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Oplopol

4 ELLNVOTIOUGN: N 0pLoTikr] SLaKomr TN EMRAVOU pUCEWC, N omoio odelAeTal
otnv e€avtAnon Twv wobuAakiwv. Artattovvtat 12 HAVEC aApNVOPPOLOLG

4 [epLEUNVOTIOON: N tepiodog amod TNV Evapén Twv MPWTWY BLOAOYLIKWY,
KALVIKWV Kol EVOOKPLVIKWY dLlatopoywyV T EMEPXOUEVNE EUUNVOTIOUONG , TIOU
SlapKel pHEXPL Kol 12 pnveg peta tnv teAevtaia eppnvo puon (TEP).

4 [MpoEUUNVOTIALON: N mepioSog Tng avamapaywykic IwA A To TeAeutaio
1-2 €Tn MPLV TNV EQUUNVOTIOUON

4 MeTteppnvomauon: n nepiodog petd toug 12 prvec amd thv TEP R, av
TIPOKELTOL YLO XELPOUPYLKN EQUNVOTIOUON, AUECWCE META TNV ETEUPBOON

Rees M, et al. Management of the menopause. 5" Edition, CRC Press, 2011



Oplopot

4 ﬂp(blp.f] El.lp.r]V(')T[OLUGF]: N EUPNVOTIOLUCN TIOU CUUPBALVEL
o€ nAkia <45 eTwv

v Mpwipn woOnKLKN oVEMAPKELAL:
e @ <40 eTtwv pe apnvoppota N AEP >3 unvec kat T enimeda
yovadotpodplvwyv (o€ 2 otyplotuna, dStaotripatog 1 unvog)
* 1% twv ¢ <40 etwv (0,1% <30 kat 0,01%<20 eTwv)
* AUTOAVOON, LETEYXELPNTLKN, LETA amto A/O R X/O
* 50% avtopatn EP, 5% eykupoouvn

Rees M, et al. Management of the menopause. 5" Edition, CRC Press, 2011
Panay N. Best Pract Res Clin Obstet Gynaecol 2009:23:129-40



2tadlo avarnopaywylkne (wng tng yuvvaikoc (STRAW
criteria)

\: L | A
\V T

Stage -5 | -4 |-3b | -2 | -1 +1a |+1DJ+IC [_4—2

Terminology REPRODUCTIVE MENOPAUSAL POSTMENOPAUSE
TRANSITION
Early | Peak | Late Early | Late Early Late
Perimenopause |
Duration vanable vanabie 1-3 years 2 years | 3-6 years | Hemaining
1+1 lifespan

':‘:ll;‘l-l:" —dER a"ar-

Menstrual Variable Regular | Regular | Subtle Variable Interval of
Cycle to regular changes in | Length amenomrhea
Flow/ Persistent of >=60
Length 27- day days
difference In
length of
consecutive
cycles

>

SUPPORTIVE CRITERIA
Endocinine
FSH T Vanable* t >25 UL T Variable
AMH Low Low Low
Inhibin B Low Low Low
Antral Follicie Low Low Very Low
Count

DESCRIPTIVE CHARACTERISTICS
Symptoms Vasomotor | Vasomotor increasing

sympioms symploms symptoms of
Likel Most Like urogenital atrophy

SIC00 Qrawy O yCole aay e BT

2 o "
**Approximate expected level based on assays using current international pituitary standard®™*

Harlow SD, et al. J Clin Endocinol Metab 2012;97:1159-68




HAWKLOL EPLLLNVOTTIOU ONG-TIOLPOLYOVTEC

» Kanviopa (J xpovou petaBaonc otnv eppnvonavon,T™ FSH)

» AAKOOA (rmapopola P To KAmvIopa)

» Alowtntikot mapayovteg (L Atmouc = kaBuotépnon petafaong otnv
gUpnvonauon)

» Quolkn dpaotnplotnTa (OVILKPOUOUEVA OTOLXELD)

» Kowwvikoolkovoputkn kataotaon (1 otadun, T nAkia

EUNvVoOmavong)

» [evetikol mapayovtec (moAvpopdlopotl yovidiwv AMH, AMH-

receptor)

Am J Epidemiol 2013; 178: 70-83.
J Nutr 2013; 143: 1642-1650
Menopause 2012; 19: 75-81.
PLoS One 2013; 8: 59819



MetoBoAkec aAAaYEC KOTA T HETABaoN
oTNV EUUNVOTIAUCH

» AANQYEC OTOV OOTLKO METABOALONO

» AANQYEC OTNV KOTOLVO TOU CWHATIKOU ALITOUC
» AANQYEC 0TO METOBOALGHO TNEG YAUKOTNG

» AANQYEC OTNV apTNELAKN TtiEon

» AANQYEC 0TO METOBOALOUO TWV Adiwv



MetooAEc TOUu 00TIKOU HETABOALOMOU
KOLTA TN HETAPBOON OTNV EQRUNVOTTAUON

ATIWAELOL OOTLIKNAC TTUKVOTNTAC 0TNV OY LN TIEPLEMNVOTIAUON:
1,6%/€toc (OMZZ) kat 1% (Loxio) ava £€toc

ATTWAELO OTNV EQNVOTTOUON:
2% (OM2Z) kat 1,4% (Loxlo) ava €tog

2NLOVTLKN EMidpoon TwV MopayovIwy:
APXLKO OCWHATIKO Bapoc, petaBoAn cwpatikol Bapouc, eBvikotnta

J Clin Endocrinol Metab. Mar 2008; 93(3): 861-868.



MetaoAEc TOu 0OTIKOU METABOALCHOU
HETABOON OTNV EUUNVOTTOUGN

» AUENoN 00TEOKAQOTIKAC SpaoTNPLOTNTOLC

» { olotpoyovwv = 1 kutokwvwv (IL-1, IL-6, IFNy, MCF-1, GM-
CSF) kat | ooteonpoteyepivng =

I 00TEOKAQOTOYEVEDNC

» NMapouoia ototpoyovikwv unodoxewv (ER) otouc ooteoBAAOTEC
(avtiamontwtikn dpacn) =

J ooteoavaoAlknc SpaotnplotnTog
» ER o€ €vtepo/oota (amoppodnon acPBeotiou)

Endocr Rev 2002;23:279-302



MetaoAEC TOU GWHOTIKOU ALITOUC KOTA TN
HETOBOON OTNV EUUNVOTTAUGN

v'H petafoon otnv eppnvonavon oxetiletal pe avénon
omAaxvikoU Airouc (peAetec pe DEXA, MRI)

v Ol LETEUUNVOTIOUOLOKEC EXOUV: 36% TIEPLOCOTEPO BWPAKLKO
Alrtog, 49% peyaAutepn Sla-kKolhlakn meploxn Atrmoug, 22%
MEPLOCOTEPO UTIOSOPLO ALtwoN LOTO ATIO TLG
TIPOEUUNVOTIAUCLOKEC YUVOLLKEG

Ann N'Y Acad Sci 2000 May;904:502-6
Diabetes Metab 2000 Feb;26(1):12-20
Am J Obstet Gynecol 1998;178:101-7.



