Ma v n)\npn nepiAnyn twv xqpaKtnptoerv ToU npomovroq,
: napaKq)\oups va aneuBiveate atnv MSD EAGS0G.
- Ayiou Anpntpiou 63, 174 56, AApog. TnA.: 210 98 97 300

€9 MSD

Kdtoxog tng G6etag kukAogopiag: Merck Sharp & Dohme Ltd, vausvo BaoiAelo
Tonkég Avuunpéogwnog atnv EAAGSa: MSD A.Q.B.E.E. :
Ayiou Anpntplou 63, 174 56, Ahpog. TnA.: 210 98 97 300, dpoc_greece@merck com

BonBnote va yivouv ta pdppaka no as@akn Kat Avapépete
OAEX 1¢ avenBupnteg evépyeleg yia OAA 1a Odpuaka
YupnAnpawvovtag v «KITPINH KAPTA»

CARD-1260855-0000, 185/18-LIP-06/18

AT.: LIPTRUZET 10mg/10mg: 51,76€, LIPTRUZET 10mg/20mg: 51,31€, LIPTRUZET 10mg/40mg: 47,31€.
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Ayormrti/é Pidn/e,

To towunviaio 1otoLxo meQLodLxd «HIM» ovumAnowoe 1én
TO TOLOXOOTO YXQOVO xUKrAopogiag Tov, ue amodéxtes 10.000
LaTEOVS 0' OAN TNV Y DO, (CUUTEQIAOUPBAVOUEVMYV TNG OLAVO-
ung tov meptodixov HIM ota latoixd vvédoia,), ue eTNoLo
%00TOG TOQAYWYNG - EXTUTWONS - TOYVOQOUNONS XAl TWV 4
TEVX DV, OUVOALKA, megimov ota 80 Evo®.

Q¢ yvwotov, to I1eptodind «<EAANvixN latoixt) EmOewon-
on - Hellenic Journal Of Medicine - HIM» Baociletatl oxovo-
UHC, ATTORAELOTING, OTIS XOONYIES *au TIS OWOEES TV PidwV
ToU 201 OV Aaufaver xoatixi) yoonyia. Ipoxeluévouv To e-
0100tx6 HIM va ovveyioel tnv ampooxomtn éxdoo) Tov O
NTaV ONUOVTLXN %0l 1) OLxT]) 0AG OLXOVOLULXT) CUUPOAT).

To etijoto x60t10g ZVvOQouns Tov mEQLoOLXoV (4 TeEVYN)
avéoxetar ota 80 evow yia 1dpvuata, Etatpeieg, ota 40
evow Yo latpovg, ota 30 evom yio Potntég latoixng, xo
yia 10 e5wTeQind o€ 100 evo.

T mepuoooTEQES MANQOPopies oxetind ue tig Etnoi-
ec Zvvopoués tov Towunviaiov Iatoixot Ilepiodixot «EA-
Anvixn) Totowxt) EmBOewonon - Hellenic Journal Of Medicine
- HIM» mapaxolovue emxovwviote tniepovinwg: TnA.:
210 8980461, 210 8037966, Kivnto Tnl.: 6944 304490 1) uéow

email: medicine @vegacom.gr

Me extiunon,
EiAnvixn Iatoixn EmOewonon
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Avakoivwon

To latpiké MepLodiko
«EAANVIKO latpikn EmBewpnon»
-«Hellenic Journal of Medicine»
HE TIG anoaocelg tou Ynoupyou Yyeiag
Kat tou KevtpikoU XupBouAiou Yyeiag - KE.LY
@ Ap10pog Mpwt. AY2a/l.MN. 36548 thg 14/4/2003
oL onoieg dnpooieudOnkav
oto ®UAAo0 Epnpepidag KuBepvnoewg
-®.E.K. 546: 07-05-2003
oNw¢ enNoNPwWG enikatponotndnkav tnv 4n louAiou 2018
oupneptAappfaveral ota Kopugaia latpika
Meprodika pe EOvikn Avayvwpion, ota onoia
ol dnpooieupéveg epyacieg twv latpwv
anoteAoUV KPLITAPLO GUYKPLITIKNG
a§loAdynong yia tnv KatdAnyn
0éoewg Tou KAGdou latpwv tou

EOvikoU Xuotnpatog Yyeiag - E.L.Y.
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mnou
ATHENS =

5TH PANHELLENIC CONGRESS ON CONTINUING
EDUCATION IN INTERNAL MEDICINE WITH
INTERNATIONAL PARTICIPATION

Internal Medicine Society of Greece
Member of European Federation of Internal Medicine
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Yuvébplo EFIM - European Federation
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Etaipeia NaboAoyiag EAAGSOG
Internal Medicine Society of Greece

Board Of Directors

President
Stamatina Pagoni

Vice-Presidents
Charalambos Gogos

Apostolos Hatzitolios

General Secretary
Kyriazis loannis

Special Secretary
Stylianos Karatapanis

Treasurer
loannis Chatzigeorgiou

Members
Achilleas Gikas

Sofia Zafeiratou
Stefanos Mylonas
Dimitrios Papazoglou

Christos Savopoulos

Athens, 7 July 2018

Dear Colleagues,

Let me introduce myself. My name is Apostolos Hatzitolios and I am Professor of
Internal Medicine at the University of Thessaloniki and Vice-President of Internal
Medicine Society of Greece.

It is a pleasure to welcome you at the 4th Athens International Symposium on
Digestive Diseases, which will be held on July 6th — 7th 2018 at the Athens Hilton
Hotel. This time, as you know, this Symposium is a joint effort of the Internal
Medicine Society of Greece (I.M.S.G.) and the Asian Institute of Gastroenterology.

This two — day event, taking place biannually, and considered to be, maybe, the
most significant gastrointestinal and endoscopic scientific event in South — Eastern
Europe, for this year, with so many invited distinguished speakers from all over the
Word.

It is worth noting, that this Symposium also refers to an interdisciplinary approach
in managing digestive diseases, in primary and Hospital care. Gastroenterologists and
Internists have the opportunity to give and attend lectures from renowned Professors.
Our high — caliber International Faculty, coming from the four corners of the Globe,
will deliver precious knowledge and expertise to the attendee through Lectures, Live
— Demonstrations and Advanced Hands — On Courses.

Above all, we aim at the evidence based scientific interdisciplinary exchange
between faculty, as well as — and this is more important — to discuss how to improve
patient’s clinical outcome, according to recent developments in diagnosis and
management of digestive diseases.

Closing, I would like to congratulate Dr. Katsogridakis, being the soul of this
successful scientific event and of course the Asian Institute of Gastroenterology for
the hall cooperation, and to convey to the greeting of all the members of the Board of
Directors of Internal Medicine Society of Greece and especially of the President Dr.
Pagoni and the ex — President Prof. Maltezos.

Thank you for being here!
By the Board of Directors of LM.S.G.
Apostolos I . Hatzitolios, MD, PhD, FESH

Professor of Internal MedicineVicepresident of Internal Medicine Society of Greece
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Editor In Chief Matina Pagoni o ‘ ‘
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EnayyeApatikh Evwon MaBoAdywv EAAGSOG (E.E.N.E)

Hellenic Professional Union of Internists (H.PU.l.)

OEZEIZ EENE KAI IATPIKQN ZYAAOIQN THZ XQPAZ A THN
ZYMMEPIAHWH TQN NAOGOAOIQN 2TH AIANPATMATEYZH TOY
N.1.Z. TIA TOYZ IATPOYZ EIAIKOTHTQN

O NaBoAdyog otn EAAGSQ kal amd v nuépa idpuong tng edKOTNTAG TOU
TPOOHEPEL UTINPETIEG OLKOYEVELAKOU LOTPOU, OANG KoL UPNARG TTOLOTNTAG UTNPECLES
Sltayvwotn, Oepameuty He OVOAUTIKEG, QAAA KoL OUVOETIKEG LKAVOTNTEG, ME
avOPWITOKEVTPLKN TAvTa TPOCEyyLon, cuvdualovtag ek TG GUOEWG TNG ELBLIKOTNTOG

TNV OALOTIKNA KAL TNV EEATOULKEVEVN laTPLK.

OewpoVUE amapAdektn TNV TAUTION Hag HE Toug MevikoUg latpolc Kol amaltoVpe
Aueca Twv Slaxwplopo twv Bécewv Mevikwy latpwv kat MaBoAdywv kat arndAewpn
Tou SLaleukTikol «f» TWV TPOKNPUEEWY, OMwG AAwoTe oupPaivel HE TOUG

nouSLaTpoug.

Mépav TtoUtou InToUpe TNV OoUPMeEPANY HAG WG EWBIKWV  LATPWV  OTNV
Slampaypdtevon, mou Tmpokewtal va mpofel o MIZ, ywa tov Kaboplopd twv
OUA\OYIKWYV CUMBACEWY HE TOUG €L8kOUG. Emiong {NTOUME TOV TEPUATIONO TOU
KOOEOTWTOG TWV LATPWV SUO TOXUTATWY HE AAAEG CUVONKEG epyaciag Kal apolBng
yla toug OwkoyevelakoUG latpoug (aox€twg €l8IKOTNTOC) Kol GANEG yla TOug

«E8kolg».

Autn v oty n xwpa Slabétel évav apduod (~4000) NaboAdywv, ot omoiotl £xouv
avopabuioet MOMA ocuotiuata  uyelag Tou  eéwteplkoly, aAAd  vowwBouv

QVETOUNTOL TNV XWPO TOUG.
Oewpol e, OTL XprouV AMAVINCEWS Ta KATWOL EpwTrpaTA:

1) T1 6a amoyivouv o1 NMaB®oAdyor mou Ba peivouv ekTog MN.D.Y ..;
Oa pmoPOUV VA OCUVTAYOYypd@oOUV j; VA TAPATENTIOUV ; 8a
avayvwpilel o E.O.MN.Y.Y. TV 100TIHia TNG UTTIOYPAPNG;

2)Eav o NMaBoAdyog €ival OIKOYEVEIAKOG IATPOG OE TTold £181KOTNTA

Oa mapaméumovral Ta ducemiAuta mepimAoka mepioTarika ; Moia
a1dikoTnTa Oa draxeipileTalr aoOeveig HE TOAUVOONPOTNTES ;

Oswpoupe Mwg ol NMaboAdyor Ba mpémel va cupniepiIAng@OoUv o€
AUTEG TIG S1AMPAYHATEUCEIS Kal O1rolol dev ouppeTéxouv otnv MN.AD..Y.
va evTraX0ouv oTo MAdiolo TWV CUAAOYIKWYV CUHBACTEWYV TWV
EISIKOTATWYV .
KATAPPEYZH THZ MAGOAOTIAZ IHMAINEI KATAPPEYZIH THZ YFEIAX ME OTI AYTO
SYNEMATETAI TIA TON AZOENH KAI TO EONIKO 2Y2THMA YTEIAZ. EYEAMIZTOYME OTI
Ol APMOAIOI A ANAAAABOYN, EXTQ KAI THN TEAEYTAIA ITITMH, TIZ EYOYNEZ
TOYZ AMENTANTI XTOYZ AXOENEIX KAl XTO EONIKO ZYZTHMA YTEIAZ AINONTAZ
STHN EIAIKOTHTA THZ MAGOAOTIIAZ TON KENTPIKO POAO NMOY EMIZTHMONIKA KAl
ME BAZH TA AIEONH AEAOMENA THZ ANHKEI.

® (O T ||
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Yuvtaktikn Emtponn
AApapntikwg

AAegavdpidng Oedbwpog
KaBnynthg MaBoAoyiag - EvbokpivoAoyiag latpikng
YxoANg Maveniotnuiou Matpwy, Matpa

lwyog XapaAapnog
KaBnynthg MaBoAoyiag latplkng 2xoAng
Maveniotnpiou Matpwy, Mdtpa

Aaouong Anpntplog
Enikoupog KaBnynthg MaBoAoyiag latplkng 2xoAng
Maveniotnpiou Matpwy, Matpa

Anpoénouldog MeAétiog - ABavdaatog

KaBnyntng Ogpaneutikng latpikng 2xoAng EBvikou kat
Kanobiotpiakou Maveniotnpiou ABnvwy, Mpdedpog
latpikng XxoAng Maveniotnpiou ABnvay, ABhva

EAlcao X. Mwuong
KaBnyntng MaBoAoyiag latpikng XxoAng
Maveniotnpiou lwavvivwy, lwaviva

HAl06popitng Euotdiog
KaBnyntng MaboAoyiag EBvikoU kat Kanodiotpiakou
Maveniotnpiou ABnvay, ABhAva

KaApapévtlog Dwrtiog
KaBnyntng Xelpoupykng latpikng 2xoAng
Maveniotnpiou Matpwy, Matpa

Kantartzis Konstantinos

MD Department of Internal Medicine Division of
Endocrinology , Diabetology Nephrology , Vascular
Disease and Clinical Chemistry, University

of Tubingen, Germany

KoAidkog lecopylog
KaBnynthg Bloxnpeiag AplototeAeiou Maveniotnpiou
©eooalovikng, Oeooalovikn

KwAéttng M. Oedpidog
KaBnynthg KapdloAoyiag latpikhg ZxoAng
Maveniotnpiou lwavvivwy, lwavviva

AndéotoAog XatdntdAiog,

KaBnynthg MaBoAoylag latplkng 2xoAng
AplototeAeiou Maveniotnpiou Oocoalovikng,
©eooalovikn

Mantzoros Christos

MD DSc PhD h.c. Editor in Chief , Metabolism,
Clinical and Experimental Professor of Medicine,
Harvard Medical School, Cambridge, U.SA.

Bakris George,

MD, FASH. FASN. Professor of Medicine Director,
ASH Comprehensive Hypertension Center The
University of Chicago Medicine, Chicago, US.A.

MnaoouUkag A. lwavvng
AvanAnpwtng KaBnynthg Aeppatoioyiag latpikng
2xoAng Maventotnpiou lwavvivwy, lwavviva

MnouUpa Mavayiwta
KaBnyntpia MaBoAoyiag latpikng IxoAng AplototeAeiou
Maveniotnpiou Gecoaiovikng, Oeaoaovikn

Nakog X. lewpylog
KaBnynthg Evtatikng Oepaneiag latpikhg 2xoANg
Maveniotnpiou lwavvivwy, lwavviva

NtaAékog Mewpylog
KaBnynthg MaBoAoyiag latplkng ZxoANg
Maveniotnpiou Geocoaiiag, Adploa

Ntoupdkng M. Znupidwv
KaBnyntng MaBoAoyiag latpikng XxoAng EBvikou kat
Kanobiotpiakou Maveniotnpiou ABnvwy, ABAva

MNanavépéou Xpnotog
KaBnyntng MaBoAoyiag - OykoAoyiag latpikng 2xoAng
Maveniotnpiou Oecoakiag, Adploa

Manadakn EAévn
KaBnyntpia KAwikng AipatoAoyiag latpikng 2xoAng
Maveniotnpiou Kpntng, HpdkAgio Kphtng

Metpikkog Mewpylog
KaBnyntng MaBoAoyiag latpikng 2xoAng EBvikoU kal
Kanodiotpiakou Maveniotnpiou ABnvwy, ABhva

Liapdakag NikéAaog
KaBnyntng Mveupovoloyiag latpikng IxoAng
Maveniotnpiou Kpntng, HpdkAeto Kphtng

Spyridopoulos loakim

Professor of Cardiology Chairman of Cardiovascular
Gerontology, Institute of Genetic Medicine, Newcastle
University, Newcastle, United Kingdom

Itepavadng Xplot6doulog
KaBnyntng KapdloAoyiag latpikng 2xoAng EBvikoU kat
Kanobiotpiakou Maveniotnpiou ABnvwy, ABhva

Tsakiris A. Dimitrios
Professor of Medicine, MD, Diagnostic Hematology
University Hospital Basel, Switzerland

ToataAdg Kwvotavtivog
KaBnynthg AipatoAoyiag latpikng ZxoAng
Anpokpiteiou Maveniotnuiou Opdkng, AAe€avdpounoAn

ToatooUANng A. AyaBokAng
KaBnynthg MaBoAoyiag - EvopokpivoAdyog
latplkng 2xoANg Maveniotnpiou lwavvivwy, lwavviva

