use

* Maximum lifetime exposure is 24 months

* Consider anti-resorptive therapy after completing treatment course

SUGGESTED READING:

20 key papers for the management of post-menopausal osteoporosis

* Prince RL, Devine A, Dhaliwal SS, Dick IM. Effects of calcium supplementation on clinical fracture and bone structure: results
of a 5-year, double-blind, placebo-controlled trial in elderly women. Arch Intern Med 2006, 166:869-75.
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Customizing Menopausal Hormone Therapy (MHT)
in the context of bone disease

Irene Lambrinoudaki

Osteoporosis is one of the major consequences of menopause. The principal cause is estrogen deprivation.
Estrogens influence the function of osteocytes, osteoblasts and osteoclasts in bone remodeling compartments
of the skeleton (Khosla et al, 2012). The net effect of estrogen action is the maintenance of bone formation and
the decrease of bone resorption (Figure 1).

Postmenopausal osteoporosis is caused by
many pathophysiologic pathways. Estrogen
decline leads to an increase of RANKL and a
decrease of osteoprotegerin (OPG) production
by the osteoblasts which augment osteoclast
differentiation and activity. In parallel, estrogen
deprivation decreases bone formation. Beyond
menopause, aging is associated with reduced
physical activity, sarcopenia, vitamin D defi-
ciency and secondary hyperparathyroidism,
processes that independently contribute to
bone loss and deterioration of bone architec- |
ture. The final consequence is low-trauma frac- ~ Bene remadaling

tures (Davis et al, 2015) (Fiqure 2). Figure 1. Estrogen actions on bone cells. Khosla et al, Trends

. Endocrinol Metab 2012,23:576-81
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vertebral, non-vertebral and hip fractures ..:’%..;:(..:,.;:.ii.vﬁ Bl e R
(Manson et al, JAMA 2013). Recently, asys- ;o l ABemem O
tematic review and meta-analysis of 18 trials Lims ol machanical stiswiazion of astoacytes \
with a total number of 40,058 women report- l |h
ed that the use of MHT is associated with a Drcmmed bona formation | Pre-oaceoclats ',"
significant decrease of total fractures ranging v " l f;"
between 20-30% (Gartlehner et al, JAMA | jyperacsipoidn [ g
2017). Furthermore the benefit of MHT with ‘ A

respect to fracture reduction may persist after | """"‘""""‘;""“"""'"‘ | +— —%+

stopping treatment (Watts et al, J Clin Endo- T

crinol Metab 2017). Based on available evi- leuv'mi-ﬂ*.-ﬂw_-

dence, the recent quidelines for the treatment -
of osteoporosis include MHT as an effective

treatment for the prevention of both vertebral . , ,
Figure 2. Pathophysiology of postmenopausal osteoporosis.
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Table 2. Anti-fracture efficacy of approved treatments for postmenopausal women
with osteoporosis when given with calcium and vitamin D.

Intervention Vertebral fracture Non-vertebral fracture Hip fracture
Aledronate A A A
Ibandronate A A* NAE
Risedronate A A A
Zoledronic acid A A A
Calcitriol A NAE NAE
Denosumab A A A

HRT A A A
Raloxifene A NAE NAE
Teriparatide A A NAE

A: grade A recommendation

NAE: not adequately evaluated

* in subsets of patients only (post-hoc analysis)
HRT: hormone replacement therapy

Figure 3. Clinical guidelines for the prevention and treatment of osteoporosis, Compston J et al.

Arch Osteoporos. 2017 Dec; 12(1):43

Most authorities recommend that MHT is the treatment of choice for women within the first decade from their
last menstrual period, who have bothersome menopausal symptoms and risk factors for fracture (Armeni E et
al, Maturitas 2016).

CASE 1

A 52 - year old woman had her menopause 9 months ago and now she is complaining about poor sleep, inability

to concentrate and to recall names. She does not have hot flushes or night sweats. Being a teacher, her symp-

toms cause much distress in her every-day life.

* Her mother has dementia and a hip fracture at age 7 1 and she is worried about osteoporosis.

* Mammogram 2017 unremarkable.

* Lumbar spine BMD T-score -3.3. Femoral neck BMD -2.8

* Her GP told her that bisphosphonates were not an option for her because of her Gl reflux and prescribed de-
nosumab.

* How would you advise her?

Work-up and management

1. Additional work-up for risk factors of osteoporosis

Medical / gynecological history / family history / lifestyle / anthropometry

* Chronic disease: thyroid disease, hyperparathyroidism, gastrointestinal disease, inflammatory disease, diabe-
tes, hypertension, cardiovascular disease, cancer.

* History of menstrual irreqularities, pregnancies, prolonged lactation.

+ Medication known to affect bone metabolism (e.g. glucocorticoids, proton pump inhibitors, etc).
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» Lifestyle: calcium intake, alcohol consumption, smoking, level of physical activity
* BMI, WHR, blood pressure.

t.' Laboratory tests

* Ca++, albumin, PTH
*TSH
* 250H Vit D3
* CBC, liver, renal function, glucose, lipid profile, CRP
* 24h urine calcium and cortisol excretion
* Thoracic and lumbar spine lateral x-ray.
+ Tissue transglutaminase Ab / serum immunoelectrophoresis
Outcome: Additional risk factors identified: 250HVitamin D: 18ng/ml. Low dietary calcium intake (around
500mg elemental calcium / day equal to one dairy product serving per day).

Management

The patient’s main conditions for management are 1) bothersome menopausal symptoms and 2) risk factors of
fracture (family history and low bone mineral density). Sleep disorders, as well as mild cognitive complaints, like
poor concentration and decreases in verbal memory are characteristic of the menopausal transition (Armeni et
al, Maturitas 2015). On the basis of these indications, the first choice is MHT. MHT has proven effect on symp-
toms, as well as on fracture risk reduction in the age group of this patient (Gartlehner et al, JAMA 2017). Onthe
other hand, the efficacy of Denosumab is well documented in women of 60-90 years (Freedom trial, Papapou-
los et al, 2015), however, experience in the younger age group of perimenopausal women without prevalent
fractures is limited. Given her young age and the lack of additional risk factors beyond dietary inadequacies, her
absolute risk of fracture is low (Frax score: 10-year probability of major osteoporotic fracture: 10%, 10-year
probability of hip fracture: 2.6%).

According to her personal characteristics, the best MHT regimen would be sequential MHT with estradiol 1-2mg
po or 25-50ug transdermally, coupled with a progestogen, 12-14 days per month (progesterone 100-200mg
p.o/ vaginally or dydrogesterone 5-10mg p.o. or norethisterone 125-250 g transdermally or levonorgestrel
0.5mgp.o.).

Additionally, the patient will need supplementation with calcium 500-600mg and Vitamin D 2000 IU per day.
CASE 2

A 42 -year old woman presented to her gynecologist with amenorrhea and hot flushes. Hel last menstrual
period was 6 months before. Menstrual irreqularities, however, had begun 2 years before. Her gynecologist
diagnosed early menopause and prescribed sequential MHT, 1mg E2 / 10mg dydrogesterone, days 14-28.
As she had always been slim and she had breastfed her two children for more than two years each, she was
concemed about osteoporosis and preformed a DEXA measurement before commencing therapy, which was
unremarkable (Lumbar spine T-score +0. 1 and femoral neck T-score -O.7).