MetaBoAEc tov petaBoAitopou tng YAUKOING
KOLTAL TN METABOON OTNV EUUNVOTTIAUON
v Eppnvonavon = Slatapaxn tne avoxne otn yAuvkoln (I1GT)
v P kwwduvou IGT: 6%/€t0C

v'J TNC £KKPLONC TNC LWVOOUALVNC KoL TOU puBpol kaBaponc tng
LVOOUALVNC

v Mnyaviopot: ER og Amap (J yYAukoveoyéveonc), Autwdn Loto, HUG
(TrpoocAndnc yAukolnc), maykpeac (T EkkpLonc tvoouAivng)

J Clin Epidemiol 2001;;54:117-120
Eur J Clin Invest 1993;23:466-73
Endocrinology 2013;154:1979-89



Enidpaon tng Eppnvomavuong otnv
OLPTNPLOKN TTLEDCH)

™ tnc AN pe tnv nAwkia, Aoyw | ayyelakng eAaotikotntag Kot T abnpookAnpwong
TOLYWHOTOC

* Mo amotoun I ocuotoAlknc Al oTLC YUVAIKEG 0 OUYKPLON LE TOUC OLVTLOTOLXOUG
avOpec

*H {, Tou Adyou olotpoyova/avépoyova avaoTteAAEL TNV ayyeELoSLaoTaATIk Spaon
TWV OLoTPOoYOvVWwY N alyYELOCUOTIOOTLKWY ouoLwV (evdéoBnAivnc)

*H J twv olotpoyovwy = 1 §pactikotntag pevivng

*H svaoBnoia oto aldtt Kot n SPACTIKOTNTA TOU cuunadntikou ival peyaAutepn
OTLC LETEUUNVOTIOUCLOKEC YUVOLKEC, LOLWC OTLC UTtEPPBOPEC

Hypertension 2004;43:918-23.
Circulation 1997;95:39-45.
J Hypertens 2002;20:S26-S28



MetaBoAEc Aumidbiwyv Kota TtTn HetaBoon
OoTNV EUUNVOTIAUCH
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o men (n=800)
e women (n=515+518) Anagnostis et al. Maturitas 2015; 81:62-68




MetaBoAec ota eninmeda TwWV AMOAUTOMPWTEIVWV
KOLTAL TN METAPBOON OTNV ERUNVOTTOLUCN

Anagnostis et al. Clin Endoctinol 2016 Nov;85(5):733-740




Eppinvonavon kot kapoLayyeLlakoc Kivbuvoc

» OL tepLoooTePEC HeAETEC (0L OAec) beixvouv avénon tou KivdUvou
KopOLAYYELOKNC VOOOU OTNV EMNVOTIAUCN

» \ev €XeL SLEVUKPLVLOTEL OV €lval amoteAeopa TGS NALKLOC A TNC
OVETIOPKELOC TWV OLOTPOYOVWV

» 2€ Mpwlpnn woBnkikn avemapkela: HR yia woxatiuikn KAN=8,7
(xelpoupylkn eppnvonavon) kot HR=2,2 (avtopatn eppnvonavcn)
O€ oUYKpLON LE >45 eTwv

Ann Intern Med. 1976;85:447-452.
Menopause. 2006; 13:265-279.
Maturitas. 2006; 53: 226-233.

J Am Coll Cardiol. 2009;54:2374-2375.



ELUNVOTIOUGLOLKAL CUMTTTWHOTAL

AVVELOKIWVNTIKA | E€duperc
Epdpwoelc
Wuywka/ AlaTapayEG UTIVOU-UVI NG
DUXOCWHOTIKAL Xpovia Konwon
EvaAlayEc ouvaloOnpatoc
AnwAeLa evéLadEpovtoc
KepalaAyiec/apOpalyiec
2e€ovalika/ =npotnta KOAmnou
Oupoyevvnuik@ | Bvomapevvela
Meiwon ogovaAikng d1aBeong
Ynotponia{ouoeg

KUOTLTLOEC/KOATILTLOEC

[ 15 oo A DocToR

REOUT THESe WOT
FLASHES.




MetaoAEC TNC ELUNVOU PUOEWC

> Baputnta epunvou puoswc [avénon (>80 ml) N peiwon]
> ALdpKeLo TNC TtEPLOOOU (> 7nUEPEC N >2 Ao To cuvnBec)
> ALAPKELOL TOU KATAUAVIOU KUKAOU (<21 nuEpec)

> ATtwAgLa GUCLOAOYLIKWYV KUKAWV

> Alpoppayia petay meplodwv

> Alpoppayia PETA amo enadn



KAwLKN tpooEyyLon

» JUUITTWHOTO
» lotoplko gppnvou puoswc (EP)
=teAevtaia EP
= SLapKeLa, ouxvotnta, Baputnta EP
» Tuxov avtioUAANYN

» ATOULKO LOTOPLKO KoL OLKOYEVELAKO LOTOPLKO
"QpouBwoselg
=Ca pootou, evbountpiou, ToXEOC EVIEPOU
" Kataypoto
=Kapdlayyelaka cupBapota

» MMpotpnoelc-dlattepotntes aoBevouc



Ektipnon kopoloyyelakoU Kivouvou
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EKTLMNON KATAYMOTIKOU KivdUvou

F RAX % WHO Fracture Risk Assessment Tool

Home Calculation Tool Y Paper Charts FAQ References English

Calculation Tool

Please answer the questions below to calculate the ten year probability of fracture with BMD.