XitoyAou - Makédou Apetn

KaBnyntpla BionaBoAoyiag latplkng XxoAng
AplototeAeiou Maveniotnpiou Osooalovikng,
Oeooalovikn

‘ ‘ 120 teyxos.indd 211

6/12/18 23:39 ‘ ‘



REAL ESTATE GROUP LTD
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VEGA is a real estate agency that continually seeks excellence for its clients. VEGA reinvents real
estate by offering an integrated network, present in major cities and most beautiful destinations,
VEGA offers an exclusive selection of rare and unique properties for its clients. The company, with
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providing integrated real estate services in management and exploitation. With know - how and
experience as well as reputation the company offers security, reliability, unmatched quality of service
to its clientele. The company since 1996, with a team of specialized partners in the real estate

market, provides customers with high level services that exceed their expectations.
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EnayyeApatikn Evwon MaBoAdywv EAAGGoG (E.E.M.E)
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Hellenic Professional Union of Internists (H.PU.I)

AIOIKHTIKO £YMBOYAIO ETAIPEIAX
MAGOAOIIAL EANAAOZ

Mativa Maywvn
Yuv. AleuBovtpla E.2.Y., ABrhva
Avunpdedpot  XapdAapnog wyog
KaBnyntng MaBoAoyiag, Matpa
AndotoAog XatdntoAiog
KaBnyntig MaBoAoyiag, Oeo/vikn
lev. lpappatéag  lwdvvng Kupladig
AleuBuvtng E.LY., ABrva
Ei. Tpappatéag XtuAlavég Kapatandavng
Aleubuvtng EX.Y., Podoc

Mpdedpog

Tapiag lwdavvng Xatdnyewpyiou
AleuBuvting EZY., YUpog
MéAn AxiAAéacg Tkikag

KaBnyntng MaboAoyiag, HpdkAeio, Kpntn
Yoopia Zapeipdrou

MaBoAdyog, KepaArovia

Ytépavog MuAwvag

AleuBuvting EZY., TpikaAa

Anpntplog NanaloyAou

KaBnyntig MaBoAoyiag, AAeE/noAn
Xpnaotog Zappoénourog

KaBnyntng MaboAoyiag, Oeo/vikn

EKTEAEZTIKH ENITPOMH EMAITEAMATIKHZ
ENQXHZ MAGOAOION EANAAOX

Mpodedpog EudyyeAog ToUuAng
EAelBepog EnayyeApatiag, ©ea/vikn
Avtinpoedpog AndotoAog XatdntoAlog

Maveniotnplakog, Oecoaiovikn
YéAwv KwtouAag
EAeuBepog EnayyeApatiag, Tplkaia
AvanA. Tev. Mpappatéag Avdpéag MaykaAng

EAeuBepog EnayyeApatiag, ABAva
Tapiag Anpntplog Bitog

EAeuBepog Enay/tiag, Kapditoa
YnetBuvog Anpooiwv Ixéoewv, HAlag Toépkng
Tonou & Evnpépwong EAelBepog EnayyeApatiag
Pé6og
Mdpiog MupnacdnouAog
EAelB. Enay/patiag XaAkdikn

YnetBuvog EkdnAdoewy  AVTWOVIOG AvTwviddng
& Kivntonoinong EAeuB. Enay/tiag ABhAva
YnetBuvog Eupwnaikev  avayuotng XaABatoiwng
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ApBpo Tovranec-
Editorial

© 2018

Mativa Mayovn

Ayanntoi ZuvadeApol,

H Etaipeia MaBoAoyiag EAAGS0g (E.MN.E.) 16pUBnke to 2008, wg Etal-
peia MaBoAoyiag Bopeiou EAAGS0g (E.MN.B.E.) éxovtag onpepa navw
and 800 evepyd péAN Kal eival avayvwplopévo pédog tng Eupwndiknig
Etaipeiag Eowtepikng MaBoAoyiag (EFIM). ‘OAa ta péAn tng Etaipeiag
Hag, kabwg kat ta péAn tou Aloikntikou XupBouAiou tng, ivat Mabo-
Adyol, nou eknpoownouv didgopeg neploxég tng EAAGSag kat avikouv
oto Anpdoio kat 16iwtikéd topéa tou cuotnpatog MpwtoBddpuiag, Acu-
tepoPadpiag kat TpitoBaduiag gppovtidag Yyeiag (Akadnpaikoi, Nooo-
Kopelakoi latpoi, latpoi otov 161wTiké Topéa).

To 2013 &ekivnoe n ékboon tou Meplodikou «EAANvIKA latpikn EniBe-
wpnon- Hellenic Journal of Medicine» wg enionpou opydavou tng Etat-
peiag MaBoAoyiag EAAGSOG, pe npwtdtuna Kal Kawvotopa €pEUVNTIKA
apBpa dnpoaoieupéva og KAOE TEUXOG.

drodoia pag eivar to Meprodikd tng Etaipeiag va anoteAei xwpo
avtaAAayng andéPewv Kal cuvepyaolwyv Pe OAEG TIG ouvageig eL81KOTN-
1e¢ tng MaboAoyiag, kabBwg kat nedio npofAnpatiopou kat avadhntnong
AUogwv yia 6Aa ta kpiowpa Bépata nou avupetwnidel n e161kd4TNTA TNG
MaBoAoyiag kal katd tnv doknon tng 161k6TNTAG 0TN XWpPA Hag. MNMa to
okond auto BplokOpacTe €NiONG 0€ ApHOVIKN Kal OTEVN ouvepyaoia pe
v EnayyeApatuknEvwon NaBoAdywv EAAGSOG.

Ytn kateuBuvon auth kat pe andégacn tou A.X. tng E.MN.E., éywve npo-
ondBeia PBeAtiwong tou Meplodikou pag, pe véa Xuvtakukn Entponn,
avadiapBpwon tng dopung tou Kat anootoAn NPOoKANCEWY OTOUG OU-
vadéAgpoug MaboAdyoug, wote va BonBncouv otnv npoondabela autn
HE anootoAn £pyactwy, 1600 £peUVNTIKWY 600 Kal ApBpwv avaockonn-
ocwV, wote va evtagoupe to MNeplodikd kat otn dtadiktuakn NAEKTpovi-
kn BiBALoONkNn tou PubMed.

Xto napov teuxog dnpootevovtal duo afléAoya neplotatika Kat ava-
okonnon and duo evéiapépovta apbpa.

EAMnvikn latpikn EnBecopnon 120: 216-217
Hellenic Journal of Medicine 120: 216-217 216
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‘Onwg Ba dianiotwoete, undpxouv eniong Kat £161KA napaptnpata Kat
oelideg tou Meplobikou pe avapopd oe €16noelg YyelovopikoU evola-
PEPOVTOG Kal Npooexn Luvédpla nou agopouv téco tnv MaboAoyia
600 kat ouvaeig Eldikdtnteg. EmnAéov, ota nAaiola tng oteving cuvep-
yaoiag pag pe tnv EnayyeApatikn’Evwon MaboAdywv EAAGS0G, avadn-
Hoolevoupe 6Uo npdoPata AeAtia Tunou.

I6laitepn avagopd yivetal kat oto enikeipevo 50 MaveAAnvio Xuvé-
6plo Eowtepikng MaboAoyiag, pe dieBvin cuppetoxn, To onoio Ba npay-
patononBei oto Zannewo Méyapo, otig 20-24 dDeBpouapiou 2018,
6nou NpoodoKoUPE oTNV CUVELOPOPA OAwV oag HE eVEPYO OUHMETO-
XN Kat napouoia, wote va avadeixBel yia pia aképn gopd n Eidikétnta

@ g NaBoAoyiag wg Bdon otou cuotipatog tng Noookopelakng aAAd @
Kat pn nepiBaAyng, o€ xpovikég PAAlota cuyKkupieg nou dlapopPpwvo-
vtal NoAItikéG anopAaocelg.

Me ektipnon
Ma to Aloikntiké XupBoUAio
H Npdedpog

Ap. Naywvn Mativa
Mpdedpog Etaipeiag A.X. MaBoloyiag EAAGSOG
Yuvtoviotpla AleuBuvtpia " MaBoAoyikng KAwvikhg INLA «[Fevvnuatdg»
Mpdedpog Evwong latpwv Noookopeiwv ABAvag Melpaid - E.LN.ATM.
Mpdedpog Avwtatou lMelBapxikou YupBouAiou MaveAAnviou latpikod YuAAdyou - M1
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APOPA ANAZKOIMHZHZ

Avo neprotatika voBvpeoeidiopov:
Mvu§oo1npatikéo Kopa Kai napatacn
tov QT ot mpwtodrayvwodévia
vnofepoe1diopo | Atayvwon Kat
AVIIHETWITION

Xatdnyewpyiou lwavvng

lwavvng Xatdnyewpyiou', PaganA Mavvag', MavwAng ZovAiag?,
Avtpé Mewpyadn', Irapativa Maywvn?, Anpntplog Mexapnépng'.
1: levik6 Noaookopeio XUpou, EppounoAn

2: Tevikd Kpatikd Noaikopeio Mewpytog Mevvnpatag, ABnva

YneUuOuvog emkowvwviag:
lwdavvng Xatdnyewpyiou
AleuBuvting E.LY.
leviké Noookopeio ZUpou
® TnA.: 22813 60511 ®
email: hatzigeorgiouio@gmail.com

MepiAnyn

O unoBupeosldlopdg eival ouxvd evdokpivoAoyikd voonpa. Alakpivetal o ouyyevin Kat eniktn-
10. To KAWVIKG oUvdpopo nou ouviotd tov unoBupeosldiopd eival n EAAewpn n ta xapnAd eni-
neda BupeoelSIKWV OpUOVWV PE ouvEénela Peiwan tou pubpol twv PETaBoAIKWY dlEpYactwV.
Mnopei va ennpeactolv 6Aa ta opyavikd cuotnpata. To pu€olbnpatikéd kwpa eival onavidta-
TN Katdotaon, n onoia av dev dlayvwobei éykalpa wote va §00ei n katdAAnAn Bepaneia, odn-
yei otov Bdvato. Ltnv napouoa epyacia napouactadetal éva evolagépov neplotatiké pu€oldn-
patikoU KWHATog, To onoio eutuxwg dlayvwotnke éykalpa. H aoBevng eniBiwoe, apou npw-
ta dlacwAnvwbnke, kat éAaPBe tnv katdAAnAn aywyn. Eniong napouotddetal éva deltepo ne-
plotatiké énou npwtodlayvwaobnke KAVIKOG unoBupeosldIopdg o0 onoiog Nnapouaciaoce wg Kap-
Slakn ekdbnAwon napdtaon tou QT dlaothpatog, pla ennAokn duvntikd Bavatnpdpa.

©2018
EMnvikn latpikn EnBecdpnon 120: 219-222
219 Hellenic Journal of Medicine 120: 219-222
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Two cases of hypothyroidism:
Myxedema coma and elongation of QT in
first diagnosed hypothyroidism | Diagnosis

and treatment

Rafael Giannas', loannis Hadjigeorgiou', Manolis Zoulias?, Andre Georgalli', Stamatina Pagonis?,

Dimitrios Peihamberis’.
1: General Hospital of Syros, Ermoupolis

2: General State Hospital Georgios Gennimatas, Athens

Summary

Hypothyroidismis a common endocrinological disease. It can either be congenital (primary),
or secondary to other conditions, most commonly autoimmune thyroiditis. The clinical
syndrome that constitutes hypothyroidism is due to the complete absence, or low levels of
thyroid hormones, with a resultant reduction of the metabolic rate. All organic systems may
be affected. Myxedema coma is a very rare situation in our time, which, if it is not diagnosed
timely in order to be appropriately treated, leads to death. In this presentation we describe
an interesting case of myxedema coma, which was diagnosed timely. The patient survived,
after receiving the appropriate treatment. There is also presented a second case where
a new diagnosed case of clinical hypothyroidism was complicated with elongation of QT
interval, which is a potential cause of sudden death.

Mapouciaon 1ou neplotatikou:

H aoBevng, etwv 74, npookopiotnke ota enefyo-
via npwtoBaduiou Noookopeiou tg ABrvag Adyw
avagepopevng Ntwong ennedou ouveidbnong, anod
npepwv. E€etaotnke apxikd ota TEM NeupoAoyikou,
onou Olevepyndnke afovikn topoypapia eykepa-
Aou, n onofa ntav apvntikn yla napoucia eyKepal-
KNG awoppayiag. AlaniotwOnkav 2-3 undnukveg aA-
AOLWOELG OIAPETPOU XIAMOOTWY 0Ta Bacika yayyAla,
Kal 2 unonukveg aAAOIWOELG XIALOOTWY OTNV YEPU-
pa. ElonxBn otn " MaBoAoyikn kAwikh wg niBavo
AEE. Katd tnv eloaywyn: Aptnplaxn lMieon: 110/70
mmHg, opUtelg 55 bpm, TN oakxapou TPIXOELdI-
Kou aifpatog 80mg/dl.

Katd tv kAwvikn €€€taon tng aoBevouc dlani-
otwBnkav ta €Eng: n acBevng dev :avtanokpivotav
ota enwduva, dev anavioUoe o€ EVIOAEC Kal eV TIC

ekteAoUoe. Avw Kal KAtw akpa Puxpd, Koppog eni-
onG Wuxpog, Npoowneio oldnpatwodes, wxpdtnta
déppatog. Koia avwbduvn, peiwon avanveuotikou
WiBupiopatog 6€€1d, kapdlakol tévol Bubiol,  pel-
wpévn dloupnon. H to€ikoAoyikn opoU kal oupwv
Atav apvntikn. And Tov apxikd epyactnplakd EAgy-
xo dlanotwbnke unovatplapia (Na= 130 mmol/It).
Ano to atopikd avapvnotikd avapepOnke and toug
ouyyeveic katdBAwpn, ooteondpwon, kat unobupeo-
1610066 yia Tov onoio eAdpPave tb T4 75 mcg, 1o
onoio dpwg eixe dlakdel and £Toug.

Aépia aipatog: pH: 7,354 pCO.: 41,7 mmHg pO;:
109 mmHg SO,: 98% HCO,: 22,7 mmol/It BE: -2,7
mmol/It.

An6 to ouyyevikd neplBarlov avapépbnke Bpa-
duyuxiopog, neopévn d1dbBeon, dlatapaxeg Unvou
Kal 6peENG, O1ATaPaxeg OUYKEVTPWONG, KAl HEIWHEVN
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dpaotnpiétnta and evvéa PNVWV TOUAAXIOTOV.

TéBnke n unoWia and toug Bepdnovteg putoldn-
patikoU Kwuatog.

ZntnBnkav enineda BuPEOEIBIKWY OppOovVWY, Ta
onofa eixav wg €€n¢;

Tog €Aeyxog: TSH>100 pUl/ml kat fT,<5,15 puUl/
ml

20G €Aeyxo¢: TSH: 125 pUl/ml kat T <5,15 pUl/
ml

EvnpepwBnkav ot tatpol tng EvookpivoAoyikng
KAVIKNG Kal n aoBevhg OlakopiotnKe enelyoviwg
otnv  EvbokpivoAoyikn KAWVIKA WG PUEOLONPATIKG
KW

H aoBevng avtipetwniotnke apxikd pe xoprynon
iv L-Bupotivng. Ndyw nepaitépw emdeivawong tng
KAWVIKNG €lKOVAG TNG acBevoug, Tnv endpevn pepa ot-
aowAnvwonke, kat petapépBnke otnvy MEO tou No-
ookopefou T Tevwnuatdg. Exel dlamotwbnkav nu-
Kvwon 6e€ldg Bdong and tv aktvoypagpia Bwpa-
KOG, Kal onpaviikn nepikapdiakn ouAAoyn and tov
unépnxo kapdlag. Anod to aatoAoyikd npogiA aval-
pia pe ntwon 6Awv twv oelpwv. AlevepynBnke pue-
Abypappa and to onoio dianiotwBnke PUEASS oup-
Batog pe puehoduonAactikd oUvopopo Tou TtUnou
™G avBekTIKNG avalpiag pe SaktuAloldelg albnpo-
BAdoteg (MDS — RA/RARS). H aoBevhg otadlakd
BeATIOBNKe, anoowAnvwBnke, kat TEAIKE EAaPe €1
tpto and v I MaBoAoyikh kAvikn tou Noookopei-
ou I". levvnpartdg.