Her symptoms improved with MHT, although her period was much lighter than before. Two years after starting
MHT, the patient decided on her own to perform a second DEXA measurement. The measurement was still nor-
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mal, however, there was a 10% decrease of BMD at the lumbar spine (Lumbar spine T-score -0.8 and femoral
neck T-score -0.9). Her doctor reassured her and advised her to continue therapy. How would you manage this
patient?

Management

Women with early menopause are at increased risk of chronic disease, such as osteoporosis, cardiovascular
disease and cognitive impairment. MHT in this age group is targeted not only to the management of menopaus-
al symptoms, but also to the prevention of chronic disease associated with early menopause (Faubion et al,
Climacteric 2015). Low dose MHT controls menopausal symptoms to a variable extent, however, not being a
replacement therapy, it may not adequately prevent the rapid bone loss occurring after ovarian estrogen decline.
The best treatment option for this patient would be to switch her MHT regimen to a standard dose HT, namely
to 2mq E2 daily combined with sequential dydrogesterone 10mg. This regimen will further improve symptoms
and her well-being and probably will stabilize BMD. Furthermore, her calcium intake and Vitamin D status should
be evaluated and supplements must be administered if needed.
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Customizing menopausal hormone therapy
= in the context of cardiovascular disease and venous
(- thromboembolism

John Stevenson

Hormone replacement therapy (HRT) with estrogen and, as necessary, the addition of a progestogen is given
to women for the relief of menopausal symptoms and will probably prevent coronary heart disease (CHD). For
women who have risk factors for CHD, these need to be taken into consideration when formulating a suitable
HRT regimen.

Lipids and lipoproteins

« All estrogens will lower LDL cholesterol and increase HDL cholesterol with oral showing a bigger effect than
transdermal.

* Oral estrogens raise triglycerides whereas transdermal estradiol will lower them.

* Only oral estrogens lower lipoprotein (a) levels.

« All estrogens will increase the clearance of atherogenic lipids.

+ Addition of any progestogen will not impede effects of estrogen on LDL cholesterol or lipoprotein (a).

* Androgenic progestogens will impede effects of estrogens on HDL cholesterol and on triglycerides.

Glucose and insulin

« Estradiol will increase insulin sensitivity and improve glucose tolerance, with a greater effect seen with oral
administration.

» Conjugated equine estrogens at high dose will impair glucose tolerance, whereas lower doses are neutral.

* Addition of androgenic progestogens will impair insulin sensitivity.

Blood pressure
« Estrogens will usually be neutral or cause a small decrease in blood pressure.
* Progestogens with anti-mineralocorticoid activity may enhance this decrease.

Haemostasis

« Estrogens may reduce levels of procoagulant factors and antifibrinolytic factors.

* However, oral estrogens increase coaqulation activation and hence increase venous thrombembolism risk in a
dose-dependent manner. This is not seen with transdermal estrogen administration.

Vascular function
* Estrogens improve vascular endothelial function by enhancing NO synthetase activity, reducing endothelin-1
release, antagonising calcium channels and enhancing potassium-dependent channels.

Vascular remodelling

* Estrogens enhance matrix metalloproteinase activity in a dose-dependent manner.

* At low doses this may be anti-atherogenic by improving regulation of remodelling of extracellular matrix.

* At high doses estrogen may produce excessive activity leading to lesion formation and disruption of athero-

matous plaques.
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Thus HRT regimens can be designed to correct metabolic abnormalities. help reduce the risk of atheroma forma-
tion and to improve vascular function. These benefits are very dependent on the types of hormones used and the
doses at initiation of therapy. This in tum will determine the effects of HRT on cardiovascular clinical outcomes.
The Women's Health Initiative (WHI) trials showed evidence of reduction in coronary events when conjugated
equine estrogens were initiated in women aged less than 60 years, but this was not shown when combined with
an androgenic progestogen or when initiated in older women.

Meta-analyses of randomised clinical trials of HRT have confirmed reduction in both coronary events and CHD
death with initiation of therapy below age 60 years or within 10 years of menopause onset.

In keeping with @ CHD benefit of HRT, data from the Finnish Registry have shown that cessation of HRT is as-
sociated with a transient increase in death from CHD and stroke, although it is not known if this cessation was
abrupt or tapered.

Choice of appropriate dose and route of administration of HRT can prevent or minimise venous thromboembo-
lism risk in susceptible patients.

Key points

* The totality of current evidence demonstrates primary prevention of CHD in postmenopausal women can be
achieved with HRT.

* This may be dependent on the dose of hormones at initiation of therapy, particularly in older women.

* For women with certain CHD risk factors the type of hormones used and the route of administration can be
important.

* There is some evidence of coronary benefit in older women with established CHD but the dose at initiation is
most likely critical in these women.

* VVenous thromboembolism risk with HRT is dependent on the route of administration but also on the dose at
initiation.
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CASE 1

Metabolic syndrome is a collection of metabolic abnormalities which are inter-linked predominantly but
not exclusively through insulin resistance, and result in an increased risk of coronary heart disease (CHD)
and type 2 diabetes mellitus. Because of the metabolic changes induced by estrogen deficiency, the
menopause itself can result in a metabolic syndrome. .A 52 year old woman with 9 months amenorrhoea
presented with menopausal symptoms, central weight gain, and symptoms suggestive of reactive hypo-
glycaemia. She was obese, with an increased waist circumference, and had slightly elevated blood pres-
sure. A panel of investigations was undertaken which revealed that she had raised triglycerides, low HDL
cholesterol and an increased fasting insulin resistance index. The diagnosis of metabolic syndrome was
therefore substantiated. Treatment was initiated with oral estradiol 2 mq plus cyclic dydrogesterone 10
mg, together with dietary and lifestyle measures. Further assessments showed improvement in several
metabolic parameters but not full resolution of her condition. Further therapeutic measures were therefore
required. Metformin was added to her treatment which virtually normalised her metabolic abnormalities,
and hence reduced her future risk for CHD and type 2 diabetes mellitus.

CASE 2

A 46 year old premenopausal patient presented with angina which resulted in a hospital admission
almost every month. It was evident that the angina came on in the luteal phase of her menstrual
cycle. There was a past history of deep vein thrombosis following a fractured tibia. She was taking a
combined oral contraceptive at that time. There was also a family history of venous thrombo-embo-
lism. CT angiography showed no obstructions in epicardial coronary vessels. Cardiac MRI perfusion
scanning showed subendocardial hypoperfusion. A diagnosis of microvascular angina was therefore
confirmed. A coaqgulation screen showed no abnormalities. Treatment was started with a top-up dose
of transdermal oestradiol commencing around 10 days prior to menstruation. This helped reduce
her symptoms to some extent but not completely. Ovarian suppression was tried with a continuous
administration of a combined oral contraceptive but this was unsuccessful. She was therefore started
on a GnRH agonist to give complete ovarian suppression together with a continuous combined trans-
dermal oestrogen-progestogen HRT. This stopped her angina attacks for a couple of years, but then
they started to recur. The addition of ranolazine then resolved her angina almost completely.
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Preventing Endometrial and Ovarian Cancer

Sean Kehoe

ENDOMETRIAL

FACTS: Lifetime risk is 1:41. Rise of over 57% since the 1990s [UK figures] . Obesity, longer life expectancy,
and improved survival rates in other cancers [such as breast] all contributing to rising incidence. OBESITY is a
main factor and reducing Obesity should prevent some endometrial cancers.