Country: US (Caucasian) Name/lD: | 5 Aboutthe risk factors (i)
Questionnaire: 10. Secondaty nsteoporosis = Mo Yas
. Weight Conversion
1. Age thetween 40-90 years) ar Date of hirth 11. Alcohol 3ormare units perday = Mo BS
g Pounds w= K
Age: Drate of hirth: 12. Femaoral neck BMD (gfcm?2) :
Y M| o —
SelectDXA | v | |
2. Sex hiale Female Clear i EETET

3. Weight (ko)

A Height Conversion
4. Height {crm)

Inches s cCm

4. Previous fracture o Mo Yes
_
f. Parent fractured hip = Moo Yes
7. Current smaoking « Moo Yes
8. Glucocoricoids « Mo S
V7157
9. Rheumataid arthritis o Moo Yes Individuals with fracture risk

aszessed since 18t June 2011



Exktipnon tou kwvduvou Ca paotou

*YynAov kwvduvou aoBevnc (Relative Risk: >4)
[evetikec petaAlaéelc (BRCA1, BRCA2)
ATOULKO LOoTOPLKO Ca pootou
Atumn urtepmAacia og BloPia
YynAnc 66onc aktwvoBoAia oto Bwpaka

*Metpilou ktvoéuvou (RR: 2-4)
OLKkoyevelaKko Lotoplko Ca pootou
*XaunAou kwvéuvou (RR: 1,1-2)
*KaAondn¢ voooc paotou, xwplc embnAtakni aturia
*[lpoodatn Kot pakpac dtapketog xprpon O0Y
*HALKLOL TTPWTNG eyKUpoouvng >30
*Mpwiun gppnvapyn (<12 €tn)
*Eppnvomnavon >55
*Atekvia
*[Mayvoapkio, AAKOOA
*EBpaikn Kataywyn

*XOLLNAN KOLVWVLKOOLKOVOLLLKI) KOTAOTOON
American Cancer Society 2007-8



Awadopikn dtayvwon (vmepLdbpwola)

[Tpwtomnadnc vtepLdbpwolia
*Acuteponadnc vmepldpwota
*Evéokplvika aitia
*Qupeotoéikwon
*Eykupoouvn
*Meyalakpla
*DaLoYpWHOKUTTWHOL
*Kapkilvoeldbec ouvdpouo
> A-uTtoyAUKOLLULOL
[Taxvoopkia



Atadopikn dtayvwon (veptdpwaoia)

*Aevtepomabdnc vnepLdpwoia

*Neupoldoyika aitia

*AEE, tpavpatiopoi ©M2Z, N. Parkinson
*NeomAaouata

'Aeppwpota, puelolmepAaotikd oclvopoua
Nowwéeic (Tb)
*KapdlaKkn avemapKeLo
Qapuaka

*avTLBLOTIKA

* QVTLLKOL

*QLVTLKOTOOALUTTIKA
*PPIs



Awapopikn dtayvwon (e€aelc-
flushing)

*KapkivoeLlOEC cUVOPOUO
*Muehoeldec Ca Bupeoeldbouc

*Ca vedpou

*DaloxpwpoKUTTWHO (oTIAVLO)
*Oykol 22 (avwBev to O6)

>tavia altia: VIPOMA, voouAivwpa
*AAKOOA, daynta, dappaka
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Epyootnplakoc eAeyxoc

Fevikn aipatog, TKE
YAKXapo, AUTLOOULULKO TtpOdiA
Hrtatikn Ko vedpplkn Aettoupyia

OPUOVLKOG EAEYXOC:

TSH, FSH, LH, E2, testosterone, 25(0H)D

Y€ eLOIKEC KATAOTAOELC: peTavedpivec ovpwy, SHIAA, IGF-1

METpnon OOTIKAC MUKVOTNTOLC



2€ TIPWLN WOBNKLKN OVETTAPKELQL

v 'EAeyxoc Bupeoetdiknc Asttoupylac

v EAeyxoc emvedpldLOKAC AELTOUPYLOC

v EAeyxoc peTaBoAlopou YAUKOING

v EAeyyoc kapuotunou (Turner??)

v EAeyyoc yLo euBpaoto X xpwpoowpo (FMR1 kat FMR2)

v Mepattepw €Aeyyoc emnt umolag YEVETIKOU cuvOPOLLIOU



Mepattepw EAgyyoc nipv tn O0OY

Moaotoypadia (6ev evdelkvuTal YLO YUVALKEC

<40eTWV)
Pap test
YrtepnxoypodLlkoc EAEYXOC E0W YEVVNTIKWY OpYAVWV

EAeyxoc BpopuBodihiac (emi Betikov LoTOPLKOV)



Oepareiol OPUOVLIKNC UTTOKOTOLOTOONG

Owotpoyovo Mpoyectoayovo
TUVOETIKA-PUGCIKA A. Oporagovta tNG GUOLKNG
S e TIPOYECTEPOVNG

Mpeyvavec (nebpoumpoyeotepovn,

*ATtO TOU OTOMOTO , )
HOTOG 0&ELKI KUTTPOTEPOVN,

*AladepULKA (OLUTOKOAANTA N SLdpoyeotepovn
gel) 19-vopmnpeyvavec (VopeEYEOTPOAN)
*Epdutevpata B. Opotddovta TN TECTOGTEPOVNC
* ALoKOATULKOL (mapaywya tng 19-vop-
TEOTOOTEPOVNC)

Owotpavec (voepBlotepovn)

[ovavec (AeBovoyeotpEAn)
*060¢ xopnynong

*ATtO TOU OTOUATOC

*ALOKOATILKA, EVOOUNTPLA, SLadepULKA



Oeparteiol OPUOVLIKNC UTTOKOTOLOTOONG

Owotpoyovo NMpoyeotayovo

*Xopnynon kabnpepwwg, dla wpa A Xoprijynon 12-14 nuépeg
NG Npepag (p.o) n 2/eBdopada (KUKALKS XLl

(6Ladepuika)
uvrBnc 6on Eudavion eppnvou puoewG
*ATIO TOU OTOHATOG B. Xopriynon kaBnuepva
17B-estradiol: 1-2mg/nuépa . .
Conjucated estrogens 0,3-0,625 (GUVEXEIC cxn’ua) ’ ,
mg/nNuéEpa Xwpic epdavion eppAvou pUCEWS
s ALotOEp LKA
Oestradiol patch: 25-50 ug A€V XOPNVELTOL OE YUVAIKEC LE LOTOPLKO
2/eBbopada

UOTEPEKTOUN
Oestradiol gel: 1-5 g/nuépa PEKTOUNG

* H SoocoAoyia avaloyn Tou oLoTpoyovou

*50mg/6UNVEC



Mivaxas &. AdSon oloTpoy oLy TE opuUovVIKA Bepaneia eppunvonauons.