Mapouciaon 2ou neplotatikou:

To 6eltepo neplotatikd agopd acBevn 87 €twv
HE QTOMIKO avapvnotikd ocoBapng otévwong AoV,
Kal xpdviag VEPPIKNG vOoOoU, KAIVAPNG HE KATAKAL-
on 60(UOG, UNd aywyn Pe KAomboypeAn, kapPedi-
AOAN, oupooepidon kat openpaldAn. Alakop{oBn-
ke 0¢ OeutepoPabulo Noookope(o TG neplpEPEL-
ag Adyw avagepopevng otadlakng €KNTwong enl-
nédou ouveldnoewc. xta TEM daniotwbnke: All
106/50 mmHg, oputelg 45 bpm, SO2 91% , glu
119 mg/dl. Kapdiakoi tévol Bubiol, appubpol, ava-
nveuotikd YiBuplopa unotpidovieg Paoswy, kolAia
avwbduvn, “puodnuatikd npoowneio, Bpaduyuxi-
o066 (kAlpaka MaokwPng 10/15).Ano to HKI™ biant-
otwBnke ekoeonpacpévn Bpadukapdia kat napdra-
on tou QT duaotnpatog, pe QT/QTc= 614/574 ms.
Ano tov epyactnplakd €Aeyxo dlamotwinke unep-
kaAlawpia (K=6,4 mmol/lt) kal ennpeaopevn veppl-
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kn Aertoupyia (Ur=171 mg/dl, Cr=2,6 mg/dl). And
TOV AneIKoVIOTIKG €Agyxo nou dlevepynBnke dlant-
otwBnkav: And tv afovikn eykepAAou NoAAANAEG
UNONUKVEG aAAolwoel naAaldtepou xpdvou. And
v aovikh Bwpakog NAEUPITIKEG OUAAOYEG uypoU
ap@otePONAEUpa pe Taon eykUOTWONG, KaBwg Kal
HIKpN nepikapdiakn ouAAoyn uypou. And tnv agovi-
KN KOIA[ag Pikpn nepinnatikin cuAAoyn uypou, KaBwg
Kal PIKpn oUAAOYN UypoU OTIG NAPaKOAIKEG AUACKEG.
Alakénnke n - KapPedNOAn, kat €ywve  d16pBw-
on ™G unepkallaipiag pe evuddtwon Kal Xo-
phynon voouAivng oe iv opd  YAukong  10%.
Ano tov €Agyxo tou BupeogldoUg dlamotwinke TN
TSH> 100 pUl/ml og U0 dlapOopeETIKEG PETPNOELG,
onote dlaniotwinke npwrtodlayvwobeig unoBupeo-
e1dlopds. H aobevhg otnv nepintwon auth avtiye-
twniotnke pe enttuxia pe xopnynon per 0s AeBoBu-
pogivng, oe doooAoyia 75mcg, pe BeAtiwon tng KAL-
VIKNG €1kOvVag .Xnpelwvetal Ot avagepetal 0t ano
TOUG B-anokA€loTéG pévo N ootahoAn pnopel va
npokaAgoel enpnkuvon tou QT dlactnpatog.

MaBoguoioAoyia:

O épog putoidnua xpnolponoleital yia v nepl-
ypaen twv OepUATOAOYIKWY AAAOLWOEWY NOU Na-
pouctalovtal eni Bapéwg unoBupeoeldiopoU. Apopd
v evandBeon PBAevvonoAuoakxapitwy otnv deppi-
da e ouvénela oidbnpa g NANyeiong NEPLOXNG.

To pu€olbnpatikd kwya eival onavia, aneintikn
yla v {wn katdotaon €ni Papéws unoBupeoeldi-
OpoU pe TG YVWOTEG NaBoPUOIOAOYIKEG OUVENELEG:
1) Melwpévn kapdlakn ouctaAtikotnta — Bpadukap-
dla, pelwpévo kKAGopa e€wbnong, undtaon, nepikap-
dlakEG oUAAoYEG nAoUoleg oe BAevvonoAuoakxapi-
TEG.

2) Mwon enmngdou ouve{dbnong nou pnopel va
(PTACEL PEXPL KAl OE Kwpatwdn katdotaon.

3) YnoagpIopog, AGyw KEVIPIKNG KATAOTOANG ToU
KEVIPOU TNG QvaMVONG, PE aAnOTEAEOHA HELWUEVN
andvinon ota epebiopata uno&iag kal unepkanviag.

4) Meiwon puBpou onelpapatikng dnbnong Adyw
XapnANG kapdlakng Napoxng, NEPIPEPIKNG ayyeLodl-
aotoAng, kat miBavng papdopudAuong. Eniong, ou-
xvé& napouctaletal unovatplaia

5) EvanéBeon BAevvonoAuoakxapitwv kal ofdn-
pa tou BAevwoyovou TOU TOIXWHTOG TOU YaOTpE-
VIepIKoU owAnva. Aucanoppdpnon, NapaAutikog
EINEOG, PEYAKOAO, AOKITNG,
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6) EAdttwon napayovtwy mnéng tou afpatog, pe
ouvénela au€npevo kivbuvo aipoppayiag. Avaipia
nou pnopel va efval JIKpoKUTTApIKN, PaKpoKUTIapl-
KN N Kal 0pBdxpwpn.

Kapéiakég ennAokég unoBupeoeldLopoU:

O1 Kapdlakeg ekONAWOEIG TOU  UMOBUPEOELDI-
opoU  neplhapBdavouv  dlactoAikh  buoAeitoupyia,
HELWPEVN OUOTAATIKOTNTA, Kal MEPLOTAOIaKE, nepl-
KapdlakEG OUAAOYEG UypoU Kal kapdlakn avendap-
kela. And to HKI pnopel va dianiotwBolv Ppadu-
kapdia, block 6eClou okéAoug (RBBB), aveotpap-
pevo T kUpa, napdtaon tou QT dlacthyatog, Kat
ondvia kollakn appuBuia kal torsade de points.
Exel dexBel 6t n napataon tou QT dlaothpatog
oxetietal pe kakonBelg KoMakeG appubuieg kal
aipvidlo Bdavato. To dudotnpa QT blopBwpévo pe
tov kapdlakd pubuo (QT/ QTc) eival évag ev duva-
HEL oNpavtikog npoyvwotikog deiktng atpvidiou Ba-
vatou.

Yupnepaoparta:

H npwtn aoBevhg napouciaoe Ppadukapdia, ne-
plkapdlakh ouAhoyn, avaipia, xapnAn Beppokpacia
owpatog, unepkanvia, unovatplalpia, Bpaduyuxi-
OO, Kal TEAIKA KWpa, wg enf napatetapévou uno-
Bupeoeldlopol pe katdAnén, dnwg avapepBnke pu-
Codnpatikd kwpa. AlaowAnvwBnke, kal €AaBe ev-

dopA£Bla aywyn L-Bupo&ivng enituxwg, pe anoté-
Agopa avavnyn kat e€rtnplo.

H npdyvwon puoldnpatikol kwpatog ival Ba-
putatn, pe avapepodpevn otn BiBAloypagpia Bvnto-
ta ndvw and 50% xwpig Bepaneia. Akdpa kat
e €ykalpn Bepaneutikn avtietwnion n Bvntétnta
pnopel va eival éwg kat 25%. YuvnBeotepa afua Ba-
vatou elval n avanveuotikn avendpkela, N onyn, kat
n agoppayia nentikou.

Yndpxouv Afya enidnpioAoyikd otoixela. Ava-
Qépetal  enimtwon  pugoldnpatikol  KWwUAtog
0,22/1000000/¢t0¢ o€ lonavikn peAetn tou 2004.
To pu€olbnpatikd kwpa eivat onavidétatn katdota-
on, yla tnv onola 6pwe o Bepdnwv latpdg NPENEL va
Bploketal og eyprnyopon eni avaAoyng cupntwpato-
Aoy{ag kal 1otopikoy, Adyw TG Baputatng npoyvw-
ong nou éxel av dev 600Bel dpeoa n kKatdAAnAn Bepa-
NEUTIKN aywyn.

H o6eltepn aoBevng napouciace ekoeonpaopé-
vn Bpadukapdia kat napdracn tou QT dlactnparo,
Kataotaon nou Pnopei va €xel wg entnAoKN alpvidlo
Bavaro. 2tnv BiPAloypapia avapépetal dueon ou-
oxeton NG napdtaong tou dlaotnpatog QT pe ta
enineda tg TSH otov kAwIko, aAAG akdpn Kal otov
UNOKAVIKG unoBupeoeldiopo.

Anarteital ouvenwg n eypnyopon tou KAvikou La-
TpoU yla autn v enikivdéuvn yia tv {wn Tou acBe-
voUg Kapdlakn entnAoknN.
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MepiAnywn

Eloaywyn: e aoBeveig pe xpdvia veppikn véoo (XNN) n opotootasia tou aofeotiou kal tou
Pwo@bdpou anoteAel Latpikn npdkAnon yla Thv anoPuyn Twv ducapeoTwy EMNMNAOKWY TNG VE-
PPIKNG 00TIKNG vdoou. H peAétn tng naBogualoAoyiag twv oxetl{dpevwy pe th XNN diatapa-
XWV TWV 00TWV Kal TG aunpévng kapdlayyelakng voonpdtntag Kat Bvntdtntag enkevipwoe
Ta EPEUVNTIKA LATPIKA BEAN NPOG pla véa opdada KUKAo@opouvtwy napaydviwy, TG pwopato-
viveq. Tnv teAeutaia dekaetia undapxel augnpévo evdlapépov yia tov auntikd napdyovia twv
voPAaotwv - 23 (FGF23). O FGF23 napouoiddel onpavtikh avgnon otn xpovia VEPPIKN vOoOo
(XNN) kat oxetidetat ave&dptnta pe tnv Kakn vePpikn kat kapdiayyelakn ekpaon kat Bvnopd-
nta.

Ykonadg: Eival n BiBAloypa@ikn avaditnon kat anotipnon £pEUVAV Nou PEAETOUV To poOAO Tou
FGF23 otn xpdvia veppikn véoo.

YAk6-M£Bob0¢: Ao avegaptntol epeuvnteg (M.ALA.O.) npaypatonoinoav avadhtnon tng Ba-
ong dedopévwv PubMed xpnowponotwvtag tig AEEeig- kAedia “[chronic kidney disease] AND
[FGF23] OR [FGF-23] OR [Fibroblast Growth Factor 23]”. [6pog MeSH]. H avadhtnon €ywve o€
EYKPLTEG EMIOTNHOVIKEG BAoelg, dnwg to PubMed, to ScienceDirect kat to Scopus, Bdoel twv
OXETIKWV A£EEWV-KAELOLWV.

Yupnepaopata: Ta vedtepa dedopéva nou agopouv to poAo tou FGF23 téoo otnv nabogu-
oloAoyia tou deuteponabn unepnabaBupeoidiopoy, 600 kal otnv ekdNAwon Twv Kapdlayyel-

©2018
EMnvikn latpikn EnBepnon 120: 223-228
223 Hellenic Journal of Medicine 120: 223-228
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akwv ennAokwv tng XNN avoiyouv véoug opidovieg otnv katavonon Kal avIleTWwnion TG au-
Enpévng voonpdtntag kat Bvntétntag twv acBevwv autwv.

Né€eig — KAerdua: XNN, GFR, FGF23, Brrapivn D, PTH, kapdlayyelakdg kivouvog

Role of fibroblast growth factor 23
(FGF23) in chronic Kidney disease

Myrou Athena', Aslanidis Theodoros?, Karamouzis Michalis?, Didagelos Triantafyllos', Apostolos
Hatzitolios', Dimitrios Grekas'.

1. 1st Propedeutic Department of Internal Medicine, AHEPA University Hospital, Thessaloniki.
2. National Center of Emergency Care,Thessaloniki Department.

3. Biochemistry Laboratory, School of Medicine, Aristotle University, Thessaloniki.

Summary

Introductions: In chronic renal disease (CRD), calcium and phosphorus homeostasis
presents a challenge for the any physician. Thus, it is no surprise that a lot of work research
is performed about the pathophysiology of CRD and especially possible new biomarkers,
such as phosphatonines. During the last decay, there is an augmenting interest research
about Fibroblast Growth Factor 23 (FGF23). The latter is increased in chronic renal disease
and has been suggested as an independent mortality and morbidity predictor. Aim: The
present paper represents a literature review and synthesis of the available data about
FGF23 in CRD. Methods: Two individual researchers conducted internet search in PubMed,
ScienceDirect and Scopus medical databases, using PubMed MesH terms “[chronic kidney
disease] AND [FGF23] OR [FGF-23] OR [Fibroblast Growth Factor 23]”. Results of the search
were used to produce the current narrative review. Results/Conclusion: New data provide
insights in the pathophysiology of CRD and especially secondary hyperparathyreoidism and
suggest a new role of FGF23 both as diagnostic and prognostic biomarker in those patients.
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Eloaywyn

H xpovia vepplkn vooog naAaldtepa avapepo-
HEVN WG XpOvia VEPPIKN avendpkela, eivat éva KAL-
VIKO 0UvOpopOo Mou ekONAWVETAL NPOOSEUTIKA HE
peiwon g vepplkng Asitoupyiag. Ot aoBevelq pe
xpovia vePpikn vooo eppavidouv e€alpetika uPnin
Bvntdtnta, €wg kat 100 @opeg neploadtepn and
ekelvn g avtiotoxng nAkiag tou yevikou nAnBu-
opou. Xtnv EAAG6a nooootd 10-15% tou yevikou
nAnBuopol ndoxel and XNN kal péAiota neplo-
o6tepol and toug plooug dev To yvwpidouy, evw
10.000 €€ autwv Bpiokovtal oto TeAk otadlo Kat

anatteital e€wvePpikn kaBapon. H al&non tou pé-
oou O6pou nAkiag €xel w¢ anotéAeopa tn yhpav-
on tou yevikoU nAnBuopou kal n ouvunapén Aaa-
AWV 0UVVOONPOTATWY NOU N €NINTWON TOUG eU(aA-
viCel ypappikn oxéon pe tv nAkia, 6nwe o oakxa-
pwoNG blafnTng, n aptnplakn unéptacn, N SUCALML-
dawia k.a. avanaviexa au€dvel To Nnooootd aobe-
VWV HE xpovia ve@plkn vooo. Ot ooBapég enintw-
oelg tng Xpoviag Neppikng Nooou (XNN) og enine-
b0 dnpdolag uyeiag kat olkovopikng eniBapuvong
NV €X0UV KaTaoTNoel wg npotepaldtnta.’

H vboog onpatobdotel tv napoucia vVeppIKAg
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BAABNG nou ekdnAwvetal and pn PUCLOAOYIKN
anékkpLon Aeukwpativng n and t PelwpPévn veppl-
KN Agltoupyia NoootikonoNpéVN PE TOV EKTIHWE-
vo puBud onepapatikng dinbnong (eGFR) n onofa
ENIPEVEL YIa NEPLOCOTEPO ANO 3 PNVEG.?

O npoobloplopdg tou GFR  anoteAel tn Paot-
KN €pyactnplakn NapdpeTpo eKtipnong kat napa-
KoAoUBnong NG vePpIkng vooou, kabBwg n peiwon
Tou pnopel va anoteAel to pévo Npwipo epyactn-
plakd onpelo tng napouoiag veppikng vooou. MNa
10 Adyo autd anoteAel To avtinpoowWNEUTIKOTEPO
HETPO EKTIPNONG TNG VEPPIKNG Agltoupyiag.

Qotdéoo, n perpnon petaBoAwv Twv SEIKTWV
6nwg n oupia kal n kpeatvivn tou opou afpyatog
elval anapaitntn.”