Commonest presentation is episode of PMB. Pre-menopausal presentation is abnormal/IMB.

PMB Ultrasound Scan Endometrial thickness >4mm needs endometrial sampling

Atypical Hyperplasia detected:
surgery PREVENTATIVE Carcinoma detected: surgery
(about 40% will have CA on final histology)

Oral Contraceptives and Preventing Endometrial Cancers
Depending on the duration of use of OCP the combined evidence from studies indicate a significant reduction
with its use, and duration of use.

Endometrial cancer and oral contraceptives: an individual participant meta-analysis of 27 276 women with endometrial cancer from 36
epidemiological studies The Lancet Oncology Volume 16, Issue 9, Pages 106 1-1070 (September 2015)

2-5 —1 Duration of oral contraceptive use (incidence up to 75 years of age)
~@- Never users (risk to age 75 years: 2-3%)

—l- 5 years’ use (risk to age 75 years: 1-7%)

—A— 10 years’ use (risk to age 75 years: 1-3%)

2-0 -| —@— 15 years’ use (risk to age 75 years: 1-0%)

Cuulative incidence of endometrial
cancer per 100 women

o ¥ T T

30 35 40 45 50 55 60 65 70 75
Age (years)

OVARIAN CANCER

FACTS: Lifetime risk is 1:53. A 4% reduction in registrations in last 10 years in UK. 70-75% of women with
ovarian cancer present with Stage Ill/IV disease, with poor 5 year survival rates. Recognition now that many
arise from the Fallopian Tube. The main focus of prevention — has been in population screening.

POPULATION SCREENING TRIALS: Effect of Screening on Ovarian Cancer MortalityThe Prostate, Lung,
Colorectal and Ovarian (PLCO) Cancer Screening Randomized Controlled Trial: JAMA. 201 1;305(22):2295-
2303.doi:10.1001/jama.2011.766
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HNPCC and Prevention

. . Note:
‘ Confirmed HNPCC carrier | ——> 40-60% risk of endometrial cancer

L 15-20% of ovarian cancer

Stress the need for urgent
investigation of any abnormal
vaginal bleeding

Progestagents to prevent
disease (refs)

Consider prophylastic Consider Annual TVS
surgery (ref) and Endometrial Biopsy

—>» Note: conflicting evidence

Cancer Prev Res (Phila). 2013 Aug;6(8):774-81.. Epub 2013 May 2.Prospective multicenter randomized intermediate biomarker study of oral contraceptive

versus depo-provera for prevention of endometrial cancer in women with Lynch syndrome.Lu KH', Loose DS.

JAMA. 2015 Jul 7;314(1):61-71. doi: 10.1001/jama.2015.6789. Female Hormonal Factors and the Risk of Endometrial Cancer in Lynch Syndrome. Dashti SG1, Chau R'
N Engl J Med. 2006 Jan 19;354(3):26 1-9.Prophylactic surgery to reduce the risk of gynecologic

cancers in the Lynch syndrome. Schmeler KM', Lynch HT et al
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person-years 33908 100777 166273 230393 292223 341975 371833 34210 102191 169354 235475 299372 350870 381574
Usual care group
Cumulative cancers 13 45 83 113 146 167 176 0 9 28 50 69 9 100
Cumulative
person-years 33994 101279 167380 232046 294424 344734 374976 34260 102344 169617 235836 299903 351557 382502

The Second Study (UKCTOCS) which recruited over 200,000 women aged over 50 years, has still to report
on the primary endpoint — i.e whether screening impacted on ovarian cancer mortality. Presently there is no

evidence that screening can be proposed as a preventative measure for both general population and ‘high risk’
ovarian cancer women.

BRCA1/2 Carriers and prevention: In this population of women the most effective form of prevention is that
of Bilateral Salpigo-oophortectomy, which affords over 80% protection against ‘ovarian cancer’. Women with a
strong family history of breast/ovarian cancer should have genetic counselling and is proven to carry the BRCA
gene, can consider prophylatic surgery before 40 if BRCA1 and before 50 if BRCA2 carriers.

OCP: Through cessation of ovulation — be it pregnancy or the use of oral contraceptives — the latter are particu-
larly successful in reducing the incidence and death rate for ovarian cancer.

For example -10 years use of oral contraceptives was estimated to reduce ovarian cancer incidence before
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age 75 from 1-2 to O-8 per 100 users and mortality from O-7 to O-5 per 100, and there is still a risk reduc-
tion 9about 15%) even 30 years following cessation of OCP use.

Ovarian cancer and oral contraceptives: collaborative reanalysis of data from 45 epidemiological studies includ-
ing 23 257 women with ovarian cancer and 87 303 controls Collaborative Group on Epidemiological Studies of
Ovarian Cancer Lancet Volume 371, No. 9609, p303-3 14, 26 January 2008

CASE 1

Prevention of endometrial cancer

Ms A, aged 27, presented to the clinic. Strong family history of colonic cancers, and was confirmed to be HN-
PCC (Lynch type) carrier and already under a genetics team. Ms A has 2 children aged 5 and 6. Discussed the
position she is in — with such mutations a 40% +lifetime risk of endometrial cancer and 12% +lifetime risk of
ovarian cancer. Options discussed. Firstly taking the Oral Contraceptive pill — which without specific research in
HNPCC - is likely affording some protection. Also discussion as to ‘screening’ for both cancers. Aware that the
results in ovarian cancer screening remain unproven. Regarding endometrial cancer — annual scan and endome-
trial biopsies have been reported to be associated with detecting some endometrial cancers at an earlier stage,
but the numbers involved are small. Also that attempts to evaluate the use of progesterone loaded intrauterine
device in HNPCC carriers did not recruit sufficient women and that the trial never completed. Further issues such
as HRT if undertaking a pelvic clearance were covered in the discussion. Made clear that by undergoing a TAH
BSO both endometrial cancer would be prevented and a 80-90% reduction in ovarian cancer, but retaining
risk of a peritoneal cancer developing. Ms A came back 6 weeks later and following consideration of the above
requested a pelvic clearance which was performed.

CASE 2

Prevention of Ovarian cancer

Ms B aged 35 years, with family complete (3 children aged 8-12) — attends for advise regarding ovarian cancer
prevention. Her mother had died aged 64years [having been diagnosed aged 62year] from advanced ovarian
cancer. No other relevant family history.