HAdom EvSeiEels And Tou ANaSEpU KD
O (T 0 Y DN OTOMaTOS 178
O T ROy O wa Ol TS 1oAY

Mprconn oo rKmsry 1 7B EZ2 2-4mg
OVEMGDKENL Moo on or CEE O.625-
ELNUNW OO 1.25mg

MeEp e PSS 17FBR-EZ2 2mgr
CEEO.S25mg

B Sriconmon: 17FB-E2 2mg
M ONTOI D HO CEEO.S25mg
OE XOUNAM SGon

MeEp eI/ G Moo 1 7B-EZ2 1Tmg
M CEE O, 300
0. 450 mg

EpprnnwSrankan 1 VB-EZ2 1Tmg
i CEE O.300-
0. A50 mg

EpmnnGraruean:; 17FEZ2 O.25
Soon SvapEns M &oon 0. Smg

T TTONONS JETG oW
OpX IO EREY N0 T
NGO AT UE
O SGon

I FB-E2=1 73 oworoasiddn: CEE. conjugated eguine estrogens = CUCELYLIEWT ONT QOO Wi




Evbeitelc ©OOY

* J€ MEPUTTWOELC MPWLUNC WOBNKLKNC AVEMOPKELAC KOL TIPWLLNG
EUNVOTIOLUONG, LEXPL TN PUCLOAOYLKN NALKLOL EUUNVOTIOUCNC
(50 eTwV)

* J€ YyUVaiKkec >45 etwv (puololoykn N XELpoupyLkn)
ELLLNVOTIOUCN KOl LETPLOVU N coBapol BaBuou KALpaKTNpLaKA
OUUTTTWLLOTA [ OUPOYEVVNTLKNC atpodlag

* 3£ YUVALKEC UE OOTEOTIOPWON KA/ QUENUEVO KATOYLLOTLKO
KLvOUVO Kol ouvuTtapén KALLAKTNPLOKWY CUUITTWHATWY

*EAANvViIKA Etatpeia MeAétng KAlpaktnpiov kat Eppnvonavong, 2012
*Menopause Int. 2013 Jun;19(2):59-68



Evbeitelc ©OOY

3.0 Hormone therapy for menopausal symptom
relief

3.7 Estrogen and progestogen therapy

3.1a For menopausal women << 60 vears ofageor << 10
without additional climacteric symptoms) who do not
have contraindications or excess cardiovascular or breast
cancer risks and are willing to take menopausal hormone
therapy (MHT), we suggest initiating estrogen therapy
(ET) for those without a uterus and estrogen plus prog-
estogen therapy (EPT) for those with a uterus. (2155500)

3.1c For women at high risk of CVD, we suggest initi-
ating nonhormonal therapies to alleviate bothersome
WIMNS (with or without climacteric symptoms) over MHT.
[ 216

- - _ . - 1 % F . i

3.1d For women with moderate risk of CVID, we sug-
rest transdermal estradiol as first-line treatment., alone for

women without a uterus or combined with micronized

progesterone (or another progestogen that does not ad-

versely modify metabolic parameters) for women with a

J Clin Endocrinol Metab. 2015 Nov;100(11):3975-4011




Evbeitelc ©OOY

Venowus thromboembolic events

3.1e For women at increased risk of venous thrombo-
embolism (VTE) who reguest MHT, we recommend a
nonoral route of ET at the lowest effective dose, 1if not
contraindicated (1 KEEBE(O); for women with a uterus, we
recommend a progestogen (for example, progesterone and

(114). A history of VTE due to pregnancy, oral contra-
eptives, unknown etiology, or blood clotting disorders

yoses a contraindication to any ET, whereas VTE due to

vast immobility, surgery, or bone fracture would be a con-

raindication to oral but not necessarily transdermal MHT

*J Clin Endocrinol Metab. 2015 Nov;100(11):3975-4011



Evbeitelc ©OOY

Mivakas 8. EEaropikeuvon ms 08 avahoya PE tov Kiveuvo VTE.

‘EAEyX0S yia napdyovres Kivsuvou

« Atopikd M oMOYEVEIIKD 1IoTOPIKG YiIa VTE | » Akivntonoinon

« Meydn nikia « Zakxapwéns Saphmns
« Meydhn epunvonauaiaki nikia « Kdnviopa

« Maxuoapkia

EmAoyn okeudoparos 08

« ZE YUValKES Xwplis Napayovies KIvBUVouU, | = Z& yuvaikes Pe napdyovies Kvalvou
0 andiutos kivbuvos efval noil xaunios | yia VTE, ouotfivetal pikph &6on
Kal onooodinote tinos 08 pnopei va | Saéepuikhs oiomadiohns (<=50uq) ot
EMMEYEL oUVBUAoUS PE puUaIKA NpoyedTEPOVN




Evbeitelc ©OOY

Table 7. Breast Cancer Risk Cutoffs for Counseling
Before Recommending MHT®

Risk 5-y NCI or IBIS Breast Cancer Suggested

Category® Risk Assessment, %
L oww
ntermedi.

High

Approach
MHT ok
Caution®

ikt =TT,
ANONS

*J Clin Endocrinol Metab. 2015 Nov;100(11):3975-4011



Oeparneia oppoVvIKNC urtokataotaonc (00Y)-
oTO)OL

* H Lukpotepn kat aopaieEotepn doon mou Ba Beparmevoel ta
OUUTMTWHOTO TNG ELUNVOTIOUONG

* Y€ YUVOILKEG TTOU £XOUV UTTOOTEL UOTEPEKTOMN, XOpPNYELTAL LOVO
OLOTPOYOVO

* Y€ MEPLTTWOELC TIPWLUNC WOBNKLKAC AVETIAPKELACS, OTOXOC ELvVaL N
QIOKATAOTAON TWV GUCLOAOYIKWYV ETILITES WV OLOTPOYOVWV (Kat
TIPOYECTEPOVNC) yLa TNV NALKia TNC alcBevouc, aveEapTATWC
OUUTMTWHATWV

*EAANVIKN Etoupeia MeAétng KAtpaktnpiov kat Eppnvonauvong, 2012
*Menopause Int. 2013 Jun;19(2):59-68



BpaxumpoBeopa opeAn amo tn O0Y

v AYYELOKLVNTLKA CUMTITWHOTa-Udeon (60on kat StapkeLa

©0Y, avaloya pe tn Baputnta)
v BeAtiwon dtaBeonc-katabAuttikne cuvSpoung

v BeAtiwon oe€ovalAiknc Aettoupyiac (libido, atpodia

KOATou, SuoTtapeLVELD)

v EUEPYETLKN OpAON OTO HUOCKEAETIKO cUOTNUA

Rees M, et al. Management of the menopause. 5" Edition, CRC Press, 2011
Panay N. Best Pract Res Clin Obstet Gynaecol 2009;23:129-40



AvemiBuuntec evepyelec amo tn O0Y

*Mmopel va opellovTtal 0To OLGTPOYOVO 1] OTO TIPOYECTAYOVO N
Kol ota duo

*AE TtoU odeilovtol 0TO OLOTPOYOVO:
KOTAKPATNON LYPWV
kepaAaAyleg
pHaotoduvia n eAadpd SLOYKWON TWV HOOTWY
vauTtia
HETEWPLOMOG
KPOUTTEC
Sduoneyia