2tn XNN ouppwva pe th Bewpla n opotootacia
aoBeotiou-pwo@opou pubpicetal and tov dgova
napaBoppoévng-kaAottploAng. Q¢ andvtnon otnv
unaoBeotiaidia kalr v uneppwopataiyia exkkpi-
vetal and toug napabupeocldeic adéveg n napa-
Boppodvn6, n onofa eAattwvel Tnv anékkplon aoPe-
otiou oto dnw eonelpapevo owAnvaplo, evw na-
pAAANAa auavel oto eyyug eonelpapévo TNy ano-
BoAn pwo@dpou Kal TNy napaywyn KaAottploAng.
H napaBoppévn npokaAei aneAeuBepwon aoPeati-
0U Kal pwopdpou anod Ta 0otd, EVW N KAACITPLO-
An au€avel Tnv eviepikn anoppd@non Toug. H kaA-
oltpléAn avaotéAAel tnv napaywyn napaboppdvng
oAokAnpwvovtag évav kUkAo naAivépoung pubpi-
oNG pe anokatdotaon twv ennédwv aocPBeatiou,
EVW N pwOopaAtoupikn dpdcn ¢ napaboppdvng
anoTpeneL TNV unepewaogatalpia’.

O  deuteponabng  unepnapabupeoeldIopog
(AYTIO) Bewpouvtav anotéAeopa tg unaoBeotial-
plag Adyw eAattwpévng duvatdtntag napaywyng
KaAGITPIOANG Kal TNG Katakpatnong (pwo@opou
AOYw eAattwpevng vePpikng palac® Ta vedtepa
dedopeva unodnAwvouv 6T apxikn dlatapaxn eivat
n avénon twv eninédwv tou FGF23 w¢ andvinon
otn peiwon g duvatdtntag anékkplong Tou au-
Enpévou poptiou PwaoPopou He adleuKpivioTo pn-
xaviopd. O FGF23 au€dvel tnv kAaopatikn anek-
KpLoN ToU (pwo@Opou, VW eAATTWVEL Ta enineda
KaAoITPIOANG Kal TV anoppd@non pwao@opou and
10 €vtepo. Me tov Tpdno autod enttuyxdavovtal pu-
oloAoyIka enineda pwopdpou o€ PApog Twv pEL-
WHEVWV ENNESWVY KAACITPIOANG PE OUVENELD TNV
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eAMINN KataotoAn twv napabupeoeldbwy adevwy
Kal tnv ekdnAwon AYTMO9. Xtnv teAeutaia ouvte-
Agl Kal n avtiotaon Twv Napabupeoeldbwv adévwy
otnv avactaAtikn dpdon tou FGF23 nou napatn-
peltat otn XNN kat o@eidetal otnv eEAaTTwpévn €k-
¢ppaon tou oupnAéypatog FGFR-Klotho otnv eni-
pavela Twv napabupeosldwy kuttdpwve'®. Xe nio
npoxwpnpeva otddla XNN Adyw aduvapiag ano-
BoANG pwo@dpou ekdNAWVETAL UNEPPWOPATAl-
pia kat o FGF23 au€dvetal pe napaltépw apvntikn
enidpaon otnv e€€AEN tou AYTO. Ta uynAd enine-
da tou FGF23 aokouv bpdocelg kal oe AAa épya-
va- 0TOXoug 6nwg n kapdld Kal ta ayyeia kat oup-
BaAAouv otnv avantu€n eninAokwy thg XNN, 6nwg
n kapdlayyelakn Bvntdtnta, n ayyeondbela kat n
puokapbdlondBela’.

H véa auth Bewpia katd tv onoia n avgnon
tou FGF23 mponyeital t¢ ungppwopataipiag
Kal odnyel otnv ekdbnAwaon tou AYTO, evw aképa
aokel apeon kapdlayyelakn togkoTnNta, €xel 1dlai-
TEPN KAWVIKA onpacia. ZUpgpwyva pe autn ta enine-
da tou FGF23 anotelolv napdyovta kivduvou h
Kal otdxo Bepaneutikwy napepPacewv!'’.

OOYXDATONINEL

=[lapd to éu n napaboppdvn kat n 1,25(0H)2
Birapivn D pnopoulv va eppnveloouy TG NEPLOOO-
TEPEG ANO TG (PUOLIOAOYIKEG Kal nabBopualoAoyi-
KEG Olepyaoie oto petafoAlopd tou pwopdpou
UNAPXOUV QPKETEG dlaTapaxeg nou Oev pnopouv
va eppNveUTolV anod dlatapaxes Twv avwtépw op-
HOVWV Kal povo. MNelpapatikeég Kal KAWVIKEG HEAE-
TeG avedeltav veoug Napayovieg ol onoiol CUpKE-
TEXOUV OTNV OpolooTacia tou pwaopdpou, TG Puw-
opatoviveg''®.

H owoyévela twv FGF avakaAli@Bnke and tov
Armelin to 1973. Zhpepa yvwpiloupe 22 pEAn,
FGF1-FGF23. Mpokertal yia npwrteiveg nou ano-
teAolvtatl and 150 €wg 300 apvo&ea kat xwpi-
Covtat oe 7 unoolkoyéveleg, FGF1/2, FGF4/5/6,
FGF3/7/10/22, FGF8/17/18, FGF9/16/20,
FGF11/12/13 kat FGF15/19/21/23. Awakpivovtat
0€ EOWKPIVELG, napakplvelg kal evdokpiveig napd-
YOVTEG, av@Aoya pe tov pnxaviopd dpdong toug14.
Ot eowkpiveic FGF nou neplAapBavouv téooepa
peANn FGF eival evdokuttdpleg npwrteiveg, nou Acl-
TOUPYIKA bgv €lval OpOIEG e TOUG NAPAKPIVE(G N
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Toug evOOoKpIve(G napdayovteg. Ot evOOKPIVEIG Nepl-
AapBavouv tov FGF19, FGF21 kat FGF23.

Ot unoowovéveleg  FGF1/2,  FGF4/5/6,
FGF3/7/10/22, FGF8/17/18 «at FGF9/16/20
Spouv WG MNapakpvika popla  onpatodotnong
HEOW evepyonoinong TNG TUPOCIVIKAG KIvaong Kal
¢ Beukng nnapivng wg oupnapdyovta. H uno-
olkoyévela FGF15/19/21/23 dpa w¢ evOOKPIVIKO
HOPLO oNPATOdOTNONG PEOW TWV UNOOOXEWV TOUG
FGFR kat tou oupnapayovta aklotho kat Bklotho.™

O FGF23 otn xpovia ve@pikn véaoo.

O autnukdg napdyovrag twv voPAactwy (FGF)
23 anoteAel pla oppdvn nou napdyetal kupiwg
and ta ooTeoKUTTaPa, TOUG AEP(PadEveG, To BUpo
adéva, Tov HUEAS TwV 00TWY, Ta PAEPRIKA TPIXOELON.
O FGF23 eival pla npwrteivn nou anoteAeital and
251 apwvotéa pe poplakd Bapog 32kD mou kwbl-
Konoleftat and to yovidlo nou edpddetal oto xpw-
poowpa 12p13. H avakdAuyn tou augntikou na-
payovta FGF23 €pepe enavaotaon otnv katavon-
0N TWV OXEOEWV Kal aAANAENIOpAcewy petaty ve-
(PPWV-00TWV KAl TWV PEXPL TWPA ENKPATOUVIWY
OpHOvVWV NG opolootaciag Tou Pwao@opou, TNG
napaBoppoévng kat tng Brrapivng D617

H 6pdaon tou FGF23 ota 6pyava-otdéxoug anal-
tel ™ oUvdeon tou pe tov unodoxea tou FGFR
(Fibroblast Growth Factor Receptor) kal pe tov
ouvunodoxéa tou Klotho , n onoia npoodidel otov
FGFR €16ikh kavotnta ouvdeong pe tov FGF23.0
ouvunodoxeag Klotho au€avel th xnpikh ouyyé-
vela tou FGFR pe tov FGF23 pe anotéAeopa tn
(pwopatouplkn dpdon tou teAeutaiou. H kAoBwW
ekppadetal oe apketd épyava Onwg oto VEPPO,
0TouG Napabupeoeldeig adeveg, oTIG WOBNKES K.a.
Kal JELOVEL TNV anékkplon acBeotiou ota oupa's.

O FGF23, 6nwg avagépBnke, avikel otnv OIKo-
VEVEID TWV PWoPatovivwy kal o KUPLoG OTOX0G
Tou elval o veppadg, 6nou pubpilel to petaPoAiopo
T0U PWoPOpou Kal g Prrapivng D. H 6pdon tou
eival ewoMatoupikn, PEVOVIAg TN varploegap-
TWHEVN ENavappoOenon Tou PwoPOPoU 0Ta VEPPL-
K& eniBnAlakd kuttapa (avactéAwvtag th dpdon
TOU OUPHETaQOPEA vaTpiou-pwoPdpou 2 a Kal 2¢
) Kal eniong avaotéAMwvtag v 1 a-udpofuArdon
peEveL Ty napaywyn g 1,25(0H),D, kat endyel
v €kppaon tng 24 a udpofuAdong nou udpotu-
AOVEL TNV KaAoITplOAn og Atydtepo evepyod peta-
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BoAltn 1,24,25(0H),D, ™%,

O1 napaBupeocldeic adéveg amoteAolv Evav
akopn otoxo tou FGF23, 6nou epnodilel tv €kkpl-
on tng napaBoppévng (PTH).

2to nAaiolo tg XNN n uneppwopatalpia ou-
VIOTA €vav onpaviikd napayovia Kivouvou yia v
avantuén kapdlayyelakwy nabnoewy Kat kat' ené-
ktaon tg Bvnowotntac?l. H eAattwpévn anék-
KON pwopOpou €Xel WG anotéAeopa v augn-
on napaywyng FGF23, n ouykévtpwon tou onoi-
ou au€dvetal akopn nepLoootepo Adyw Kal Kata-
Kpdtnong tou kat aduvapia anékkplong tou wg
enakoAouBo vepplkng ékntwong. ‘0oo o pubudg
onelpapatikng 6inbnong pelwvetal, Too ta enine-
6a tou FGF23 au€avovtal (€wg kal 1000 popég
navw ano to gualoAoyikd) otn XNN teAikou ota-
diou. Ot avtiotaBuiotikég augnoelg tou FGF23 kat
g PTH unofonBouv tn 6iathpnon Twv (puoloAo-
YIKQV ENNESWV TOU pWo(OpoU otnv NAslowngpia
twv aoBevwv nou Bpiokovtal efte ota npwipa efte
ota evolapeoa otddla tng XNN.#

2Ta NpWIpa otadla g VePPIKNG vOoou napatn-
peftal av€non tou FGF23 kal ta enineda tou pw-
O0(OPOU NAPAPEVOUV O€ (PUOLOAOYIKA enineda pe
tipnpa OpwG T pEIWPEVN KATAOTOAN Twv napa-
Bupeoeldbwyv adévwy Kal v ekdnAwaon deutepo-
naboug unepnapabupeocldlopol. Ye TeAKd ota-
dla XNN o FGF23 napouoiddel Betikn ouoxétion
pe kapdlayyelakd oupPavia kat Bewpeital wg npo-
YVWOTIKOG napayovtag Kivduvou. 8

Ot Pavik et al (2013) avagépouv nwg n dlapey-
Bpavikn npwrtelvn Klotho kat o FGF23 cuviotolv
TOUG KUPLOUG pUBIOTEG TOU 00TIKOU PETABOAIOHOU
otn xpovia vePpikn véoo. Mapd tnv anodedetypévn
augnon twv ennedbwv tou napayovta FGF23 katd
ta npwipa otddla tg XNN, n yvwon oxXetka Pe
ta enineda g npwrteivng Klotho ota dlapopeti-
KA otddla tng XNN eival neploplopévn. (g ex tou-
Tou dlenyayav peAeTn dlactaupoUpevng napatn-
pnong oe 87 aoBeveig npokelpévou va petpnBolv
n 61aAutn Klotho, o FGF23, n PTH, n 1,25-81u6po-
&u Brrapivn D..

Ta anoteAéopata £6€1€av Nwg otnv nNepintwon
¢ XNN ( otddia 1-5) n Klotho kat n 1,25D pel-
wBnkav ypappika evw n PTH kat o FGF23 napou-
olaoav pia ypapun pdong ota apxikd otdadla tng
véoou Kal pia ev ouvexela kapnuAdypappn avgn-
oNn pE To NEPAg Twv otadiwv TNG. XTn OUVEXELQ, Ta
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enineda tng Klotho peiwbnkav katd 4,8 pg/mL kat
ta enineda g 1,25D katd 0,30 ng/L. MapdAin-
Aa peiwdnke n GFR kata 1 mL/min/1,73 m2. Ou
EPEVUVNTEG oupnépavav Nwg ta enineda g dlaAu-
¢ Klotho kat 1,25D pelwvovtal kat ta enineda
tou FGF23 autavovtal ota apxika otadia tng XNN
evw ta enineda tng PTH aufavovtal o€ nio npoxw-
pnpéva otadla g vooou.*

Ot Isakova et al (2011) pétpnoav oe delypa-
ta afpatog andé 3.879 aobeveic tov napayovta
FGF23. AvaAutikétepa ta enineda katd peco 6po
TOU PWO@OPOoU  Kal tNG napaboppdvng atov 0po
ntav evtog guoloAoyikoU €Upoug, aAAd o pEcOog
6pog tou FGF23 ntav agloonpeiwta peyaAlte-
poG and o, T 0Tou¢ UYLelG nAnBuopolg kat augn-
Bnke onpavtika pe t pelwon tou pubpou onelpa-
patikng &nbnong (eGFR). Ta uynAd enineda tou
FGF23 oplotnkav wg autd nou Bpiokovtav navw
and 100 RU/ml kat htav ouxvotepa otnv uneppw-
opataipg{a kat oto deutepoyevh unepnapabupeo-
e1dlopd oe 6Aa ta otadia tou eGFR. O¢ ek tou-
TOU Ol ouyypageic oxoAlddouv nwg n avgnon tou
FGF23 eival pla kown exkdnAwon tg XNN kat ava-
ntuooetal vwpitepa and thv alt&non Tou pwopo-
pou N NG PTH pe anotéAeopa ol PETPNOELG ToU
FGF23 va kaBiotavtal wg €vag euaiobntog npwi-
pog Blodeiktng tou petafoAiopol Tou pwopdpou

o€ aoBeveig pe XNN.

O1 Chudek et al (2014) biepedvnoav tov FGF23
otnv npwipn XNN otoug NAIKIWPEVOUG Kal Epap-
pooav petphoelg twv iFGF23, cFGF23 oto nAa-
opa, tou aofeotiou, TG Acukwpativng, tTng kpea-
Twvivng, tng oupliag, tng kuotativng C, tng iPTH, tng
Birapivng 25-0OH-D3 kal tou pwo@opou otov opd
o€ 3780 oUPpETEXOVIEG Avw Twv 65 €twv. H pe-
A€Tn Toug dlaniotwoe nw¢ n av&non tou cFGF23
nponynBnke t6oo ¢ avgnong otnv iPTH 6oo kat
tou iIFGF23 kaBwg peiwbnke to eGFR. MapaAAn-
Aa, n av&non tou eninédou tou iIFGF23 oto nAd-
opa dev nponynBnke TNG alnong Twv OUYKEVTPW-
ogwv tou iPTH atov op6 kat dev epgpaviotnke nptv
ané to otadio 3 tng XNN oe nAkiwpéva dtopa.

QQotdo0, 0Ol EPELVNTEG KATEANEAV OTO CUpNéPa-
opa nwg o oeiktng cFGF23 dev ouviotd npwipo
delktn g napouoiag tng XNN otoug NAKIWpE-
vouc aoBeveic.

LYMMEPAZMA
Ta vedtepa dedopéva nou apopolv To pOAO Tou
FGF23 1600 otnv naBopuaotoloyia tou AYTO doo
Kal otnv ekdNAwaon Twv Kapdlayyelakwy eninAo-
kv tng XNN avoiyouv véoug opidovteg otnv kata-
véNon Kal avtgeTwnion NG augnpévng voonpotn-
Tac Kal Bvntétntag twv acBevwv autwy
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MepiAnyn

Ikondg: H kataypaen twv acBevv nou gival unoPn@lol yla aywyn pe avaotoAeic tng PCSK9
(proprotein convertase subtilisin/kexin type 9).