Ms B had been on the oral contraceptive pill since aged 17 years, and presently taking it. By virtue of this and
having had children Ms B is already reducing her risk of ovarian cancer significantly. Regarding her family history,
it is most likely that her mothers cancer was not linked genetically. Ms B requested screening.

Screening for ovarian cancer is explained. Two large studies have been undertaken — but focussed on population
screening of women over the age of 50years, not premenopausal women. The USA study did not reveal any re-
duction, with screening, in ovarian cancer mortality. A second larger UK study has not reported on the mortality
rates regarding screening, but mathematical modelling showed a reduced mortality 14 years after screening.
The USA study undertook a longer follow-up of their study participants and did not find any such events. Anoth-
er study on ‘high risk’ women —again failed to alter ovarian cancer mortality. Opportunistic salpingectomy was
also discussed, and it was explained that the information on this approach is still in its infancy, but in theory is a
preventative method. Ms B decided to remain on the OCP for as long as possible and did not wish to undergo

surgery presently.
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Customizing hormonal therapy in the context
of Ovarian, Endometrial and Breast Cancer

Nikos Vlahos

By far the most common gynecological cancer is breast cancer which is also the most common female cancer in
developed countries followed by cervical, endometrial and ovarian cancer.

Interestingly 2% of breast cancer may appear in ages of less than 34 and up to 10% inages of less than 44 well
before menopause. Similarly there is also a significant proportion of women that develop cervical, endometrial
and even ovarian cancer at an early age well before the age of natural menopause (51 years).

During the past several years significant advancements in surgical techniques and chemotherapeutic agents
led to improvement in survival rates for the great majority of patients with those cancers with reported survical
rates of up to 90% for breast cancer, 85% for endometrial cancer and 75% for cervical cancer.

Apart from the surgical treatment for these malignancies witch may result in castration, many of those patients
will require chemotherapy or radiation both of which may have a detrimental effect on ovarian function. There-
fore, there is a significant number of patients that have been cured form their disease but they have to suffer a
significant impact on quality of life due to early iatrogenic menopause. In the past, the issue of hormone replace-
ment for those patients represented a taboo, recently however, this notion has changed. According to the most
recent evidence, there is no contraindication for hormone therapy for women treated for cervical, endometrial
or ovarian cancer. Unfortunately, for women treated for breast cancer ,which represent the largest group, hor-
monal replacement therapy is still contraindicated since there are a few studies that indicate increased risk of
recurrence.

In conclusion, young cancer survivors who suffer iatrogenic early menopause may benefit from hormonal thera-
py after careful consideration of the risks and benefits that this therapy may confer. For breast cancer survivors,
the treatment of menopausal symptoms should be based on alternative non hormonal options.

CASE 1
* 24 yo with family hx of breast cancer in 2 first degree relatives. Genetic testing BRCA1 carrier.
* She is requesting if she can take oral contraceptives?

CASE 2
* 42yo with hx of stage | borderline ovarian tumor who underwent TAH/BSO
* She is suffering of severe hot flushes and vaginal dryness
* She can ask if she can take estrogens?

CASE 3

* 34 yo who had breast cancer surgery followed by chemotherapy. She is taking aromatase inhibitors.
* She has severe hot flushes and vaginal dryness.
* She is requesting about treatment.

CASE 4
* 39 yo women who had radical hysterectomy and BSO or stage 2A adenocarcinoma of the the cervix.
* She has severe hot flushes not responding to other medication.

* Can she take ERT?
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Customizing menopausal hormone therapy in the context of ovarian,
endometrial and breast cancer

Theo Panoskaltsis

Breast Cancer & HRT

The Women'’s Health Initiative (WHI) randomized trial reported that the combined Hormone Replacement Thera-
py (HRT) use is associated with worse prognosis, i.e. both an increased risk of advanced stage and larger tumor
size at diagnosis®”. Based on these and other data from several short-term smaller studies, there has been a
chronic reluctance for specialists to prescribe HRT in breast cancer survivors.

However, a recent meta-analysis on Hormone replacement therapy and breast cancer survival contradicts this
common belief and highlights the following®:

A. The average effect of HRT use before or after diagnosis was beneficial for overall survival and breast can-
cer-specific survival.

B. The overall results showed that prediagnosis HRT use (1,748,801 participants) was associated with de-
creased risk of dying from breast cancer (HR = 0.88). Also, in terms of all-cause mortality, prediagnosis HRT
showed a protective effect (HR = 0.79). Both Combined HRT (HR = 0.83) and Oestrogen-only HRT (OE-HRT)
(HR = 0.90) decreased the risk of death from breast cancer. However, only prediagnosis OE-HRT use showed a
significant beneficial effect on overall survival of breast cancer patients (HR = 0.82). Of note, a small beneficial
effect was found for increment in duration of exposure to HRT. A 1-year increment in duration of exposure to
HRT conferred an HR of 0.99 for death from breast cancer.

C. Regarding post-diagnosis HRT use (8,032 participants), when the association of HRT use on breast can-
cer-specific mortality was analyzed, patients who used HRT after diagnosis had an HR of 0.34. Regarding the
all-cause mortality, HRT use was significantly associated with a reduced risk of all-cause mortality (HR = 0.42).

The 2017 Cochrane meta-analysis on the effect of Hormone Replacement Therapy (HRT) is reassuring regard-
ing the breast cancer risk with long-term use of oestrogen only-HRT®. It shows the following for hysterecto-
mised women:

1. Oestrogen-only HRT increased the risk of venous thromboembolism (after 7 years’ use: from 16 per 1000
to 16 to 28 per 1000) and stroke (after 7 years’ use: from 24 per 1000 to between 25 and 40 per 1000), but
reduced the risk of breast cancer (after 7 years’ use: from 25 per 1000 to between 15 and 25 per 1000) and
clinical fracture (after 7 years’ use: from 141 per 1000 to between 92 and 113 per 1000) and did not increase
the risk of coronary events at any follow-up time.

2. Unfortunately, less than 30% in the meta-analysis were women < 60 years of age. Data were insufficient for
assessment of the risk of long-term HRT use in perimenopausal women and in postmenopausal women young-
er than 50 years of age. However, one trial analysed subgroups of 2839 relatively healthy women 50 to 59
years of age who were taking combined continuous HRT and 1637 who were taking oestrogen-only HRT versus
similar-sized placebo groups. The only significantly increased risk reported was for venous thromboembolismin
women taking combined continuous HRT: Their absolute risk remained low, at less than 1/500.

Despite the above reassuring data, clinicians and medical societies are still reluctant to recommend even only
oestrogen-HRT in breast cancer survivors, based on a few randomized trials which showed a negative asso-
ciation between breast cancer incidence and prognosis in HRT users. On note, there are no sufficient data to
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question the use of HRT with hormone receptor negative tumors. Recently in 2017,

== the latest statement of the American College of Endocrinology reaffirms the above, but

w also highlights the following specific issues on the use of non-hormonal treatment of menopausal
symptoms, like the Selective Serotonin Re-Uptake Inhibitors (SSRIs):

+ VVenlafaxine (Effexor), at a dose of 75 mg/day, and Escitalopram (Cipralex), at a dose of 10-20 mg/day, may
reduce hot flushes as well as oestrogens. Gabapentin and Clonidine may, also, be used to treat hot flushes
with success.