*AE tou odeilovtal oto tpoyeotayovo (Ayotepa e TN PUOLKN
TPOYEOTEPOVN):

KOTAKPATNON UYypWV

KepaAaAyleg

pootoduvia n eAadpd SLOYKWoN TwWV LOOTWY

SlakupAvoeLg ouvaloBnpatog, KatabAupn

OKUA KOWLAKO AAyOC

ooduaAyia
Rees M, et al. Management of the menopause. 5% Edition, CRC Press, 2011
Panay N. Best Pract Res Clin Obstet Gynaecol 2009;23:129-40



Entidpaon tnc Bepartelac opUoVIKNC
UTTOKOTALOTOLONC OoTa ETTmeda Twv AUTLdilwv

v’ 3& povoBepareia pe ototpoyovo: P HDL-c, J, oAk ko LDL-c
v Tat o tou otopatoc ototpoyova: P TpLyAUKeEPLSIwV
v H Stadeputkn olotpadlodn: | tplyAukeptdiwv

v Ta mpoyeotayova Sev €xouv enidpaon otnv mpokahoUpevn |, tng
LDL-X armo To oLoTpoyovo

v OL ETOPACELC TWV OLoTPOoYOVwWVY otnv HDL-c Kot ta tplyAuKepidila
ennpeadovtal oo TO TTPOYECTAYOVO

v'H Supoyeotepovn Kot PUOLKA TIPOYECTEPOVN EXOUV TNV EAAXLOTN
Kol vopeBLOpOvVN Kol vVOpYECSTPEAN TN HEYLOTN TTapeUBOAN

Godsland I. Fert Steril 2001;75:898-91



H emidépaon tnc O0Y otnv Lp(a)

TABLE 1 Available therapies for reducing Lp(a)

Percentage of Lp(a)

Therapeutic options

Diosage reduction

Hormone replacement therapy

CEE 0.625 mg/d 239
CEE 1.25 mg/d 243
Oral 17p-estradiol 2 mg/d 12.9-44
Transdermal 17B-estradiol &

Miacin

Statins

PCSK-2 inhibitors
Alirocumab

Evolocumab

Mipomersen
Lomitamide

CETP-inhibitors

Eprotirome

Lp(a) apheresis

2.5 mgfd

Various compounds, usually &-22 or no effect

10-40 mg/d

150 mg/2 wk

140 mg/2 wk

420 mg/4 wk

200 mg/wk

5-60 mg/d

Anacetrapib 10-300 mg/d
Evacetrapib 30-500 mg/d

25-200 pg/d
Weekly or bi-weekly

Mechanismis) of action

Inhibitory effect of oestrogen on the Apo(a) gene
EXpression

Direct effect on the oestrogen response element of
the Apo(a) gene

Direct role via androgenic properties (independenthy
of oestrogenic effect)

Reduction in free fatty acid mobilisation from adipose
tissues, which attenuates hepatic synthesis of ApoB
+ Degradation of ApoB-containing lipoproteins
* Diacylghycerol acyltransferase-2 inhibition
Low substrate availability for Lpla) synthesis via
reduction in LDL-C and hence ApoB

* Increased clearance of Lp(a) by the LDL-C receptor
[homology LDL-C and Lpia)]

* Low substrate availability for Lp(a) synthesis via
reduction in LDL-C and hence ApoB

Low availability of ApoB
Low availability of ApoB

+ Decreased flux of cholesterol into
ApoB-containing lipoproteins

+ Decreased hepatic PCSKY expression

* Increased LDL-C receptor protein content

Up-regulation of the LDL-C receptor

Apheresis of ApoB-containing lipoproteins

Anagnostis P, et al. Int | Clin Pract 2016 [in press]




H emidépaon tnc O0Y otnv Lp(a)

TABLE 1 Available therapies for reducing Lp(a)

Percentage of Lp(a)

Therapeutic options

Hormone replacement therapy

Diosage reduction
CEE 0.625 mg/d 239

CEE 1.25 mg/d 243

Oral 17p-estradiol 2 mg/d 12.9-44

Transdermal 17B-estradiol &

2.5 mgfd

Miacin

Statins

PCSK-2 inhibitors
Alirocumab

Evolocumab

Mipomersen
Lomitamide

CETP-inhibitors

Eprotirome

Lp(a) apheresis

Various compounds, usually &-22 or no effect

10-40 mg/d

150 mg/2 wk

140 mg/2 wk

420 mg/4 wk

200 mg/wk

5-60 mg/d

Anacetrapib 10-300 mg/d
Evacetrapib 30-500 mg/d

25-200 pg/d
Weekly or bi-weekly

Mechanismis) of action

Inhibitory effect of oestrogen on the Apo(a) gene
EXpression

Direct effect on the oestrogen response element of
the Apo(a) gene

Direct role via androgenic properties (independenthy
of oestrogenic effect)

Reduction in free fatty acid mobilisation from adipose
tissues, which attenuates hepatic synthesis of ApoB
+ Degradation of ApoB-containing lipoproteins
* Diacylghycerol acyltransferase-2 inhibition
Low substrate availability for Lpla) synthesis via
reduction in LDL-C and hence ApoB

* Increased clearance of Lp(a) by the LDL-C receptor
[homology LDL-C and Lpia)]

* Low substrate availability for Lp(a) synthesis via
reduction in LDL-C and hence ApoB

Low availability of ApoB
Low availability of ApoB

+ Decreased flux of cholesterol into
ApoB-containing lipoproteins

+ Decreased hepatic PCSKY expression

* Increased LDL-C receptor protein content

Up-regulation of the LDL-C receptor

Apheresis of ApoB-containing lipoproteins

Anagnostis P, Karras S, et al. Int J Clin Pract 2016 [in press]




Entidpaon tnc Bepartelac opUoVIKNC
UTTOKOITALOTOLONC OTO LETAPOALOHO TNG YAUKOINC

e EAQTTWON TWV EMUTEOWV TNC LVOOUALVNC KAl YAUKOING vnoTeiog armo
TNV oloTpadLoAn

e Kopta aAlayn ota emntimeda yYAUKO{NG-LVvOOUALVNG aTto th
Sladeppikn olotpadLloAn, oo AANouUg

e BeAtiwon tn¢ evaoBnoilac otnv LVoouAivn amo tnv p.o.
oloTtpadloAn (OxL amo tn StadepLKN)-avaoToAN Ao To
TIPOYEOTAYOVO

e AU&non NG NIATKAC MPOocAnP NG Kol TTAYKPEATLKNC EKKPLONG
LVOOUALVNG

e Alatopayn TNS avoxng otn YAuKoln amo p.o. oloTpadLloAn

Metabolism 2000;49:742-747
Metabolism 1993;42:846-853
JCEM 2005;90:2701



Entuttwoelc tng ©0Y otV 00TLIKN AMWAELA

H ©0Y eival anore)\souaum oTn 6LOL'Er]pI’]OT] TNG OOTIKNAG TtUKvomraq, otnv
npo)\ntbr] TNG 0OTEOTMOPWONG KAl TNV HElwon TS epdavion Kataypatwyv OM22
Kol Loxiou