MéBobot: Mpdkertal yia pia avadpopikn peAétn napatnpnong otnv onoia ouppeteixav 1,000
evhAlkol aoBeveig nou napakoAouBouvtal oto e§wtepikd latpeio Aimdiwv tou Maveniotnpia-
koU Noaookopeiou lwavvivwy yia =3 étn. O katnyopieg Twv acBevwv nou ntav unoynelot yla
TN Xopnynon avaotoAéwv tng PCSK9 opiotnkav oUp@wva pe Tig kKateuBuvtnpleg odnyieg tng
EAAnvikng Etalpeiag ABnpookAnpwong. Q¢ eniBetikn aywyn pe otativn opiotnke ekeivn nou
avapévetal va pelwoel ta enineda tng xoAnotepdAng Twv XapnAng nukvoTNTag AlNonpwreiviwv
(LDL-C) katd =50%.

AnoteAéopata: And to oUvoAo Twv atdépwv Nou CUPHETEIXE TN PEAETN, TO 17% TwV ATOpWY
eixe dayvwoBel pe CVD, to 6% pe oakxapwdn dtafntn tunou 2 kat BAGRN opyavou otéxou, To
11% twv atépwv eixe otkoyevin unepxoAnatepoAatpia (FH) kat to 4% eppavios duoavegia otn
otativn. Ta enineda tng LDL-C yia 1§ 3 katnyopieg aoBevwv nou eAdppavav eniBetikn uno-
Amdatpikn aywyn Atav 97 mg/dL (eUpog:46-305), 69mg/dL (eUpog:54-159) kat 107 mg/dL
(€Upog:45-242), avtiotoixa, evw ta dtopa nou epgavicav ducavegia otig otativeg kat EAdppa-
vav onotadnnote unoAmdatpikn aywyn oe avekthn déon eixav enineda LDL-C 104 mg/dL (gu-
p0G:32-230). Ano toug aoBeveig nou eAdpPavav eniBetikn unoAimdalpiki aywyn, 11 and toug
27 aoBeveig pe CVD, 1 and toug 5 diapntikoug aoBeveig pe BAGRN opyavou otdxou kat 10 and
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Toug 51 aoBeveic pe FH Atav unoynolol yia aywyn pe avaotoAeic tng PCSK9. Avtiotoixa, 12
and toug 41 aoBeveic nou eppavicav duoaveia otig otativeg Atav eniong unoWnglog va Ad-
Bel avaotoAeig tng PCSKO.

Yupnepaopata: ‘Eva ikavé nocootd unepAinidalpikwyv acbevav upnAol kivduvou kat 1diai-
Tepa ol aoBeveic pe kapdlayyelakn véoo kat FH dev enituyxdvouv toug otdxoug Tng aywyng
6oov a@opd tn LDL-C kat givat unoyneolot yia aywyn pe avaotoAeig tng PCSKI.

Né€erg - KAeldid: eniteutn, otoxol, xoAnotepoAn, PCSK9 avaotoAeic

Clinical application of PCSK9 inhibitors in
a specialized lipid clinic

Fotios Barkas ', Evangelos Liberopoulos 2, Anastazia Kei ', Andromachi Makri ?, Efstathia
Megapanou '?, Adelaida Pantazi?, Moses Elisaf 2, George Liamis '?

1 Department of Internal Medicine, School of Medicine, University of loannina, loannina, Greece
2 2nd Department of Internal Medicine, University Hospital of loannina, loannina, Greece

Summary

Aim: To record how many patients are candidates for treatment with proprotein convertase
subtilisin/kexin type 9 (PCSK9) inhibitors in the setting of a specialized lipid clinic.

Methods: This was a retrospective observational study including 1,000 adult dyslipidemic
patients followed-up for > 3 years in a specialized lipid clinic. The groups of patients being
candidates for PCSK9 inhibitors were defined according to the guidelines of Hellenic
Atherosclerosis Society. As high intensity statins were considered those expected to reduce
low-density lipoprotein cholesterol (LDL-C) levels by =50%.

Results: Of the total study participants, 17% of the subjects were diagnosed with
cardiovascular disease (CVD), 6% with type 2 diabetes and target organ damage, 11%
had familial hypercholesterolemia (FH) and 4% exhibited statin intolerance. LDL-C levels
for the first three groups of patients receiving high intensity statin treatment were 97
mg/dL (46-305), 69 mg/dL (54-159) and 107 mg/dL (45-242), respectively. Patients with
statin intolerance and receiving any hypolipidemic treatment at any tolerable dose had
LDL-C levels of 104 mg/dL (32-230). Of the patients receiving aggressive lipid-lowering
treatment, 11 out of 27 CVD patients and one of 5 diabetic patients with target organ
damage had LDL-C =100 mg/dL, whereas 10 of 51 FH patients had LDL-C =130 mg/dL.
Correspondingly, 12 out of the 41 patients who had statin intolerance were also candidates
for PCSK9 inhibitors.

Conclusions: A considerable proportion of hyperlipidemic patients at high cardiovascular
risk and especially those with FH, do not achieve optimal LDL-C levels and are candidates
for treatment with PCSK9 inhibitors.

Keywords: target, achievement, attainment, cholesterol, PCSK9 inhibitors

6/12/18 23:39 ‘ ‘



Teuxog 120 Oktwpplog - Aeképpplog 2018

231

Introduction

Cardiovascular (CV) disease remains the major
leading cause of mortality in the developed
countries[1] Although statins are the cornerstone
therapy for the primary and secondary CV
prevention [2], since the statin-mediated
cholesterol reduction reduces CV mortality [3],
a considerable proportion of patients remains
undertreated in everyday clinical practice[4-6] In
both Greece and the rest European countries a few
patients do not receive intensive hypolipidemic
therapy and mostly those at very high CV risk
do not achieve optimal low-density lipoprotein
cholesterol (LDL-C) levels as proposed by the
European guidelines.[4-9] Nevertheless, even
the prescription of high doses of high-intensity
statins do not lead to effective LDL-C reduction.
[8, 10-13] On the other hand, combination
therapies of a statin with other hypolipidemic
drugs, such as ezetimibe or the inhibitors of
proprotein convertase subtilisin/kexin type 9
(PCSK9), induce greater LDL-C reduction rather
than statin monotherapy.[14, 15] Considering the
controversial results of the studies evaluating the
cost-effectiveness of the PCSK9 inhibitors [16-
22], it would be of great interest to record the
patients who would be candidate to take such
treatment in clinical practice.

In the present study, we aimed to evaluate the
rates of LDL-C target attainment according to the
recent guidelines of the Hellenic Atherosclerosis
Society (HAS) and to record the proportion of the
candidates for treatment with PCSK9 inhibitors
according to the Consensus Panel of the Hellenic
Atherosclerosis Society[23, 24]

Methods

As previously described, this was a retrospective
study including 1,000 adult dyslipidemicindividuals
with a follow-up of =3 years who attended the
Outpatient Lipid Clinic of University Hospital of
loannina in Greece[7-9] The study protocol was
approved by the institutional Ethics Committee.

Demographic characteristics as well as clinical
and laboratory data were recorded. These
included age, gender, smoking status and body
mass index (BMI) together with history of CV risk
factors and concomitant diseases. Prescribed

‘ ‘ 120 teyxos.indd 231

lipid-lowering medications were also recorded,
including the name and dose of statins and other
lipid-lowering drugs (i.e. ezetimibe, colesevelam,
fibrates and w-3 fatty acids). Study participants
were classified into three CV risk categories: very
high, high and moderate according to the HAS
guidelines.[23] The corresponding LDL-C goals
were 50% LDL-Creductionand LDL-C <70 mg/dL,
<100 mg/dL and <115 mg/dL, respectively. In our
cohort, subjects were stratified in CV risk groups
according to the HAS guidelines and ten-year
cardiovascular risk was estimated by the Hellenic
SCORE.[25] Familial Hypercholesterolemia (FH)
was defined according to the diagnostic criteria
of Dutch Lipid Clinic Network. Hyperlipidemic
individuals fulfilling the criteria of ‘definite’ or
‘probable” FH were considered as heterozygous
FH patients in the present study.

The intensity of statin therapy was classified
as high, moderate and low on the basis of
the average expected LDL-C lowering of 50,
30-50 and <30%, respectively. Daily doses of
atorvastatin 40-80 mg and rosuvastatin 20-40
mg were considered as high-intensity statins.

According to the Hellenic Expert Consensus, the
eligible patients for administration of monoclonal
antibodies against PCSK9 are the following: 1)
Adult patients with established atherosclerotic
CV disease or diabetic patients with known CV
disease or chronic kidney disease (estimated
glomerular filtration rate <60 mL/min/1.73 m2
and/or albuminuria for at least 3 months) or
other target organ damage who have LDL-C
>100 mg/dl despite being under appropriate
health-diet and pharmaceutical treatment with
the maximum tolerated dose of a high-intensity
statin (atorvastatin 40/80 mg or rosuvastatin
20/40 mg) + ezetimibe 10 mg, 2) adult patients
with FH without known atherosclerotic CV disease
and LDL-C =130 mg/dL despite being under
appropriate and pharmaceutical treatment with
the maximum tolerated dose of a high-intensity
(atorvastatin 40/80 mg or rosuvastatin 20/40
mg) + ezetimibe 10 mg and 3) high- or very high-
risk patients (HELLENIC SCORE >5% or >10%,
respectively) who are intolerant to statins and
have LDL-C 2130 or 2100 mg/dL, respectively,
under any tolerated lipid-lowering treatment.[24]
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For the purposes of the present analysis we
report: 1) the rates of LDL-C goal achievement
and 2) the proportion of the candidates for
administration of monoclonal antibodies against
PCSKO.

Statistical analysis

Analysis of efficacy parameters was performed
descriptively. Continuous numeric variables were
expressed as mean + standard deviation and
median (interquartile range; IQR) if Gaussian
or non-Gaussian  distributed, respectively.
For categorical values, frequency counts and
percentages were applied. Chi-square tests were
performed for interactions between categorical
values. The difference of variables between 2 or
more groups was assessed by analysis of variance
(ANOVA) and post-hoc least significant difference
(LSD) tests were used for the comparison of
variables or ratios of interest between two
groups. Two-tailed significance was defined as
p <0.05. Data analysis was performed using the
Statistical Package for Social Sciences (SPSS)
23.0 software (SPSS IBM Corporation, Armong,
NY, USA).

Results
Study population

A total of 1,000 subjects were included and
followed up for a median of 6 years (4-10).
Demographic and clinical characteristics of the
study population are shown in Table 1. Subjects’
median age was 64 years and 45% of those were
males. Of note, 17% of the study participants
were diagnosed with CV disease, 6% had diabetes
with target organ damage and 11% fulfilled the
criteria for FH.

Ninety four percent of subjects were on lipid-
lowering therapy: 91% on statins (68% on statin
monotherapy and 32% on combined therapy).
In 25% of subjects statins were combined
with ezetimibe, 5% with w-3 fatty acids, 4%
with fibrates, and 1% with colesevelam. Some
patients were on triple combinations (e.g. statin
+ ezetimibe + fibrate). Among non-statin treated
patients (9% of the whole population), 69% were
not on any lipid-lowering medication, 24% were
on fibrates, 9% on ezetimibe and 7% on w-3 fatty

acids. Four percent of all patients were unable to
tolerate even low-dose statin treatment.

Selected lipid-lowering therapies
and LDL-C goal achievement across CV risk
groups

Selected lipid-lowering treatment and rates of
LDL-C target achievement across CV risk groups
are shown in Table 2. Patients at ‘very-high’ CV
risk were more likely to receive ‘high-intensity’
statin treatment compared with those at ‘high’
and ‘moderate’ CV risk, while approximately half
of patients in each CV risk group were treated
with a ‘moderate-intensity’ statin therapy (Table
2). A non-significant trend towards a higher rate
of a statin + ezetimibe combination treatment
was noted in subjects at ‘very-high" and ‘high’ CV
risk compared with those at ‘moderate’ CV risk
(Table 2).

Patients at ‘very-high' CVrisk had the lowest rate
of LDL-C target attainment compared with the
other 2 groups (16 vs 27 vs 59%, p <0.05) (Table
2). The combination treatment of a statin with
ezetimibe achieved higher rates of LDL-C target
attainment compared with statin monotherapy
(41 vs 27%, p <0.05), whereas the additional
use of ezetimibe boosted the anticipated
LDL-C reduction =50% of high-intensity statin
monotherapy (76 vs 47%, p <0.05).

Candidates for administration of
monoclonal antibodies against PCSK9

Table 3 presents the median LDL-C levels of
patients taking high-intensity statin therapy plus
ezetimibe. Of the patients receiving aggressive
lipid-lowering treatment, 11 out of 27 patients
with CV disease and one of 5 diabetic patients
with target organ damage had LDL-C =100 mg/
dL, whereas 10 of 51 FH patients had LDL-C
>130 mg/dL. Correspondingly, 12 out of the 41
patients who had statin intolerance were also
candidates for PCSK9 inhibitors.

Discussion
The present study shows that LDL-C target
attainment remains poor in everyday clinical
practice. Although the use of combination statin
therapy with ezetimibe boosts LDL-C reduction, a
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considerable proportion of high risk patients and
especially those with CV disease or FH, remain
undertreated and are candidates for therapy with
PCSK9 inhibitors.

LDL-C reduction remains the main target
of primary and secondary CV prevention.[2]
Nevertheless, our results showing that LDL-C
goal achievement is far from optimal in everyday
clinical practice are in agreement with previously
published studies. EUROASPIRE IV, a cross-
sectional trial conducted in 24 European countries
with a total of 16,426 study participants, showed
similarlowratesof LDL-Cgoalachievement,mostly
in those with coronary heart disease (19.3%).[6]
Furthermore, Dyslipidemia International Study Il
(DYSIS 1I) demonstrated that only 29.4% of the
enrolled 10,661 patients with coronary heart
disease had optimal LDL-C levels.[5] Likewise,
additional studies have demonstrated low rates
of LDL-C target attainment not only in patients
with CV disease [4, 26, 27], but also in other
high risk patients, such as those with diabetes
and FH[28-30] Of note, our rates of LDL-C goal
achievement were the lowest compared with the
aforementioned studies. This could be attributed
to the fact that our study adapted the most recent
guidelines which additionally require the stringent
target of the anticipated 50% LDL-C reduction in
high risk individuals.

There are several reasons accounting for poor
LDL-C target attainment in clinical practice. First,
compliance with treatment should be considered.
A previous analysis of ours along with other
studies have shown that poor compliers exhibit
lower rates of LDL-C attainment compared with
good compliers.[9, 31] This issue is relevant since
poor adherence to lipid-lowering treatment has
been associated with increased CV morbidity
and mortality[32] Some strategies can increase
compliance with treatment. For instance, fixed-
dose combinations of lipid-lowering medications
can improve compliance leading to a long overdue
reduction in CV events.[33] In addition, reluctance
of physicians to prescribe a more aggressive
lipid-lowering therapy plays a detrimental role.
Indeed, high doses of statin therapy are avoided
in everyday clinical practice due to the fear of
potential side effects[7, 9] In our study, almost

half of the patients at high CV risk were taking
high-intensity statin and only 25% of those
were taking combination therapy of a statin plus
ezetimibe. Similarly to ours, previously published
studies have demonstrated that statin utilization
is low in clinical practice, even in very-high and
high risk patients.[11, 34] Thus, more aggressive
lipid lowering therapies, such as statin therapy
at maximal dose or combination treatment with
ezetimibe, are needed in order to increase LDL-C
target attainment. Indeed, our results showed
that combination statin therapy with ezetimibe
achieved higher rates of LDL-C goal achievement
compared with statin monotherapy, whereas
the additional use of ezetimibe on high intensity
statin treatment boosted the anticipated LDL-C
reduction =50%.[8] Nevertheless, a considerable
proportion of patients at high risk, such as those
with CV disease or FH, remained undertreated
in our study despite their potent lipid-lowering
therapy. Indeed, high-intensity statin therapy does
not always achieve =50% LDL-C reduction [13],
whereas optimal LDL-C goal achievement in FH
patients remains a challenge in clinical practice.
[12, 35] Finally, statin intolerance, which appears
more common in real world practice than the
randomized trials [36], might be a reason for poor
LDL-C target attainment, since such individuals
cannot tolerate statin at maximal doses if not
at all. This has attracted most attention, given
the well-established consequences of increased
cardiovascular events and mortality associated
with statin discontinuation.[37] In this context,
new treatment modalities are needed in order
to overcome the issue of poor LDL-C target
attainment in everyday clinical practice.