« Venlafaxine may be better than oestradiol for therapy of anorgasmia, pain, and vaginal dryness.
* In breast cancer patients, fluoxetine and paroxetine should not be used, as they inhibit the effect of tamoxifen.

Having taken into consideration the above, when dealing with a breast cancer survivor, who has no other co-mor-
bidities and experiences severe menopausal symptoms, oestrogen only-HRT (in hysterectomised women) could
be offered after a very detailed interview and explaining the pros and cons and, also, mentioning altemative
non-hormonal treatments. Especially, for non-hormone dependent cancers, there are no data to preclude the
use of HRT. Also, there is no evidence that topical, vaginal oestriol-only preparations (Blissel) could increase the
risk of recurrence, given that they are not absorbed into the systemic circulation. Large randomized controlled
trials are needed, with new generation hormonal preparations, which may contribute to the better outcome of
certain breast cancer survivors.

BrCa genetic mutations

The risk of a genetic mutation in a breast cancer patient aged 30-50 year-old, unselected for a family history,
is 6-18%.

BRCA mutation carriers have a very high risk of breast and ovarian cancer by age 70, in the ranges 47%-66%
and 40%-57%, respectively. More and more women are now tested in Greece, despite the fact that dedicated
centres and clinics are sparse. Below, in the context of our presentation, we present the potential implications
of BRCA genetic testing for women who test positive, as they were presented in the recent excellent review by
Bayraktar & Arun:

* Prophylactic mastectomy (PM) results in up to a 97 % risk reduction of contralateral breast cancer.

» Women with a BRCA mutation are strongly advised to undergo Risk Reducing Bilateral Salpingo-oophorec-
tomy (RRSO) by the age 35-40 or once the completion of childbearing [US National Comprehensive Cancer
Network (NCCN) version 2016].

* RRSO clearly reduces the risk of tubal-ovarian cancer and, also, reduces breast cancer. Most studies have report-
ed that RRSO reduces the risk of controlateral breast cancer in women with a history of BRCA-associated breast
cancer by 50%-70%, with the greatest benefit observed if the surgery is performed before the age of 50.

» Women with BRCA1 or BRCA2 mutations, with no cancer at baseline, who underwent RRSO experience a
77% reduction [HR: 0.23) in their overall risk of death by age 70.

* The decrease in cancer risk from the prophylactic removal of the ovaries results in early menopause and meno-
pausal symptoms, including hot flashes, mood swings, sleep disturbances, cognitive functioning problems and
vaginal dryness which are quality-of-life issues that may cause some women to delay or avoid the procedure.
Moreover, surgically-induced early menopause may also increase their risk of osteopenia/osteoporosis and

cardiovascular problems.
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* Several studies support the use of HRT in women with BRCA-associated breast cancer. In these studies, nei-
ther the use of oestrogen alone nor the use of cestrogen combined with progesterone was associated with an
increase in breast cancer risk among BRCA 1 mutation carriers.

* There does not seem to be an association between the duration of HRT use and the risk of breast cancer among
BRCA1 mutation carriers, and the association with past use is similar to that of current use. This observation
is consistent with the hypothesis that transient exposure to HRT is protective; i.e. HRT might induce the dif-
ferentiation of precursor cancer cells and thereby prevent cancer later in life. In one study, the OR for breast
cancer associated with oophorectomy was 0.40 in the entire group and 0.37 in the subgroup of women with
oophorectomy, who used HRT.

» Women who receive HRT may derive important cardiovascular, bone-health, and quality-of-life benefits as a
result. Women who undergo RRSO, particularly those who do not receive HRT, will require close monitoring of
bone and cardiovascular health.

* The above data are reassuring in suggesting that HRT is, probably, not contraindicated in women with a BRCA
mutation.

* While the findings are reassuring, the duration of HRT may be an issue. It is unclear if there would be an in-
creased risk of breast cancer with prolonged usage of HRT.

* Because HRT is associated with an increased risk of endometrial carcinoma, some experts advocate the re-
moval of the uterus at the time of RRSO.
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CASE PRESENTATION

A 39-year old nulliparous woman undergoes a laparoscopic right ovarian cystectomy. The cyst was unilocular,
measured 4x4 cm on ultrasound and contained no solid projections inside. Pre-operatively, tumor markers were
reported as normal. The cyst ruptured at removal through a 10mm port. Two weeks later, in the histology re-
port, the cyst was classified as a micropapillary serous borderline tumor. Her history was unremarkable, except
that her mother’s sister had died aged 45 of a metastatic breast cancer.

QUESTIONS

1. Did the patient undergo the right operation?

2. Could the patient be offered a fertility-preservation treatment?

3. Based on her history, what are the chances that she would test positive for a genetic mutation?

4. How BRCA testing would modify your counseling regarding fertility preservation and further surgery?

5. Would you prescribe HRT in this case?

6. Five years after completion of treatment, the patient remains well, but she complains of severe hot flushes and
dyspareunia. What are the hormonal and non-hormonal medications that she could have?
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Bleeding problems in late reproductive
and perimenopausal years

Allesandra Graziottin

Background: Menstruation is the genital sign of systemic endocrine and immunitary events. Data in-
dicate that the heterogeneity of perimenstrual symptoms is associated with levels of inflammation,
triggered by the fluctuation and fall of estrogens and progesterone, at genital, systemic and brain level.
Abnormal uterine bleeding refers to any change in the reqularity, frequency, heaviness or length of men-
struation. There are several potential causes for bleeding disturbances, the two most common being
primary endometrial dysfunction and fibroids. Management of abnormal uterine bleeding involves both
medical and surgical options and will largely depend on a patient's fertility plans and “meaning” of the
uterus for her sexuality and inner self-perception.

Aims: to concisely analyze the evidence on:
1. genital and systemic endocrine and inflammatory events associated with periods and perimenstrual
symptoms, focusing on bleeding problems;

2. rationale of intervention to reduce their intensity and impact on women's lives, with focus on the still
too neglected Iron Deficient Anemia (IDA) and associated comorbidities

Method: concised review of the pertinent literature with a clinical perspective, useful in the physician’s
daily practice

Results: evidence supports the inflammatory basis of the menstrual event, triggered by the estro-
gens’ and progesterone’ fall. It is modulated by the degranulation of mastcells at the basal level of the
endometrium, in the blood, in all the organs where mast-cell are already activated from local/genetic
pathologies, and within the brain.

Menstrual inflammation is physiologic, when:
« it is finalized («resolving») to renovate the endometrium when conception did not happen
« it is limited in its intensity, just to accomplish the renovation goal

« it is strict in its timing as it synchronously involves the basal layer of the endometrium.