Oewpeltal TpwINng ypauunq o€ aoeevstq UE npwtun woGnKLKn QVETIAPKELA KOLL OF
HETEUUNVOTIOUOLAKEG YUVALKES <60 ETwV, 1iwg OTaV CUVUTIAPXOULV
UETEUUNVOTIOUCLOKA CUUTITW T

AEN gvdeikvuTal HOVO yLa TNV avTlpeTwriion A mpoAnydn th¢ 0oTEOMOPWONG OF
yuvailkec >60 eTwv

H dpdon tou olotpoyovou gival 000eEapTWEVN

EvaAAakTikeg TnG ©0Y Bepareiec (my Sidwodovika) peta tn dtakorr) tng ©0Y

Rees M, et al. Management of the menopause. 5" Edition, CRC Press, 2011
Panay N. Best Pract Res Clin Obstet Gynaecol 2009;23:129-40



bone Loss Foliowing Discontinuation ol HIMS
Sllﬂﬂﬂl‘ {0 BI]IIE LoSS Foliowing Menopause

| -:.'El" uf "'fEEII'S Fulluwmg Eﬂrugen I:E.f.satlun e

-3 1 Post-HT Bone Loss (n=50)
I Postmenopausal Bone Loss (n=81)

Tremdllieras FA, Pouilles JM, Ribot C. Withdrawal of hormone replacement therapy is
associated with significant vertebral bone loss in postmenopausal women. Osfeoporas Int 2001,
12(5):385-50.



The Benefit of Menopausal Hormone Therapy on

Bone Density and Microarchitecture Persists

After its Withdravvwal
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Conclusion: MHT is associated with bone microarchitecture preservation, as assessed by TBS. The
effect of MHT on TBS and BMD persists at least 2 years after withdrawal. (J Clin Endocrinol Metab

101: 5004-5011, 2016)
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Women’s Health Initiative (WHI) Study-
Estrogen+progesterone vs placebo

16.608 PETEUUNVOTIAUOLAKEC YUVOLLKEC
50-79 eTwv

[MpoypappaTIOMEVN OLAPKELD 8,5 £TN
40 kevtpa otic HMA, 1993-1998

8.506 ? eAaPav 0,625 conjucated estrogen+
2,5mg medroxyprogesterone/nuepa

8.102 ? eAaPav placebo

JAMA 2002;288:321-333



Women’s Health Initiative (WHI)-
QoTEAEoUAT

v Alokor ota 5,2 €tn

v'Yriohoyl{Opevoc oXeTIKOC kKivouvoc (HR):
loxouptkng 2N: 1,29
Ca paotou: 1,26
AEE: 1,41
OpopBosgufoliknc vooou: 2,11
JuvoAlkn KAN: 1,22

Ca nax€oc evtepou: 0,63

Ca evbountpiou: 0,83

Katayuo toxiou: 0,66, OM22: 0,66
Oavartol ano kabe attia: 0,98

JAMA 2002;288:321-333



Women’s Health Initiative (WHI) Study-
Estrogen alone vs placebo

* 10.739 PETEUUNVOTIOUCLOKEC YUVOLKEC, LE LOTOPLKO
UOTEPEKTOMNG

* 50-79 etwv

* [lpoypappatiopevn dlapkela 8,5 €tn

* 40 kevtpa otic HMA, 1993-1998

* 5310 @ €AaBav 0,625 conjucated estrogen/nuepa
* 5329 ? €AaPav placebo

JAMA 2004;291:1701-1712



Women’s Health Initiative (WHI)-2
QAIOTEAECHATA

v YrtoAoyl{OEVOC OXETIKOC Kivouvoc (HR):
AEE: 1,39
OpoepPoAiknc vooou : 1,33

Ca ntaxeoc eviepou: 1,08

Ca pootou: 0,77

loxatpikng 2N: 0,91

Kataypa toxiouv: 0,61, OM22: 0,62
Oavatol amno kabs attia: 1,08

JAMA 2004;291:1701-1712



WHI-2 amotercopoto

Figure 5. Selected Clinical Outcomes by Participant Age and Randomization Assignment
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Health Risks and Benefits 3 Years
After Stopping Randomized Treatment
With Estrogen and Progestin

Results The risk of cardiovascular events after the intervention was comparable by ini-
tial randomized assignments, 1.97 % (annualized rate) in the CEE plus MPA (343 events)
and 1.91% in the placebo group (323 events). A greater risk of malignancies occurred in
the CEE plus MPA than in the placebo group (1.56% [n=281]vs 1.26% [n=218]; hazard
ratio [HR]_1.24; 95% confidence interval [Cl], 1.04-1.48). More breast cancers were di-

agnosed in women who had been randomly assigned to receive CEE plus MPA vs placebo
(0.42% [Nn=79]vs0.33% [n=60]; HR, 1.27,95% Cl, 0.91-1.78) with a modest trend to-
ward a lower HR during the follow-up after the intervention. All-cause mortality was some-
what higher in the CEE plus MPA than in the placebo group (1.20% [n=233] vs 1.06%
[n=196]; HR, 1.15; 95% Cl, 0.95-1.39). The global index of risks and benefits was un-
changed from randomization through March 31, 2005 (HR, 1.12;95% Cl, 1.03-1.21), in-
dicating that the risks of CEE plus MPA exceed the benefits for chronic disease prevention.