Several trial and meta-analyses have endorsed
the effectiveness of PCSK9 inhibitors in LDL-C
reduction[15, 38, 39] Considering the recent
results of the FOURIER (Further Cardiovascular
Outcomes Research with PCSK9 Inhibition in
Subjects with Elevated Risk) trial showing that
the use of evolocumab on a background of
statin therapy reduced the risk of CV events by
15% [40], current guidelines propose the use
of PCSK9 inhibitors in certain patient groups.
[24] Nevertheless, there is a debate whether
these drugs should be widely used in the market
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because of their neural effect on mortality and
their cost[18] Several analyses argue that
PCSK9 inhibitor use even in patients with FH or
CV disease does not meet generally acceptable
incremental cost-effectiveness thresholds and
they have reached the conclusion that significant
discounts are necessary to meet conventional
cost-effectiveness  standards[17, 41, 42]
Considering this debate, there is an urgent need
for trials identifying the proportion of patients
being candidates for PCSK9 inhibitors in everyday
clinical practice. To the best of our knowledge, our
trial was the first to evaluate the applicability of
PCSK9 inhibitors in the setting of a lipid clinic. Our
results showed that a considerable proportion of
patients diagnosed with either CV disease or
FH are candidates for treatment with PCSK9
inhibitors (40 and 20%, respectively), despite

taking aggressive lipid-lowering therapy. Thus,
our study highlights the need for future policies
reducing the cost of PCSK9 inhibitors therapies,
whereas physicians should be alarmed to identify
those patients who remain undertreated and are
candidates for such treatment.

Conclusion

Despite the available lipid-lowering drugs,
the majority of patients at high CV risk are
either mistreated or undertreated. Although the
additional use of ezetimibe on high-intensity statin
therapy boosts LDL-C reduction, a considerable
proportion of patients with CV disease or FH
remain undertreated and are candidates for
administration of monoclonal antibodies against
PCSKO.

Table 1 Demographic and clinical characteristics of the study population.

Variable Total study participants (n=1000)
Age, years 64 (55-72)

Male sex, % 45

Smoking, % 15

Family history of premature coronary heart

disease, % 23

Metabolic syndrome, % 55

Hypertension, % 73

Body mass index, kg/m2

28.3(25.7-31.1)

Systolic blood pressure, mmHg

130 (120-136)

Diastolic blood pressure, mmHg

78 (72-84)

Total cholesterol, mg/dL

178 (154-200)

Triglycerides, mg/dL

112 (84-150)

High-density lipoprotein cholesterol, mg/dL 53 (45-62)
Low-density lipoprotein cholesterol, mg/dL 98 (79-117)
Lipid-lowering treatment, % ¥ 94
Statin treatment, % 91
Cardiovascular risk, %

Very-high 47
High 41
Moderate 12
Morbidities, %

Diabetes 21
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Diabetes with target organ damage 6
Chronic kidney disease 18
Cardiovascular disease 17
Familial hypercholesterolemia 11
Statin intolerance 4

Values are expressed as median (range).

Table 2. Lipid-lowering treatment and LDL-C target attainment across the CV risk
groups.
Variable Cardiovascular risk groups
‘Moderate’ risk ‘High' risk ‘Very-high' risk (n=477)
(n=115) (n=408)
Intensity of statin
treatment
‘High-intensity’, % 17* 27" 40
‘Moderate-intensity’, % 55 57 53
‘Low-intensity’, % 7" 4* 1
No statin treatment, % 217 12* 6
Statin plus ezetimibe, % 19 24 24
@ High intensity statin plus 6 17 13
ezetimibe, %
LDL-C target attainment, % 59* 27* 16

ANOVA analysis was performed across cardiovascular risk groups
*p <0.05 for the post-hoc LSD comparison with individuals at ‘very-high' cardiovascular risk

Abbreviations: LDL-C: low-density lipoprotein cholesterol; ANOVA: Analysis of variance; LSD: least

significant difference

Table 3. LDL-C levels of patients taking high-intensity statin therapy with ezetimibe.

Variable LDL-C levels (mg/dL)
. <70mg/ | 70-100 | 100-130 | >130 mg/

Median (range) | " ()" | mg/dL (n) | mg/dl () | dL ()
Adult patients with established
CV disease (n=27) 97 (46-305) / ? > 6
Diabetic patients with target 69 (54-159) 4 0 1 0
organ damage (n=5)
FH patients without CV disease 107 (45-242) 6 14 20 10
(n=51)
(F’naztf]n)ts with statin intolerance 104 (32-230) 4 17 8 12

Abbreviations: LDL-C = low-density lipoprotein cholesterol, CV = cardiovascular, FH = familial

hypercholesterolemia
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MNepiAnwn

H ytyavtokuttapiki nnatitda (MH) napatnpeital ouvnBwg oe nnatikd voonyata katd tn veo-
YVIKN Kal npwtn natdikn nAikia, evw €ival ondvia otoug evnAikoug otoug onoioug neprypaee-
Tal Pe Tov 6po «HETA-VEOYVIKNA yiyavtokuttaplki nnatitida» (MIH). H MI'H ouoxetiletal pe pia
nolkiAia voonpdtwy, oupnepiAapBavopévwy ToEIKWY 0Ualwy, LOYEVWV AOIMWEEWY Kal autoa-
vOOWV VOONPATWVY Tou NNatog Pe nio ouxvé tnv autodvoon nnatitida (AH). X1o ouyKekpIpéVo
apBpo, napouaotaletal pia nepintwon MIMH o aoBevi nAikiag 76 1wy, xwpig yvwotd 1oTopiko
nnatikng véoou nou napouciace éva eneloddio ofelag ooPapng nnatitidbag. Metd tov evoeAe-
xn anokAelopd AAAwv artwv ofelag nnatitidag T1éoo e anelKoVIOTIKEG, 0POAOYIKEG, Hikpoplo-
AOYIKEG 600 Kal avoooAoyikeG peBddoug, téBnke n didyvwon tng oeiag oofapng AH (OZ-AH).
H aoBeving éAafe aywyn pe KOPTIKOOTEPOELON XwpIG avtandkplon kal aneiwoe 3 nuépeg ap-
yotepa Adyw ofelag kepauvoBdAou nnatiking avendpkelag (OKHA). H Bloyia nou dievepynBnke
peta Bdvatov avédel&e tunika eupnpata MIMH. H MIM'H Ba npénel ndvta va tibetal otn diago-
pikn Sldyvwon ave€nyntng ofeiag nnatokuttaplkng BAARNG, kabwg ev avtiBEéoel pe Tt ouyke-
Kplpévn aoBevn, n npwipn évap&n Koptikootepoeldbwv pnopei va anodeixBei owtnpla.

©2018
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Postinfantile Giant Cell Hepatitis with
Features of Acute Severe Autoimmune
Hepatitis Probably Triggered by
Diclofenac in a Patient with Primary

Myelofibrosis

Pinelopi Arvaniti,’ George K. Koukoulis,? and George N. Dalekos ', Kalliopi Zachou'
1 Department of Medicine and Research Laboratory of Internal Medicine, School of Medicine,

University of Thessaly, Larissa, Greece

2 Department of Pathology, Medical School, University of Thessaly, Larissa, Greece

Summary

Giant cell hepatitis (GCH) is commonly reported in neonatal and infantile liver diseases
but rarely in adults where the term postinfantile GCH (PIGCH) is used. PIGCH is associated
with many diseases, including drugs toxicity, viruses, and autoimmune liver diseases, with
autoimmune hepatitis (AIH) being the most prevalent. We present a case of PIGCH in a
76-year-old female without known history of liver disease who suffered from an acute
severe episode of hepatitis. After careful exclusion of other hepatitis causes by imaging,
virological, immunological, and microbiological investigations, a diagnosis of acute severe
AIH (ASAIH) was established. The patient was started on corticosteroids but she did not
respond and died 3 days later because of advanced acute liver failure. Postmortem liver
biopsy showed typical PIGCH lesions. Physicians must keep this catastrophic entity in mind
in cases of unexplained acute liver injury as, contrary to our case, prompt rescue therapy

with corticosteroids may be life-saving.

Eloaywyn

H yyavtokuttapikn nnatitida (MH) anoteAel pia
Katdaotaon nou xapaktnpiletal and eAeypovh kat
noAunudpnva nnatokUttapa, n onofa pnopel va na-
patnpnBel oe €va eupy GAopa NNATIKWY voonpda-
TWV KUplwg katd tnv nadikn kat veoyvikn nAkia
(7). AvubBetwg, n katdotaon autn eival e€alpeti-
KA onavia o€ evhAlkeG aoBevelc, pe n xwplig tnv
unap&n unokeigevng nnatondBelag, kat o€ autég
TG NEPUTTWOELG NEPLYPAPETAL PE TOV OPO «ETa-
VEOYVIKN ylyavtokuttapikn nnatitda» (MIMH). H
MI'H anoteAel €va pn €161ké undtuno nnatitidag
nou pnopel va napatnpnBel oe éva eupl paopa
(PAEYHOVWOWY Kal XOAOOTATIKWY VOONUATWY ToU
nnatog, evw ¢aivetal va anoteAel pia avayevvnti-
KN avtidbpaon Twv NNatokuttdpwy o€ noikiAia PAa-
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NTkwV napayoviwy (2). Téoco n naboyevela 600
Kal n artoAoyia tng MIMH dev eival nAnpwg ano-
oapnviopeva (2-5). Méxpt onpepa poAlg 100 ne-
PINTWOELG aoBevwv éxouv neptypael otn BipAio-
ypapia ta teAeutaia 30 xpdvia (2). H MIMH éxel ou-
OXeTlotel pe togikdtnta enaydpevn and Gpappaka,
LOYEVE(G AOIHWEELG, autodvooa voonpata tou nna-
T0G, VW N autodvoon nnatitida aviinpoowneu-
€1 TO No ouxvo aito, nepinou to 40% twv nepL-
NTWOEWV NoU €xouv dnpooteutel otn BiBAloypapia
(2,4-8). H teAikn ékBaon twv acBevwv e€aptdatal
and tnv unokeiyevn artioAoyia kat kupaivetal and
v nAApn opaAonoinon NG nnatkng Bloxnpeiag
€w¢ TNV avantuén kippwong h kepauvoBoAou nna-
TIKNG avendpkelag (2,6-7).

Mapouaoidletal n nepintwon aocBevoug e 1oTo-
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Aoyika@ eniPeBalwpévn MIMH kal xapaktnplotika
o€elag ooPBapng autoavocou nnatitdag (OX-AH)
niBavotata enaydpevng and ty Anyn dikAogpeva-
KNG XwpIG NponyoUHEVO (0TOPIKO NAATIKAG VOOOU.

MNapouciacn acBevoig

fuvaika 76 etwy, elonxBn otnv naBoAoyikn KAwI-
KN Adyw dAyoug 6e€lou unoxovopiou and 10 npé-
POU LIE ENEKTAON OTN PAXN KAl NPOOSEUTIKN EUPA-
vion Ktepou. H aoBevng Adyw twv avwtepw ou-
pITWPAtwy, eAapBave pn otepoeldn avilpAgypo-
vawodn (dikhogevakn 50mg dUo QopEG NpePNoi-
WG) WG eni HUOOKEAETIKOU AAyoug yla diaotnpa 7
NUEPWV MPO TNG eloaywyng tnG. H nnatikn Bloxn-
peia v ev Adyw xpovikn nepiodo htav pualoAo-
yikn. Qotdoo, dev napatnpnBnke UNOXWPENON TwWV
OUPNTWHATWY, eV N acBevhg avépepe enNAEOV
EPPAvion vautiag Kl epeTwy ta onoia akoAoubnoe
N EQPAVION IKTEPOU TPELG NPEPEG PETA TNV £vapén
G dIKAoPevAkNG. And To Atopiko TNG avapvnotl-
KO énaoxe and pugloivwon, yvwotn and dletiag,
apTNPLaKn uneptacn unéd aywyn Pe kivanpiAn yia
15 €tn evw ntav etepoluyog ya B-Baracoaipia.
Agv avépepe KAtavaAwon QUTIKWY OKEUAOHATWY,
OUPNANPWHATWY H1aTPoPNG N VAPKWTIKWY 0UCLWOV
EVW OgV avEPePE NPONYOUPEVO LOTOPIKG NAATIKNG
vooou. And TNV avukelpevikn e€€taon n acBevng
napouoiale (ktepo kal nnatoonAnvopeyaia xwpig
otolxeia NNatikng eykepaiondbelag.

Ané tov epyaotnplakd éAeyxo avedeixBnoav ta
e€ng: Hb 10.8g/dl, aponetdAia 73x103/mm?, INR
2.32, aABoupivn 3.3 g/dl, oAikh xoAepuBpivn 15.4
mg/dl, AST 717 1U/L, ALT 679 IU/L, yGT 56 IU/L
kal 1gG avoooopaipivn 1760 mg/dl (avwtato 6plo
1500 mg/dl). H aktuvoypagia Bwpakog avedelte
NAEUPLTIKA OUAAOYN apLOTEPAQ, EVW TO NAEKTPOKAP-
dloypapnpa anokAelopd 6eClol okeAoug (AAY).
Ané ta a¢pla aptnplakoU aipatog avedeixBn ava-
nveuotikn aAkdAwon (PH 7.52, pO2 68 mmHg,
pCO, 28 mmHg kat HCO3 22.9 mEq/L).

Ané tov Aoind aipatoAoyiko, Ploxnpikd kat pi-
KpoPloAoyikG €Agyxo dev avedeixBnoav nabolo-
YIKA eupnpata oupnepliAapBavopéviy twv apvn-
TIKQV aldokariepyelwv. EnnAgoy, o €Agyxog yila
10UG Twv loyevav nnattidwy (A, B, C kat E) yia
nnatotpénoug 1oug (EBV, CMV, HIV, HSV) kaBwg
Kal yla Agiopaviaon, gupatiwon, BpoukéAAwaon kat
Aentooneipwon ntav apvnuikdg. O avoooAoyikdg
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€A€YX0G yla autodvooa Tou NNatog, oUp@wva pe
TG 61eBveic odnyieg yia tn dikyvwon tng AH, avé-
dei&e Betika avunupnvika avuowpata (ANA 1/80)
Kal BeTik@ avtiowpata évavil Agiwv PUikwv Ivov
(SMA 1/320) pe €upeco avooo@Boplopo, evw pe
pEBodo ELISA anobeixBnke n e1dikdTNTd TOUG €va-
vl F-actin (9-11). And to ungpnxoypapnua g
Kol\{ag avedeixBn exkoeonpaopévn onAnvopeyalia
pe dldtaon tng onAnvikng kat tng nuAaiag eAERag
xwplg otowxeia BpopBwong autwv.

Me &edopévn tnv Unapén NAEUPLTIKAG OUAAO-
YNG, o€ ouvduaopo pe tnv unapén de€loU anokAel-
OpoU oTo NAekTpokapdloypAPnpa Kal avanveuoTl-
KNG aAkGAwong and ta aépla aptnplakou aipatog,
SlevepynBnke afovikn topoypagia pe NPwITOKoA-
A0 MVEUPOVIKWV ayyelwy, n onoia anékAeloe thv
unap&n nveupovikng epgBoAng. H dievepyela Blowi-
ag ANatog oe authn t gpdon dev kateotn duvato va
npaypatonoinBei Adyw dlatapaxwv MMéEng.