Menstrual inflammation becomes increasingly pathologic when:

« its intensity and duration increase menstrual and systemic pain

* systemic mastc-cells degranulation increases symptoms related to inflammation of remote organs
* when its timing anticipates and follows the menstrual sign itself

» when hormonal dysfunctions and/or organic factors (such as submucosal myomas, endometrial hy-
perplasia, endometrial polyps..) contribute to heavy menstrual bleeding, iron deficient anemia (IDA)
and associated comorbidities
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The presentation analyzes the endocrine and inflammatory basis of perimenstrual symptoms such as:
menstrual pain, menstrual irreqularities and heavy bleeding, premenstrual syndrome, gastrointestinal
symptoms, catamenial headache and depression.

Attention is focused on heavy menstrual bleeding, associated iron deficient anemia (IDA), brain and
behavioural conseguences.

Key point: all perimenstrual symptoms persist, although attenuated, during the contraceptive hormone
free interval (HFI). Evidence suggest that by reducing the HFI in hormonal contraception from seven to
four, two days - or none - may significantly improve the perimenstrual genital and systemic symptoms,
also in perimenopausal years.

Specifically, the estradiol valerate + dienogest pill is the only contraceptive pill approved (also) for the
dysfunctional heavy menstrual bleeding. It has been studied and approved until 50 years of age, with
excellent safety profile recently confirmed. Thanks to the continuous estradiol plasmatic levels, and the
positive synergy with dienogest, this pill may reduce as well the majority of premenopausal symptoms,
offering women (who do not have contraindications to this treatment) a user-friendly contraceptive and
therapeutic option to smooth the perimenopausal transition from the bleeding, behavioural, systemic
and psychosexual point of view.

Finally, other medical therapies to address heavy menstrual bleeding in perimenopausal years will be
briefly addressed. The use of levonorgestrel-releasing intrauterine devices for heavy menstrual bleed-
ing is increasingly considered first-line medical management for women who desire a “fit and forget” ap-
proach. Tranexamic acid, non-steroidal anti-inflammatory drugs, and oral progestins offer alternatives.
Hysterectomy offers a definitive surgical approach to abnormal uterine bleeding and is associated with
high levels of patient satisfaction. Women wishing to preserve their fertility, or avoid hysterectomy, may
be offered myomectomy. Submucosal fibroids should be removed via hysteroscopy in symptomatic
or infertile patients. Intramural and subserosal fibroids may be removed via an open or laparoscopic
approach. There are several minimally invasive options, including uterine artery embolisation, magnetic
resonance-qguided high intensity focused ultrasound (HIFU) and endometrial ablation.

Conclusion
Menstruation is the genital sign of systemic endocrine and inflammatory events.

The shift of inflammation from physiological to a pathologic intensity increases the severity of perimen-
strual symptoms, more so in the perimenopausal years when uterine factors my further contribute the
bleeding problems up to heavy menstrual bleeding.

Menstrual inflammation and associated symptoms persist, although attenuated, during the HFI in con-
traception. Shortening the HFl may constitute a first line intervention to modulate the bleeding prob-
lems, perimenstrual symptoms and associated comorbidities also in perimenopausal women (who cur-
rently do not desire getting pregnant, with a last minute baby).

Different options should be well discussed and pros-and-cons carefully considered, to offer the individu-
al woman the tailored choice that best addresses her bleeding problems and associated comorbidities.
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Attention to cultural variations in the “meaning” of the uterus for the woman’ (and
partner’) sexuality and inner self-perception should be considered in the evaluation of

t.r treatment options.

KEY REFERENCES:
* Brennan A, Hickey M Abnormal uterine bleeding: managing endometrial dysfunction and leiomyomas. Med J Aust
2018 Feb 5;208(2):90-95.
* Spencer JC1, Louie M2, Moulder JKZ2, Ellis V2, Schiff LD2, Toubia T3, Siedhoff MT4, Wheeler SB5.Cost-effectiveness
of treatments for heavy menstrual bleeding. Am J Obstet Gynecol. 2017 Nov:.217(5):574..
* Graziottin A. The shorter, the better: A review of the evidence for a shorter contraceptive hormone-free interval. Eur
J Contracept Reprod Health Care. 2016,21(2):93-105

CASE 1

Dysfunctional heavy bleeding

35 years, married, 2 children, part-time employeed, white Consultation complaint: polymenorrhea
(22-24 days), heavy bleeding (7 days), worsened in the last year. Symptoms comorbidities in-
clude: worsening PMS with premenstrual depression, worsening fatigue, cramps, poor sleep quality
with 2-3 night awakenings, light hot flushes and tachycardia during periods, difficulties in concentra-
tion at work; loss of sexual desire, unwanted increase in body weight (+ 4 kg in the last year), Father
hypertension, mother, type 2 diabetes recently diagnosed Autoimmune thyroiditis diagnosed 4 years
aqo, celiachia diagnosed 2 years ago Exams: Iron Deficient Anemia (IDA) (Hb 8.5 gr/dl, ferritin 5ng/
dl, iron 12 mcg/dI), FSH (in the 3rd day of periods) 15 mUl/mI TV eco: normal uterus, ovaries “within
the normal range” Pap-smear: normal HPV test: negative

CASE 2

Myomata and heavy bleeding

42 years, common-law, 1 child, nurse, shift worker, white. Consultation complaint: heavier men-
strual bleeding in the last two years, with menstrual cramps worsened in the last 3 month Symptom
comorbidities include: Fatigue, pollachiuria, nicturia (x2), deep dyspareunia, weight gain (+6 kg in
the last year) Parents in good health. Exams: Iron Deficient Anemia (IDA) (Hb 9.5 gr/dl, ferritin 8ng/
dl, iron 18 mcg/dl), FSH (in the 3rd day of periods) 10 mUl/ml. TC eco: Uterine myomata: submuco-
sal (1 cm), 2 intramural (3 and 4 mean diameter), 1 intramural/subserosal anterior (5,8 cm); 1 uter-
ine polyp, of 1 cm dm, with increased thickness of the endometrium. Pap-smear and HPV =negative
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Premenstrual syndrome in the late
reproductive and perimenopausal years

Sophia Kalantaridou

Women's lifetime prevalence of major depressive disorder is double that of men's. Existing evidence suggests
that changes in gonadal steroid hormones during specific stages, i.e., during the premenstrual phase of the men-
strual cycle, parturition and the perimenopausal period, trigger mood disorders in susceptible women, such
as premenstrual syndrome, postpartum depression and perimenopausal depression. Therefore, these types of
affective dysrequlation may represent different manifestations of the same underlying susceptibility.

Premenstrual syndrome (PMS) is a set of emotional and physical symptoms that typically occur during the luteal
phase of the menstrual cycle. The symptoms usually stop when menstruation begins, or shortly thereafter. The
most common psychological symptoms include depression, anxiety, mood swings, anger and irritability, anhe-
donia, lethargy etc. The most common physical symptoms include breast tendemess, weight gain, headache,
joint pain, muscle pain, bloating. The Iuteal phase is characterized by the secretion of progesterone; thus, it is
hypothesized that, in PMS, there is an increased sensitivity to progesterone, which could be attributable to a
neurotransmitter’s abnormal function or deficiency.

Premenstrual dysphoric disorder (PMDD) is a condition marked by severe depressive symptoms, irritability, and
tension before menstruation.