JAMA. 2008;299(9):1036-1045



Health Outcomes After Stopping Conjugated
Equine Estrogens Among Postmenopausal
Women With Prior Hysterectomy

A Randomized Controlled Trial

Results T!E‘ postintervention ris! {annua‘ize! rate) !{:rr CHD among women assigne!

to CEE was 0.64% compared with 0.67 % in the placebo group (hazard ratio [HR], 0.97;
95% confidence interval [Cl], 0.75-1.25), 0.26% vs 0.34%, respectively, for breast can-
cer (HR, 0.75;95% Cl,0.51-1.09), and 1.47 % vs 1.48%, respectively, for total mortality
(HR, 1.00;95% ClI, 0.84-1.18). The risk of stroke was no longer elevated during the post-
intervention follow-up period and was 0.36% among women receiving CEE compared
with 0.41% in the placebo group (HR, 0.89; 95% Cl, 0.64-1.24), the risk of deep vein
thrombaosis was lower at 0.17 % vs 0.27 %, respectively (HR, 0.63; 95% Cl, 0.41-0.98),
and the risk of hip fracture did not differ significantly and was 0.36% vs 0.28%, respec-
tively (HR, 1.27;95% Cl, 0.88-1.82). Over the entire follow-up, lower breast cancer inci-
dence in the CEE group persisted and was 0.27 % compared with 0.35% in the placebo
group (HR, 0.77;95% Cl,0.62-0.95). Health outcomes were more favorable for younger
compared with older women for CHD (P=.05 for interaction), total myocardial infarction
(P=.007 for interaction), colorectal cancer (P=.04 for interaction), total mortality (P=.04
for interaction), and global index of chronic diseases (P=.009 for interaction).

JAMA. 2071;205(13):1305-1374



upnepaopato WHI

* Hxprion tng medroxyprogesterone d&v EMITPETEL YEVIKELON OTA
UTTOAOUTTAL TTPOYECTOYOVAL

 Ta opeAn KAN daivovtal otic nAkieg 50-59 etwv (J amoAutou
kKwwduvou kata 10 atoua, pe | kata 5 dtopa yia 60-69 kat T 4
atopa 70-79)

e >ta 10 €T amo tnv eppnvonavon: -6 meputtwoelc KAN (vs +4, yla
10-19 £tn peta)

Rees M, et al. Management of the menopause. 5" Edition, CRC Press, 2011
Panay N. Best Pract Res Clin Obstet Gynaecol 2009:23:129-40



upnepaopato WHI

* MeA€tec mapatnPnong: LIKPOTEPOC Kivouvoc He Ta SLadepuLKaL
olLoTpoyova

* OL EMUMTWOELC TwV oLoTpoyovwy otov Kivbuvo KAN datvetal va
elval 6000 PTWHEVEC

 AEN AQOPA TIZ NEPINTQZEIZ NMPQIMHZ QOOHKIKHX ANETAPKEIAZ

Rees M, et al. Management of the menopause. 5" Edition, CRC Press, 2011
Panay N. Best Pract Res Clin Obstet Gynaecol 2009:23:129-40



AANNEC LEANETEC

Nurses Health Study: (6gutepoyevng npoAnn KAN) HR=0,66
(estrogen alone), HR=0,72 (estrogen+progestin)

DOPS study: yuvaikec otnv nAwkia twv 50 (mpoodata
epupnvomnavolakec), HRT :J, 50% tou KivOUVou EUPpaYyUATOC
nvokapdiov, KAN Bvntotntac Kot KopOLaKNC OVETIAPKELOLG

DOPS study: xwpic T kivéuvou Ca paotou, AEE
DOPS study: 2/502 vs 1/504 neplotatikd BpopoepuBoAlknc vooou

“WINDOW OF OPPORTUNITY”???

Panay N, Fenton A. Climacteric 2014;17:211-212
Scheirbeck LL, et al. BMJ 2012;345:€6409



OR ICGIMNAT ARTICTI.E

WVascular Effects of Earlv versus Late
Postmenopausal Treatment with Estradiol

Howard M. Hodis, M.D., Wendy |. Mack, Ph.D., Wictor W. Henderson, M_[».,
CDonna Shoupe, M.D., Matthew J. Budoff, MDD, Juliana Hwang-Levine, Pharm.D._,
anjie Li, M.D., Mei Feng, M_.D., Laurie Dustin, M.S., NMaoko Kono, M.OP.H.,
Frank Z. Stanczyk, Ph.D., Robert H. Selzer, M_.5., and Stanley P. Azen, Ph..,
for the ELITE Resesarch Group™

—— Late Postmenocpause, Placebo
Late Postmenopause, Estradiol
Early Postmenopause, Placebo

— — - Early Postmenopause, Estradiol

CIMT (mm)

M Engl | Med 2016;374:1221-31.




Mivakas 7. EEmropikeuon ms 08 oUppuwva LE ToV KapdiayyEakd Kivauvo,

YinAds kapSiayyelakos Kivbuvos: 0XI 08

« HuKia >60 £

« HuKia gpunvonauons > 10 ém

* Makpoxpdvios Kakd puBIoPEVOSs cakxapwdns Slap s
« KAWIKA eppavins kapSiayyelakn vooos

EvBiapeocos Kivbuvos: Siabeppikn 08

« Hukia egunvénavons 5-10 €

« Auohnmidaipia

*Naxuoapkia, BIAepa KEVIPIKOU TINoU
« Kdnviopa

«YMEpTaon

« Zakxapwons Aaphtns

Mupds kiveuvos: onoloosNnote okevaoua 08




PoAoc tou nmpoyeotayovou otov Kivouvo Ca
LOLOTOU

» Aev uTtapyxouv amevBeioc ouykploelc peTaél SLapopeTIKWY
TPOYECTAYOVWV

» AebopEva amo PeEYAAEC LEAETEC MAPATAPNONG KATASELKVUOUV OTL
N dUOLKN TtpoyeoTEPOVN Kat N Studpoyeotepovn oxeti{oviol Ue
xapnAotepo kivbuvo Ca pootou

» H KUKALKN xopriynon oxetiletal pe yapnAotepo kivbuvo oe
oUyKpLoN KLE TNV CUVEXA Xopnynon

Maturitas 2014;77:311-7



AMN\ec dpaoelc tnc OOY-
OVTLKPOUOLLEVA OTOLYELDL

Avola

Ca woBnkwv

Ca evbountplou
XoAoABilaon



Menopausal hormone use and ovarian cancer risk: individual
participant meta-analysis of 52 epidemiological studies

Collaborative Group on Epidemiol egical Studies of Owarian Cancer™

ancet 2015; 385: 183542

Hormone Medianyears Cases Prospective studies All studies
therapy use of hormone  (prospective/

therapy use  all studies)

i prospective

all studies)

Ralative risk (95% group-specfic C1)* Relative risk (95% group-spedific ()

Mever-users of hormone therapy £425/10571  1-00(0-96-1-04) i 1-00 (0-97-1-03) H
Current users of hormone therapy

Duration «5 years I 571897 1-43 {1-31-1-56) p<0-D0001 1-77 (118-1-37) p<0-00001
Duration =5 years 10/10 1798/1311 1-41 (1-34-1-49) p<0-00001 1-34 (1-28-1-41) p0-00001