H dlapopikn diayvwon nepleAdpBave 6Aa ta ni-
Bavd aftia o&eiag ooBapng nnatitidag kal npwti-
0Twg, TNV ofela loyevh nnatitda n onolfa kat ano-
KAE{oTNKe PETA TOV apvnTIKO LOAOYIKO €Agyx0. Me
Sedopévo To 10TopIKG pugAoivwong n miBavotn-
ta o&eo¢ ouvdpdpou Budd-Chiari kal 1oxalpikng
nnatitdag petd and padikn NVEUHOVIKA €UBOAA h
BpdpBwon t€bnke otn dlagopikh didyvwon. Qoto-
00, kal ta dUo autd evdexdpeva anokAeiotnkayv pe
Bdon ta apvnuikd eupnpata and Tov aneikovioTl-
KO €Agyxo. EmnAgov, n aAkooAikn nnatitda ano-
HakpUvBnke and tn dlapopikn dldyvwon pe dedo-
HEVO TO apVNTIKO LOTOPIKO KATavAAWONG aAKOOA.
H onyn anokAgiotnke kaBwg noAAanAd ot aipo-
KAAEPYEIWV Kal KAAALEPYEIWVY oUpwv htav oTei-
pa yla PBakthpla kal puknteg. To evoexdpevo 161-
00UYKPAOLAKNG (PAPHAKEUTIKAG NAATOTOLIKOTNTAG
(Drug Induced Liver Injury, DILI) BewpnBnke ni-
Bavéd pe dedopévn tnv npdopatn Ahyn SIKAOPE-
vakng yla diaotnya 7 npepwv. TéEAoG n nepintw-
on OZ-AH, eite npwtonaboug eite enaydpevng and
Anyn Sikhopevakng, BewpnBnke e€alpetikd niba-
VA PETA TOV anokAElop6 AAwYV altiwv Kal Kuplwg
TV loyevwy nnatitidwy, Tnv Unapén unepoealpl-
vaipiag, evpnua acuvhBioTo og NEPINTWOELG Pap-
HAKEUTIKNG NNATOTOEIKOTNTAG, KAl TNV avadelen Be-
TIkoU avoooAoyikou eAgyxou (9-11). Mpaypaty, o
anAonoinpévo okop yla t olayvwon AH npoabi-
oplotnke oto 6, nou kabiotd nbavn t didyvwon
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napd tnv anoucia Bloyiag Anatog (12). Oa npénet
va onpelwBel wotdoo, Nwg To anAonoinPévo oKop
dev exel oxedlaotel yla tn didyvwon tng ofglag oo-
Bapng AH (13-14).

Me bedopévn tv uwnAn niBavétnta AH efte
npwtonaboug eite pappakeutikd enaydpevng €yl-
ve evapen KoptikooTtepoeldbwv (1 g peBuAnpedvilo-
AdvNnG/npépa yia 3 npéPeg Kal otn ouvéexela 1mg/
kg npedviCoAdvng tnv npépa) wg Bepaneia didow-
ong oUppwva pe tig odnyieg avipetwniong tng AH
nou dnpootevBnkav and tnv Eupwnaikn Etalpeia
peAETng tou nnatog (EASL) kat tnv EAAnvikn Etal-
pela MeAétng Hnatog(13-16).

Mapd tnv evdoPAERIa x0phynon KOPTIKOEIOWY,
n aoBevng embev@BNKe KAIVIKA KL epyactnplakd
(INR 4.74, aABoupivn 2.66 g/dl, oAikn xoAepuBpi-
vn 48.9 mg/dl, Gueon xoAepuBpivn 27 mg/dl, AST
1402 IU/L, ALT 855 IU/L). Tnv 3n npépa voonAeiag
n aoBevng aventu€e eykealondBela kat alpoppa-
yia avwtepou nentikoy, evaw to MELD (Model for
End Stage Liver Disease) okop unoAoyiotnke oto
39. Qot600, AGyw TOU ATopIKOU avapvnotikoU pu-
eAofvwong kal tng npoxwpnpévng nAikiag, n aobe-
vhg bev Ntav unoynaela yia Jetapdoxeuon NNAtog.
TeAid n aoBevng aneBiwoe tv 4n nuépa voonAei-
ag Kal e T ouykatdBeon Tou olkoyevelakoU nepl-
BaAAovtog blevepynBnke Bloyia nnatog petda Ba-
vatov n onofa avedelEe ouppéouoa KevrpoAopia-
KN VEKpwWON, E0TIaKN NepinuAaia nnatitida, nuAaia
@Agypovn pe dinBnon and Aepgpokdttapa, nudaia
fvwon, xoAdotaon kal AoPlakn QpAeypovn pe yiyd-
vuia nnatokuttapa (eikoéveg 1 kat 2). H 1otoAoyikn
elkéva ntav oupBatn pe oopapn MIMH niBavétata
ota nAalola OX-AH (14).

Yudhtnon

H napouoa nepypapn aoBevolg unodelkvu-
€l 6t MIMH, av kat ondvia otoug evnAikoug, o€
Ba npénel va napapAénetal wg mbavog undtu-
no¢ o€glag ooBapng nnatiudag oe avegnynteg ne-
pintwoelg acBevwv nou napoucidlouv ofeia oo-
Baph nnatikn BAGRN. H Bloyia Anatog eival ana-
paftntn yia t didyvwon kabwg ta HopPoAoyika
Kpltnpla efval tunikd otoug nepLloodTePOUG aobe-
velG oupnepilapBavopevng g Unapéng yiyavtwy
nnatokuttapwy. Evag mbavog pnxaviopdg yla v
avantu€n toug Bewpeital n olvinén nnatokuttd-
pwV Nou Teivouv va oxnpatioouv polETteg, evw 0
noAAanAactacpog tou nupnva xwpig ouyxpovn di-
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aipeon tou kuttaponAdopatog exel npotabei eni-
0NG WG NaBoYEVETIKOG PNXavIopdg, TOUAAXIOTOV O
éva pEpog twv aoBevawv (2,4,5,17). Qotdéoo 1o av
Ta ytydvtia nnatokuttapa oxnpatidovral peté ano
dlaipeon tou nuphva xwpig olyxpovn dlaipeon tou
KuttaponAdopatog n and ouvingn dlalipoUpevwy
KuTtdpwv napapével adleukpivioto (18). Map’ 6Aa
autd n MM Bewpeital pia noAu onavia diatapaxn
otoug evnAikoug e enintwon nou kupaivetal pe-
tagu 0.1 kat 0.25% OAwv Twv NNATKWY voonpd-
twv (19), avtinpoownevovtag eva pn 16Ikd 10To-
Aoyik6é npdtuno pe nolkiAn kal {owg acaen artio-
Aoyia (2,4,5).

Ané artioAoyikng okomdg n MIMH éxel neprypa-
el katd v kKAWIKN nopela NOAAWV 1oyevwv Aol-
HWEEWV ONw¢ twv nnattidwy A, B, C kat E, twv
nnatotponwy twv EBV, CMV, HIV kat HHV-6 kaBwg
Kal AopwEewy and napapugoiols (2,20-26). Eni-
nAgov, pdppaka 6nwg n pebotpegdn, n 6-pepka-
ntonoupivn, n xAwnpopadivn, n apogukiAAivn/kAa-
BouAaviké o€y, n doikukAivn, Ta MXAD kat ta (pu-
TIKA oKkeudopata €xouv evoxonolnBel wg niBavol
napdayovteg Kivduvou avantuéng MIMH (2,27-29).
AMEeG kataotdoelg nou oxetidoval pe v eppa-
vion MI'H nepilapBavouv thv AH, to cuotnpat-
KO epubnpatwdn Auko (ZEA), tnv autodvoon ai-
HOAUTIKN avalpia, Tnv eAkwdn KoAltidba aAAd kat
Ta autodvooa xoAootatikd voonpata Tou NNatog
[Mpwtonadng xoAikn xoAayyeliuda (MXX), npwto-
nabng okAnpuvtikn xoAayyeltda (MIX)] kat g
algatoAoyikeg kakonBeleg (2,18,30-36). Qotdoo,
n AH Bewpeital o nio ouxvdg atioAoyikdg napd-
yovtag otoug evnAikoug avtinpoowneloviag To
40% OAwv nepintwoewv (2,8,19,24,37-40). Mpdy-
patl, apketoi aoBevelg pe MIMH nou éxouv nepl-
ypagei o€ oelpég aoBevwy, £Xouv XapakTtNPLOTIKA
AH, 6nw¢ otn ouyKekpIEVN NepinTwon, evw €vag
aoBevng pe oapws dlayvwopevn MIMH eixe Beti-
ka ANA kal SMA avtiowparta, unepyappacaplapl-
vaip{a kat KaAn avranokplon otnv avoookataoto-
AN. (2,5,7,8,24,37-40). B€Bala, n mBavotnta blo-
OUYKPaoLakNG nnatotogikotntag pe enaywyn MMM
(DILI-induced) Adyw tng katavédAwong MXAD dev
pnopel va anokAelotel pe BeBatdtnta otnv ev Adyw
aoBevn. Qotdoo, N Unaptn BETIKWY avTIoWHAETWY
ANA kat SMA, n Unap&n auvgnpévwy eninedwv 1gG
avoooo@alpivng nou anoteAel dlakpitd xapakn-
pLOTIKO TNG AH Kal ta 10TOAOYIKA euphpata unéep
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o€elag ooBapng AH aképn ka petd t AMyn woe-
WV KOPTIKOEIOWY KATEOTNOE AMOPAKPUOPEVN TN
Sléyvwon NG (PApPaKeUTIKAG NNATOTOEIKATNTAG.
EninAéov Adyw tng taxeiag e€€AIENG TnG vooou dev
ntav duvatd va anoocapnviotel edv eNpokeLTo yia
16100UYKPACIaKA avTidpaon GpappakeuTtikd enayo-
pevng AH n yia npwtonadn 0Z-AH kabwg ol 1oto-
AOVIKEG EKONAWOELG OE AUTEG TIG SUO NEPITTWOELS
efival navopolotuneg (9,11-14).

YUppwva pe nponyoUpeveg dSnpooteUoelg, n on-
ploupyia ylyavtokuttdpwy napatnpeital oe ne-
ploodtepo and ta 2/3 tou napeyxUpatog Kal ei-
val NeploooTeEPO pPavng otn {wvn 3. X€ NePUTTW-
0€1G OXeTI(OPeVEG e autoavooia ta yryavtokutta-
pa evronidovtal otig NeEPLOIaPPAYHATIKEG NEPLOXES
pe ouvodd evboAoflakn vekpwaon Kal ongavtkou
BaBpou nepinuAaia ivwon (2-6,8). EninAgoy, Ana
€W¢ ONPAVvTIKN Xx0AGOTaoN €xel NEPLYPAPEL OXETI-
(bpevn wotdoo pe olvdpopa enkaAuyng AH/TXX
n AH/MZX (17,34-35). Zipgwva pe 1a avwtepw,
Ta 10T0AOYIKA EUpNpATa TNG KeVTPOAORLaKNG oup-
pEoUOag VEKPWONG, ECTIAKNG NepINUAaiag nnatiti-
dag, nuAaiag @Aeypovng pe dinBnon and Asp@o-
KUttapa kat AoPlakng MAEYHOVAG pE YLyavIokUT-
tapa ntav oupPatd pe autd nou NPOoNYOUHEVWS
éxouv neplypagei oe aoBeveic pe MIMH opelAdpe-
vn og AH.

H kAwvikh nopeia tng MIMH, noikiAet and tnv ava-
ntuEn ofelag kepauvoBOAou NNAtikng avendpkel-
ag, nv e€EAEn o xpovia nnatitida h akdun kat
Kippwaon, £wg tv NANpNn opaAonoinon Twv LoToAo-
YIKQV eupnudtwy (2,6,41). ZuvhBw¢ T0 anotéAe-
opa e€aptatal anod to unokeipevo aftio. Map” 6Aa
autd n npoyvwon eival duopevng pe Bavatngopo
¢kBaon kal noocootd eniPiwong nou avépxovrat Po-
AlG oto 50% otnv nepintwon nou o acBevng dev
unoPAnBe( oe petapdoxeuon nnatog (2,41). Onwg
0TnNV Npokelpevn acBevn, to uPnAd noocootd Bvn-

tétnTag opeiletal otnv e€EAIEN o€ ofela kepauvo-
BOA0 nnatikn avendpkela.

Agdopévou dtt n MIMH anoteAel pia ondvia ka-
Taotaon, 6ev UNAPXOUV TUXALOMOINKEVEG HEAETEG
Kal w¢ €k Toutou n Bepaneia dev éxel anooa@nvi-
otel. QOT600 Ta KOPTIKOOTEPOELON KAl Ol XAPNAEG
660€IC avoooKaTaoTaATIKwy, 6nwg n alabelonpi-
vn, £xouv xpnaolponotnBel pe enttuxia o oplopeveg
nePINTWOoElS (38). AtioAoyikn Bepaneia pe neyku-
AlwpEvn vteppepdvn kal pipnapipivn oe aoBeveig
pe xpévia nnatitda C éxel eniong xpnotgonolnBei,
onwg kat povoBepaneia pe pnafipivn yia Aot-
HwEELG and napapugoiols (19,43). Map’ 6Aa autq,
n nAglovotnta twv acBevwv Ba xpelaotel petapo-
oxeuon nnatog (2,41,42,44). Auotuxwg, unotponi-
dlouoa n “de novo” MIH éxel eniong neprypapei
HETA Tn petapdoxeuon (44-47).

TNV NPOKEWWEVN nepiNTwon xpnalgononoape
UPNAEG SO0EIG eVOOPAEPILWY KOPTIKOELOWY, Baal-
(bpevol otnv nponyoUpevn epnelpia tou KEvIpou
Hag kal Tg kateuBuvthpeg ypappég tou EASL yia
v avtpetonion g OX-AH (13,14), ye anoyon-
TEUTIKA WOTO00 anoteAéopata.

Ev katakAei{d, n MIMH eival pia onavia otoAo-
YIKN ovtotnta, pe ouvnBéotepa duapevn npdyvw-
on. H onaviétntd g kabiotd dUoKoAn tn peAE-
mn pey@Awv oglpwv acBevwv yla kaboplopd g
Bepaneiag, pe anotéAeopa n dleCaywyn acpaiwv
OUPNEPAOcUATwWy 600 apopd oTNV AnoTEAECHATIKN
Bepaneia va eival aduvarn.

Qotéoo étav n dlayvwon g AH Bewpeital ni-
Bavn, kal ndvta petd tov anokAelopd dAAwv alti-
wv, Ba npénel va yivetal évapén Bepaneiag pe kop-
TIKooTtepoeldn. TéAog, n mBavétnta MIMH 6e Ba
NpéneL va napaBAEnetal o NEPINTWOELG aveEnyn-
¢ ofelag ooBapng nnatitidbag kabwg n MPWIKN
evaptn Bepaneiag dldowong pe KOPTIKOELON pno-
pel va eival owthpla.
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Eikéva 1: Metda Bdvatov Bloyia nnatog nou avadelkvUel ouppéouoa VEKpwoN o€ pia KevipoAoBlakn
NEPLOXN KAl OUYKUTIA YIYAVTIWY NNATOKUTTAPWV.

Ewkdva 2: Metd Bdvatov Bloyia nnatog nou avadelkviel £va nuAaio dlaotnpa pe pAgyHovh Kat nna
neptnuAaia vekpo@Aeypovwbdn dpactnplotnta.
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EmpéAcia: Kwvotavtivog TQiopaiog
En. KaOnyntng MaBoAoyiag A.M.0.

Y& aoBeveig pe npooparo ofU oteaviaio ouvdpopo, to alirocumab gAattwvel
Vv Kapdlayyelakn voonpotnta

Eicaywyn

Ye aoBevelq pe o€V otepaviaio ouvdpopo, N xoprynon otativng kal eCETIP{UNNG EAATTWVEL TV
kapdlayyelakn voonpotnta. Aev gfval yvwoth n enidpaon twv avactoAéwy TG proprotein convertase
subtilisin—kexin type 9 (PCSK9), tng vedtepNng Katnyopiag UnoAndalpikwy Gpapudakwy, 0Toug acBevel
autoug.