Progesterone-induced premenstrual disorders in peri-menopausal women: women receiving exogenous pro-
gestogens may develop symptoms which are similar or identical to premenstrual symptoms. In this case, the
symptoms will be cyclical in nature, corresponding to the progestogenic phase of the menstrual cycle.

Approximately 25% of women of reproductive age suffer with premenstrual syndrome, causing significant im-
pairment to daily life and 3-8% suffer with premenstrual dysphoric disorder.

Most women with severe PMS will require hormonal or psychotropic medication to control their symptoms. The
main goal of the hormonal treatment is to suppress ovulation. The combined contraceptive pill can be used,
however, the progestogen within may mimic symptoms of premenstrual syndrome despite the lack of ovulation.
In these women, the contraceptive pill containing drospirenone may prevent the exacerbation of PMS. Estrogen
can also be given by parenteral route, such as transdermal patches, implants and transdermal gel. GhRH ana-
logues are effective in treating PMS; however, by introducing an iatrogenic menopausal state, women will expe-
rience hot flushes and/or night sweats. In addition, long-term GnRH-analogue use is associated with bone loss.
Therefore, GnRH-analogue use should be accompanied by add-back estrogen-progestogen or tibolone therapy.
Tibolone is a synthetic steroid that mimics estrogen and progesterone that, although it has a small risk of provok-
ing PMS symptoms, these symptoms are reduced in comparison to combined estrogen and progestogen use.

Danazol has also been used for the treatment of PMS. Selective serotonin reuptake inhibitors are also used for
the treatment of PMS. In rare cases, if medical treatment is not controlling severe PMS symptoms, total hyster-
ectomy and bilateral salpingooophorectomy may be considered. In this case, estrogen-only therapy may control
the menopausal symptoms. Estrogen replacement should be continued until the age of natural menopause.
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For perimenopausal women, management of PMS symptoms can be difficult due to pro-

= gestogen-induced PMS; treatment strategies should be tailored to the individual. These include

t.- continuous-combined hormone replacement therapy, particularly with the use of drospirenone. The

treatment should address all concems of the individual, i.e. contraceptive requirements and control of PMS

and menopausal symptoms. In many cases, the use levonorgestrel intrauterine device may be ideal for endo-
metrial protection.

KEY POINTS:
* Premenstrual syndrome is based on psychological and somatic symptoms which become apparent in the
luteal phase of the menstrual cycle.

* The main goal of PMS management is to suppress ovulation, however, selective serotonin reuptake inhibitors
are also useful.

* In perimenopausal women the use of exogenous progestogen, required for endometrial protection, may stim-
ulate PMS-like symptoms.
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CASE 1

A 43-year-old woman reports gradually worsening PMS symptoms over the past 18 months. Her symptoms
appear in the seven days before her menses, then resolve completely at onset of bleeding. Symptoms include
hot flashes, breast tendemess, mood swings and cyclic weight gain. Menses occur monthly, but sometimes last
nine days with variable spotting. How should the physician treat this patient?

CASE 2

A 45-year-old woman reports irritability, periods of crying, mood swings, and severe fatigue beginning one
week before the start of menses and ending within three days after its onset. The symptoms have begun since
she was 17 years old. She has received oral contraceptives containing drospirenone for fifteen years, with good
control of her symptoms. She is afraid of taking contraceptive pills for a longer period. How should the physician

treat this patient?
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Genitourinary syndrome of menopause:
hormonal management and laser treatment

Ivan Fistonic

Genitourinary Sndrome of Menopause (GSM) stands for the variety of menopausal symptoms associated with
physical changes of the vulva, vagina, and lower urinary tract, related with estrogen deficiency and process of
ageing as well.' GSM is chronic and is likely to worsen over time, affecting up to 50% of postmenopausal wom-
en.2 The symptoms related to GSM include genital symptoms of dryness, buming, irritation, but also sexual
symptoms of lack of lubrication, discomfort or pain, and impaired function, as well as urinary symptoms of ur-
gency, dysuria and recurrent urinary tract infections. All these symptoms may interfere with sexual function and
quality of life.> Most moisturizers and Iubricants are available without prescription, at a non-negligible cost, and
may provide only a temporary relief. Conversely, hormone replacement therapy (HRT) can provide quick and
long-term relief.4

Local vaginal estrogen administration is the treatment of choice for vulvovaginal atrophy, although lacking long
time efficacy and safety. However, many women do not accept local hormonal therapy or have absolute con-
traindications, such as a personal history of estrogen-dependent tumors, particularly endometrial and breast
cancer.®

Laser-based treatments have been reported to stimulate collagen neogenesis and skin and tissue remodeling.
As a result of the temperature increase, intermolecular cross-links that stabilize collagen triple-helix structure
are broken, which leads to the shrinkage of collagen fibrils and improvement in tissue firmness. Laser has been
used frequently in dermatological, ophtalmological and dental applications.®

Recently, results from studies that employ laser energy in the therapy of GSM, incontinence, vaginal distension
syndrome and consequent reduced sexual performance.

Micro-ablative carbon dioxide (CO,) laser induced a significant improvement of vaginal health in postmenopausal
women improving dyspareunia related to vulvovaginal atrophy and sexual global performance as well.”® Si-
multaneously, SMOOTH-mode erbium YAG laser pulses deliver laser energy in a non-ablative, thermal-only
manner, based on the pulsing sequence designed to achieve deep heating of the vaginal mucosa to around
60°C. Non-invasive SMOTH Er:Yag laser mode produces vaginal collagen hyperthermia, followed by collagen re-
modeling and the synthesis of new collagen fibers, resulting in improved vaginal tissue tightness and elasticity.'°

Er-YAG laser treatment has indicated that it may result in a clinically relevant improvement of stress urinary
incontinence (SUI) with minimal adverse events of a transient nature. It is particularly effective in women with nor-
mal BMI and in younger women. Considering that the menopause has an irrelevant impact on the risk ofurinary
incontinence (UI) in general', efforts should transfer to convenient, less invasive interventions during the repro-
ductive phase of life, in order to prevent postmenopausal Ul and its impact on quality of life.!" Recent predictive
model shows that bestl results in reducing SUI by Er:YAG laser treatment should be expected in younger women
with a body mass index of <23.3, average birth weight of >3.6 kg, ICIQ-Ul at a baseline of <10, and perineometer
squeeze duration at a baseline of =3.51 seconds. The critical age for Er:YAG laser effect is 47.5 years.'?
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Besides stress urinary incontinence, erbium laser technology is used for treatments of

S vaginal laxity, pelvic organ prolapse and vaginal atrophy. Several clinical studies covering

t.- all four indications were conducted with the aim to prove the efficacy and safety of this novel
technology.