Fast users, «5 years since last use
Dwration <5 years 1/1 158/ 458 117 (0-98-138) p=0-08 111 {0-99-1-24) p=0-07
Dwration =5 years 10/10 274/633 1.9 {111-1-49) p=0-0008 1-25{1-13-1-39) p=0-00002

Past users, =5 years since |ast use

Duration <5 years 11 040/1453  0-94(0-88-1.02) p=01 -+ 0-97 (0-91-103) p=03
Duration =5 years 99 728/889 110 (1-01-1-20) p=0-02 —— 1-11 {1-03-1-20) p=0-008 ——
| | | | |
075 10 1-75 15 075 10 1-25 15

igure 2: Relative risk of ovarian cancer by duration of use in current and past users of hormone therapy




EvaAlakTikeC popdec Beparelog

*TLTTOAOVN
*Teotootepovn (5-10mg/nuepa)

*Selective Serotonin Reuptake Inhibitors (SSRIs) (fluoxetine,

paroxetine)

*Serotonin Noradrenalin Reuptake Inhibitors (SNRIs) (velfaxanine)
*Gabapentin, Clonidin

*Qutoolotpoyova (soy isoflavones, black cohosh, valeriana)

* ALALKOATILKQL OLOTpOYyOVva

Rees M, et al. Management of the menopause. 5" Edition, CRC Press, 2011
Panay N. Best Pract Res Clin Obstet Gynaecol 2009;23:129-40



TiurtoAovn

* JTEPOELOEC LE OLOTPOYOVLKEC, TIPOYECTEPOVLKEG KOl AVOPOYOVIKEC

OpAoEeLg

e ArtoteAeopATIKA 0TNV BEATIWON TWV EUUNVOTIOUCLOKWV

OUUMTTWHLATWV

* Melwon tou KlvbUvou oTtoVOUALKWYV Kall [N-0TtOVO UALKWV

Kataypatwy (45%, 26% avtiotoya)
* I kwdUvou AEE (47%)

* Avtikpouopeva otolxela yio Ca pootou

Anagnostis P, Stevenson JC. Managing the Menopause.
Cambridge University Pres,2015



Dutoolotpoyova

Elvai ovoiec mou mapadyovtal ano ta putd pe XNUKA dopn avaloyn LE AUTAV TNG
avOpwrtvn ¢ oloTpadLOANC.

OL TEooEpLC KUPLEC KaTtnyoplecg mepltAapBavouv: LoodpAaBOVES, KOUUEOTAVEG, ALYVAVEC
Kol OTIABEVEC

H amoteAeopATIKOTNTO TNC EKAOTOTE ovoilac e€aptatal ano 1o LETABOALOUO TNC OTO
EVTEPO, TN OUYYEVELA TIPOC TOUC OLOTPOYOVLKOUC UTTOOOXELC KOl TNV OLOTPOYOVLKH
Sdpaotikotnta

EuepyeTikeS LOLOTNTEC OTN XY0opriynon dutooLotpoyovwy, TOCO in Vivo 000 Kal in vitro,
OUWC OTTOLTELTOL TIEPALTEPW EPEUVA VLA VA 0LELOAOYCOULE TNV ATTOTEAECUATIKOTNTA
Kol 0P AAELA TOUC OTLC UETELLUNVOTIOUOLOLKEC YUVOLIKEC

OdEAN, avadoplka e TN ouxvotnTa TwV eEAPEWV Kot To BaBuod tng KOATILKAC
ENPOTNTAC, TOL OTIOLA OPWC EKTILABNKAV WC KATWTEPA TOU amoteAEopatoc tng O0Y

Rees M, et al. Management of the menopause. 5™ Edition, CRC Press, 2011
Panay N. Best Pract Res Clin Obstet Gynaecol 2009;23:129-40



[eviKQ pETPA

Aoknon

Atatta (xapunAn mpooAnyn {wikov Autouc,
aroduyn MLKAVILKWY ¢ayntwv)

ALOKOTIN KATIVIOUATOC

[eploploptoc aAKOOA

Rees M, et al. Management of the menopause. 5" Edition, CRC Press, 2011
Panay N. Best Pract Res Clin Obstet Gynaecol 2009;23:129-40






H npayupoatikotnta otnv EAAada

DoBoc amo tnv MAEUPA TWV aoBevwv («OpUOVECY....)

DoBoc Kal AVEMAPKELA YVWOEWV OATTO TOUC YLATPOUG

(«tpoomABnoe va To AVTEEELC LOVN COoU»...)
EAdLloTta LoTpeia eppnvonavonc otnv EANada
AmoBadppuvon Twv aacBevwv

EAeWPn SLABECIPUWY OKEVOOUATWV-ETULAOYWV
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UMTTEPACLOTO

H eppnvomavon eival pla mepiodo¢ onNavVILKWV
netoBoAltkwv aAlaywv otn (wrn TN YUVALKOC

. 2XeTlleTal pe avénon tou KapdloyyeLlakou Kal
Koty pLatikou Kivéuvou

. Ta oupmtwpata mov emnpealouvv tnv nototnta {wNn.
elvat moAAamAa Kot pn etoka (AA oo alAeg mtabnoelc)

. Amatteitat n AnYn Aentopepouc LotopLlkou, EKTLHNON
KapOLlayyELAKOU Kol KaTtayuatikoU Kivduvou, KoBwc Kat
TOU KlvOUVou emuntAokwyv amo tn ©0Y (Ca pootou,
BpouPwoelc)

H OO0Y elval amopaitntn o€ MEPUTTWOELC TPWLLNG
ELLNVOTIALONC KOL TIPWLIMNG WOBNKLIKAC AVETTAPKELOLC



2UMTTEPAC AT

H ©O0Y €xeL onuavtika 0pEAN OTO CUUTTTWHOTO TNG
niototntac {wng, otn HeElwon Tou KvOUVOU KATAYUOTOC OF
OM2Z Ko Loxio, otn pelwon tou Kivouvou Ca TayEoC
EVIEPOU

MBava peiwon tou Kapdlayyeltakol KivOUVoU av yLVeETOL
evapén VWPLC Kall ylal LLKpO xpoviko dtaotnua (5 €tn)

Muwkpn avénon kivduvou Ca pootou, o€ HEYAAEC NALKLEC

. ZnUavTtikeg dladopEc avaloya pe tnv 060 xopnynonge, tn
doaon, TN SLAPKELA KOl TO TIPOYECTAYOVO

. 2& KaBe meplmtwon amatteitol e€atopikevon Bepameiog
NMPOCOPLLOCHEVN OoTNV KaBepia aoBevn Eexwplota



“HRT is like an airplane....

The difficulty is when it takes-off
and when it lands......”

J.C. Stevenson
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