TUvoyn peAETng

2tnv napouvoa dleBvhn noAukevtpikn peAeétn (perétn ODYSSEY OUTCOMES), 18.924 aoBevel(g pe

0€U oteaviaio ouvdpopo npo 1-12 pnvav tuxatonomBnkav va AdBouv tov avactoAéa tng PCSK9
alirocumab (75 150 mg kaBe 2 efdopddeg unodopiwg) n placebo. OAol ot acBeveig AduBavav tnv
péylotn avektn 6éon otativng kat to 89% AduBave atopBaoctativn 40-80 mg 1 pooouBaoctativn 20-40
mg. H péon tun LDL xoAnotepdAng otnv évapén tng peAétng Atav 92 mg/dl kat otoug acBeve(g nou
éAaBav alirocumab eAattwBnke oe 53 mg/dl petd and 48 prveg. H péon didpkela napakoAouBnong
twv acBevwv ntav 2,8 £tn. Ot aoBeveic nou éAaPav alirocumab eixav 15% pikpdtepo kivduvo va
eppavioouv To Npwtelov TeAkd onpeio (Un Bavatngopo épppaypa puokapdiou, actabng otnBayxn,
Bavatog and oteaviaia véoo kat Bavatn@dpo N pn eykePaAikd eneloédlo). H ouxvétnta eppaviong
avenBuuntwy evepyelwy Ntav napopola otoug acbeveig nou €Aapav alirocumab kat placebo ektog

©2018
EMnvikn latpikn EnBepnon 120: 246-248
Hellenic Journal of Medicine 120: 246-248 246
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and v augnpévn ouxvotnta aveniBUPNTwWY EVEPYELWY anod TO onPEio TNG £veong MOU NTAV OUXVOTEPEG
0TouG NPWToug (3,8 evavtl 2,1%).

Tupnepaopata

Y€ aoBeveiq pe npdopato o&u oteaviaio oUvopopo, To alirocumab eAattwvel TNV kKapdlayyelakn
voonpotnta. Me Baon ta eupnpata NG PEAETNG, EVOEXOUEVWG oL aToxol TG LDL XxoAnotepdAng npenel
va avaBewpnBoulv oe auth tnv opdda tdblaitepa uPnAou kapdlayyelakou Kivouvou.

BiBAloypagia
Schwartz GG, Steg PG, Szarek M, et al; ODYSSEY OUTCOMES Committees and Investigators.
Alirocumab and Cardiovascular Outcomes after Acute Coronary Syndrome. N Engl ) Med 2018 Nov 7

Y& aoBeveig pe cakxapwdn diapntn xwpig eykateotnpévn Kapdiayyelakn voco,
n XopAynon aonipivng eEAattwvel Tnv Kapdiayyeiakn voonpotnta aAAd auv§avel
e€ioou tov Kivduvo perldovwv atpoppaytwv

Ewcaywyn

Ot aoBeveiq pe oakxapwon dlaphtn (ZA) €xouv napdpolo kivouvo Bavatou pe aobeveic pe otepaviaia
vdoo N loxalpikd ayyelakd eyke@aAikd enelododlo. Qotdoo, n oxéon oPEAOUG/KivoUvou and t xophynaon
aonipivng o aoBeveig pe XA xwpiG eykateotnuevn kapdlayyelakn vooo eival acapng.

Tuvoyn tng pHeA£Tng

2tnv napovoa peAetn (peAétn ASCEND), 15.480 aoBeveiq pe XA xwplg eykateotnpévn kapodlayyelakn
vO00 tuxalonotnBnkav va AdBouv aonipivn 100 mg npepnaoiwg n placebo. Metd and peon didpkela
napakoAouBnong 7,5 €Twy, N xoprnynon acnipivng eEAGTTWoE T0 MPWTEUOV KATAANKTIKO onpeio
(Epppaypa puokapdiou, ayyelako eykepalikod eneloodlo n Bdvatog and kapdlayyelaka aitia) katd 12%
(85 Ayotepa oupBapata otnv opdda tng aonipivng). Qotdoo, N xopnynon acnipivng avgnoe tov kivbuvo
eppaviong peidovog aipoppayiag (evookpavia alpoppayia, evoo@BaApia alpoppayia anelAntikn yia tv
6paon, algoppayia nemtikou N AGAAN peidwv apoppayia) katd 29% (69 neploodtepa oupBapata otnv
opada g acnipivng).

Tupnegpdopata

Ye aoBevelq pe XA xwplg eykateotnpévn kapdlayyelakn vooo, Ta opeAN TNG xopnynong aonipivng 6oov
apopad v eAGTTwon Twv Kapdlayyelakwy oupBapdtwy eival napdpola Pe thv alénon tou alpoppayikou
KivdUvou.

BiBAloypagia

ASCEND Study Collaborative Group, Bowman L, Mafham M, Wallendszus K, et al. Effects of Aspirin for
Primary Prevention in Persons with Diabetes Mellitus. N Engl ] Med 2018;379:1529-1539.
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Y& uyleiq unepNAIKEG, N Xopnynon aonipivng au§avel tov Kivéuvo Hel{ovwv
algoppaylwV Xwpig va eAattwvel ta Kapdiayyelaka cuppapata

Ewcaywyn

H avtiaiponetaAiakn aywyn, idlaitepa pe xoprynon aonipivng, eivat faoikd ouotatikd tng Bepaneutikng
QVTIHETWNIONG TwV aoBevv pe eykateotnpévn kapdlayyelakn véoo. Qotdoo, dev eivat oapn ta oPpéAn
NG OTNV NPWTOYEVN NPOANYN Twv Kapdlayyelakwy oupBapdtwy (6nA. oe aoBevelg xwplg eykateotnpévn
kapdlayyelakn vooo), v napdrAnAa au€dvel kal Tov kivouvo aloppaytwy.

TUvoyn peAétng

2Tnv napouoa peAetn (peAétn ASPREE), 19.114 uyielg unepnAikeg (> 70 €twv) xwplig eykateotnpévn
kapdlayyelakn vooo, dvola n avannpia tuxatononBnkav va AdBouv acnipivn 100 mg npepnoiwg n
placebo. Metd and péon didpkela napakoAouBnong 4,7 €Twy, N xoprnynon acnipivng dev eAdttwoe tnv
enintwon twv kapdlayyelakwv oupBapdtwy (Bdvatog and otepaviaia véoo, pn Bavatngdpo epppaypa
puokapdiou, ayyelakd eyke@alikd enelodolo, h eloaywyn yia kapdlayyelakn avenapkela) aAd avgnoe
Tov kivbuvo epgpaviong peilovog alpoppayiag (evookpdvia alpoppayia n GAAN peidwv aipoppayia)

Katda 38%.

Tupnegpdopata
Y€ UYIEIG unepnAIKeg, n xoprynon aonipivng au€avet onpavtkd tov kivbuvo pet{ovwy aloppayliv xwplg
va eAaTTwvel ta kapdlayyelaka ouppdauata.

BiBAloypagia
McNeil JJ, Wolfe R, Woods RL, et al; ASPREE Investigator Group. Effect of Aspirin on Cardiovascular
Events and Bleeding in the Healthy Elderly. N Engl ) Med 2018;379:1509-1518.
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IIpooexn Xuvédpia, Emotnpovikég EKSnAwoeig
otnv EAAada kai 1o E§wtepiko, otnv IIaBolAoyia
Kat ti§ ovvayeic E1dikotnteg

EmpéAcia: MapOa AnootoAonouAou, EmpeAntpia B’ E.L.Y.

50 MaveAAnvio Xuvédplo Xuvexi{opevng Eknaideuong otnv Eowtepikn
MaBoAoyia pe Aiebvin cuppetoxn 20-24/ 2/2019, Zanneio Méyapo, Abrva,
Etalpeia MaBoAoyiag EAAGSOG

« 80 EAAadokunpilakd Xepivapio Kapdiayyeiakwv Mabnoswv, 23-25/11/2018,
=evodoxeio Hilton Park, Aeukwoia, Maykunplog latpikdg LUAAOYOG

o InAaxvikn OAefikn Opopfwon: Alayvwon Kat Avupetwmon, 24/11/2018,
Grand Hotel Palace, ©sooalovikn, A’ Mponatdeutikn MNaBoAoyikh KAwvikn Ao

« 80 MaveAAnvio Xuvédpio EAAnvikng Etaipeiag ABnpookAnpwong, 29/11-
01/12/2018, Divani Caravel Hotel, EAAnvikn Etaipeia ABnpookAhpwong

« 220 Xupnooto ABnpookAnpwong & ruvapwv Mapayoéviwv Kivéivou, 30/11-
01/12/2018, AiyAn Zanneiou, ABriva, EAANVIKS 16pupa KapdloAoyiag

» 100 MaveAAnvio Xuvédplo pe AeBvin Tuppetoxn “latpikn tng ABAnong otov
210 Awwva”, 30/11-02/12/2018, Grand Hotel Palace, @eooalovikn, Epyaotiplo ABAN-
Tplatpikng TEDAA ATl

© 2018
EMnvikn latpikn EnBepnon 120: 249-250
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« 300 MaveAAnvio Xuvédpro AIDS, 30/11- 02/12/2018, Divani Caravel Hotel, ABA-
va, EAAnvikn Etaipeia MeAétng kat Avtipetwniong tou AIDS (EEEMAA)

* 40 Emotnpoviko Xuvédpio NopwEloAoyiag, 06-08/12/2018, Lazart Hotel, Oco-
oalovikn, Etalpeia MeAétng AvoooAoyiag tng Aoipwéng (EM.AA.) & A’ MaBoAoyikn KAL-
vikn A.l.0.

» 380 MaveAAnvio MotpeviepoAoyikd Tuvédplo, 06-09/12/2018, Divani Caravel
Hotel, ABriva, EAAnvikn [aotpeviepoAoyikn Etalpeia

» 140 MaveAAnvio Xuvédplo yia tn Aloiknon, ta Oikovopika kat tig MoArtikég
ng Yyeiag 2018, 11-13/12/2018, Divani Caravel Hotel, ABrva, EAAnvikn Entotnpovi-
kN Etaipeia Okovopiag & MoArtikng e Yyeiag

» 50 MaveAAnvio Xupnooio EMEAIN pe AigBvin uppetoxn 31/01 - 03/02/2019,
=evodoxeio The MET, ©eooalovikn, Etalpeia MeA&tng Mabhoewv Alapntikol MNodiou
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ETHXIEY XYNAPOMEX IIEPIOAIKOY
"HJM - EAAHNIKH IATPIKH
EIIIOEQPHYXH - HELLENIC JOURNAL
OF MEDICINE "

O1 Etnoieg Xuvdpopég tou Meprodikol "HJM - EAAnvikN
latpikn EmBewpnon - Hellenic Journal of Medicine " yia 4
Telxn 1o €tog, eival yia latpoug 40 Eupw kat yia I16pUpata
- Etaipieg 80 Eupw . Mepioootepeg nAnpoPopieg pnopeite va
AdBete tNALQWVIKWG otov apilBpo 210 8980461, eite péow
email : medicine@vegacom.gr
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ENHMEPQZH IN'A THN MNMPOXTAZIA
TQON MPOZQMIKQON AEAOMENQN

H 1blwtikétnta kat n npootacia twv NPoowWNIKWY oag 6eSopEVwY
elval NoAU onpavtikh yla epagc!

Ma aut6 oupewva pe tov véo Eupwnaikd Kavoviopd (GDPR)
Ba BéAape tnv ouvaiveon oag yla va ouvexiooupe
Va 0aG EVNPEPWOOULE Yla TG 6paoTtnplOTNTES Kal Ta npoypdupata
g Ekdotikng Etalpeiag "Vega ECM EME"

ENIAE=TE
TON TPOIMO ZYIKATAGEIHE

YtelAte pag email: AlaBdaote, unoypayte AlaBdote, unoypdayrte Kat
medicine@vegacom.gr kat otefAte to pe fax oto otelAte To Taxudpopika otn
210 8986265 61evBuvon nou avagépetal

Napakatw

HM

‘Ebpa Etalpiag : louotviavou 45 - 47, TAupdda , Aiwvn , 166 74
MMupdda - XaAdvopt . TnA.: 210 8980461 - 210 8037966
www.vegacom.gr , email:medicine@vegacom.gr
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AnAwon npootaociag 181WTIKoU anoppntou

ouppwva pe tov Kavovioué GDRP

H Exdotikn Etaipeia "Vega ECM ENME" wgq unetBuvn enegepyaaiag, {ntdel tnv ouvaiveon oag yia va
0Q¢ OTEAVEL TIG NEPLOOIKEG EKOOOELG 0Tn OlEUBUVON oag, evnpepwTKG UAIKG (newsletter) oto e-mail oag
N Kal pEow sms yia TG 6pAocelg Kal ta npoypdppata tng. To e-mail oag, o apilBpdg tou kivntou oag, Ka-
B¢ kal n dlelBuvon oag Ba xpnotponoleital povo and t "Vega ECM ENME" kat dev Ba yvwaotonoleital
0€ Tpitoug, akdpa Ki eav N enikolvwvia agopd Kowva npoypappata dpdong pe aAAeg Mn KuPBepvntikeg
Opyavwoelg/I1dpupata/dope(c n etalpeieg, e TG onoieg n "Vega ECM ENME" diatnpei ouvepyaoia.

H ouykatdBeon oag pnopel va yivel nAektpovikd péow email: medicine@vegacom.gr 6nou pnopefte
va KATaxwpnoeTe Ta oToIxela oag Kat va dWwOoeTe TNV ouykatdBeon oag yia va ouvexioete va Aappavete
T0 NepLodIkd Kal evNUEPWTIKO newsletter, pe fax N péow taxudpopeiou anootéAAovTag thy unoyeypap-
pévn ogAida otn "Vega ECM ETE"

MOAIG pag onAwoete to e-mail oag, Ba AdBete £va autonoinpévo phvupa, pe to onoio Ba evnpepw-
VEOTE OTL Pag €XeTe OWOEL ouykatdBeon yia tv anootoAn nepLodikou Kat Twv newsletter. H dnAwon
ouykataBeong oag Ba tnpeital yia 600 xpovo 0ag anooTteAAETal EVNPEPWTIKO UAIKG ano tn "Vega ECM

® EME" kat navtwg 6x1 Nneplocotepo anod €€ PNVEG anod th d1akonn TNG anooToANG Tou. ®

Mnopeite ava naoa otypn va avakaAéoete tn ouykatabeon oag kaAwvtag oto 210 8980461

‘Exete dikaiwpa npéoBaong, 16pBwong, diaypapng, popntdtnTag, NEPLOPIopoU TNG eneCepyaaciag,
evavtiwong/avakAnong tng ouykatdBeong oag, To onoio PNopeite va aoKNOETE e anooToAn aitnong
pe e-mail oto medicine@vegacom.gr. e nepintwon nou Bewpeite dtL N eneCepyacia Twv NPOowWNIKWY
oag dedopévwy napaflalel tnv vopobeoia nepl npootaciag npoownikwy dedopévwy, UNopeite va uno-
BaAAete katayyeAia otnv Apxn Mpootaoiag MNpoownikwv Aedopévwy (http//dpa.gr/)

la onoladnnote anopia 0ag oxetkd pe TNV eNeCepyacia Twv NPoowniKwy oag Se60PEVWY Kal Tnv
doknon Twv OIKAIWPATWY 0ag, UNope(Tte va enikovwvnoete padi pag.

Anodéxopat tnv NOALTIKN anoppntou Kat OéAw va ouvexiow va evnpepwvopal

Ovopatenwvupo:
AlelBuvon: Kwvnto:
[Neploxn: E-mail:
TK:: Ynoypaopn:

FupnAnpwaote ta otoixela oag nou emBupeite, unoypdyte Kat oteiAte pe fax oto (210) 8986265
N péow taxubpopeiou atn "Vega ECM ETE" louotiviavoU 45 - 47, TAupdda, Aiwvn, 166 74
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Avakoivwon

MNa tnv npoBoAn tou EntotnpgovikoU toug €pyou Kat Tnv €vn-
Hépwon TwV XuvadéApwyv latpwv, 6cot entOupolv pnopouv
va anootéAAouv npog dnpoocicuon oto Meplodiké "HJM -
Hellenic Journal of Medicine - EAAnvikn latpikn EmOswpn-
on", dnpJooleUoElg Kal avakowwoelg (Abstracts) ol onoieg
£€xouv avakowvwOei n éxouv yivel anodektég oe EAAnviKa n
Aiebvn latpika Xuvédpia.

e mail unoBoAng: medicine@vegacom.gr
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