Breast cancer survivors (BCSs) often suffer from menopausal symptoms induced by systemic treatments, with
a consequent negative effect on quality of life. They frequently face serious difficulties in their sexuality due
to GSM. Unfortunately, systemic hormone therapy is contraindicated for BCSs and also vaginal estrogens at
standard dosage might influence the risk of recurrence because they cause a significant increase of circulating
estrogens.Laser thermotherapy has shown high level of effectiveness in those who were not able to use local
hormonal therapy.'2
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CASE 1

N.N. is young woman at the age of 40 years. She is medical doctor working as general practitioner. She is
devoted to her profession and well educated upgrading her medical knowledge all the time. She gave two
vaginal births (3900 g, 3800 g; episiotomy). Her body mass index is 25. She met her partner relatively
recently and their sexual life is frequent and intensive. Unfortunately, she developed breast cancer, healed
successfully but due to premature menopause after chemo and radio therapy she developed extreme vul-
vo vaginal atrophy with marked dryness and dyspareunia. She was also scheduled on tamoxifen.

Dr. N.N. had no intention to experiment with local estrogen off label. She was not convenient with
lubricants, refused ospemifene for its interference with tamoxifen, could not find local prasterone on
the market and underwent Er:YAG laser treatment. After three laser sessions in a month between, she
enjoys her sexuality after 18 months abstinence.

CASE 2

J.D. is 56 years business assistant. She delivered twice, girl 4100 g. and boy 3800 g. Both vaginaly
with episiotomy. Her BMI is 29. Soon after second delivery she reported moderate stress urinary
incontinence (SUI) (ICIQ-Ul=10) and vaginal relaxation syndrome (VRS). Vasomotor symptomatology
is mild (up to 3 hot flashes in 24 hours) without vaginal dryness. Her new partner is 50 yrs. Ms. J.D.’s
sexual gratification is low (PISQ12=31) since she is extremely embarrassed for incontinence and
bulking. Pelvic floor muscle training failed for lack of compliance. She was scheduled to antimusca-
rinic with no effect. Her gynecologist recommended mesh support. In 2015 she underwent MiniArch
procedure. There was no effect on SUI and she and her partner reported extreme dyspareunia. She
extracted device.

After predicting her chance of 56% to reduce incontinence for at least as 30%, she decided for
Er:YAG laser treatment for SUI and VRS. After three sessions in one month apart, she was happy with
results reducing ICIQ-Ul score to O and improved sexual gratification by PISQ 12 score to 40.
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Hpepopnvia Yuvedpiou - Xwpog di1e§aymyng

To 7° Ilavednvio Xuvédpio Khipaxkmpiov ka1 Eppnvénavong Oa mpaypatonoinBei oty Afnva,
otn X10a tou BifAiou (Apodxn 4, ABnva 105 64), otig 16-17 Maprtiou 2018.

IN®wooca ruvedpiou

H enionpn yAwooa tou Xuvedpiou eival n EAAnvikn kai n AyyAkn.

‘ExOgon Xuvebpiou

Kartd tn 81dpxela tou Xuvedpiou Ba Aertoupyei éxBeon QpappakeuTIKOV Kal ANV IPoidviwy, kKabBmg kal
1atp1KOU €§0MmAIO|0U.

Iotétonmog EMAnvikng Etaipeiag KAipaxtnpiov ka1 Eppnvénavong

WWW.emmino.gr

Kovkdpbeg Luvedpiou (Badges)

O1 xovkdapdeg (badges) mapadidovral améd tn ypappateia tou Xuvedpiou kal eival amapaitnteg yia mv
€i0080 1600 oTOUG OUVESP1AKOUG XWPOUG oo Kal otny €kBeon kad  dAn ™ Sidpkela tou Xuvedpiou.
O1 xovkdpdeg pépouv ypappwtd kmSika (barcode), wote va edéyxetal n €i0odog kal n €§odog amd
ouvedpiakn aibouvoa.

Befaiwoeig ITapakoroiOnong

H mapddoon twv Befainoewv mapakodotbnong Oa yivel amd t Ipapparteia tou Xuvedpiou, 1o Lapparo
17 Maptiou 2018, petd m Anén tou Luvedpiou.

IMotonmoinukd Xuvexi{opevng Iatpikng Exnaidevong

To emotmpoviké mpoypappa tou Yuvedpiou Oa popiodombei e Sekatéooepa (14) Mopia Yuvexi{opevng
Exnaidevong ané tov [Mavednvio Iatpikd Xuloyo (I1.I.X.), o omoiog €ival o emionpog popéag yia m
popiodoton, petd v umoypapn oxetikng ovpBaong pe v U.E.M.S. (Eupwnaikn Evwon Eidikeupévov
Latpcyv). Me Bdon v 10xUouca vopoBeoia, Sikaiwpa mapalapng moromointikou pe popiodomon
éxe1 KAOe Xuvebpog-Iatpdg o omoiog €xel maparoloudnoel ouddxiotov 10 60% WV WPAOV TOU
Emotmpovikou Ilpoypappatog. Aopu@opikd cupmoocia kai S1adé€eiq emxopnyolUpeva amd
PApPAKEVTIKREG eTalpieg &€ poprodotouvral. H ratapérpnon tou xpdvou mapakoroubnong Oa yiveral
€ T XpNON AVayvVwoT®V Ypappotou kKmdika (barcode scanners) otig kovkdpdeg twv XuvéSpwv. H
AII0OTOAN TWV MIOTONoINTIK)V Oa yivel nlektpovikd 15 npépeg petd m Anén tou Xuvedpiou, pe v
mpoUméBeon oUPMANPWONG TOU £ViUTIou a§loddynong, to omoio Ba mpopnOevovial o1 Xuvedpo1 katd v

EYYpaQn Ttoug.
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Katd tn S1dpkela tou Yuvedpiou Oa ertoupyei ypappateia maparaPng mapouvoidoewv. [apakadoGvial o1
op1Antég va mapadibouv v mapouociacn toug otn ypappateia mapalaPng mapoucidoewy TOUAGXIOTOV
pia dpa mpiv amod v IPOYPAPHATIOREVI MPA Tapouciaong g opihiag toug. [Tapakalotvial 6lol o1
ouppetéxovreg [pdedpol - Yuvtoviotég - Op1Antég Tou Yuvedpiou va pnoouvy auotnpd toug Xpovoug.

Eyypapn - Aikaiopa Xuppetoxng

KATHTI'OPIA EITPAOEX
E181xoi Iatpoi 150,00 €
E181keuopevol latpoi 100,00 €
Metamtuxiakoi ®o1tntég 70,00 €
ITpomntuxiakoi ®oitntég, Maieg, NoonAeutég AQPEAN

O1 ovUpEIEXOVIES €ival amagaitnto va Tpookoui{ovy katdAnio €yypago mov Oa emPePaiovel tny 1616tntd 100G

To 61kaimpa ovpperoxng twv Lovébpwv-latpwv mepiAapPaver:

* [TapakolotBnon tou Xuvedpiou

* ‘Evtumo UAIKO Tou Yuvebpiou

* Eioo8o omv ékBeon 1wV GApPAKEVTIKOV €1AIPIOV

* BeBaiwon I[Tapakolotbnong

* T110TOMOINTIKG YUPHETOXNG Pe popia epdoov €xel kKaAu@Bei o amaitovpevog xpdvog mapakoroubnong

* XTI mapamnave TipéS ovpmepiAapPdaverar OITA 24%
Alopydvwon
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ULTIMATE BONE SUPPORT
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