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— AvakriioTe Tov éAeyxo

¢ Toviaz

fesoterodine fumarate

Oepansia Twv cupntwpdrey (ouxvoupia A/kai éneién yia odpnon i/kai
enmiTakTikoU TUnou akpdreia) Ta onoia pnopei va napouciacTolv oe eVRAIKEG
acBeveiq pe olvdpopo unepdpaocTripiag oupoddxou KioTng.'

TOVIAZ (poupapikj gecotepodivn) AIZKIA MAPATETAMENHE AMOAEZMEYZHEI 4 & 8 mg/Tab OEPA-
MEYTIKEZ ENAEIZEIZ: Oeparteia Twv oUpTpdtov (ouxvoupia r/kat €netn yia oipnon f/kat eTLTaktikod
TUTMOU KPATELa) Ta OTIo{a UMOPEL Va MapouslacTolv o€ eVIAKeS a0Beve(q pe oUvBpopo unepdpaotiplag
oupoddyou kuomg. ANTENAEIZEIZ: Yrepeuaobnoia om 0paotik oudia 1 oto guaTikL i} o odyla 1 oe
omolodnoTe arnd ta €kdoxa, ENioxeam oUpwy, YaoTpIkr katakpdman, Un eAeyxOpuevo YAQUKWHA KAEWOTQ

0upoddyo kuom, and Toug omoioug 780 €Napav EIKoVIKG PApHAKD. AGYW® TWV APHAKOAOYKGV BIOTTWV
™G peaotepodivng, n Bepaneia evdgxetat va MPokahEoet ALeq WG PETPIES QVTIHOUGKAPWVIKES dPATELS,
onwg Enpootopia, EnpogBayia, duorieyia kat duokoidtnra. Erioyean oupwv priopei va ekdnAwel omdvia.
H &npootopia, n pévn MOAU ouyvii averuBuunm) evépyela, epgaviomke pe ouxvomta 28,8% oy oudda

podivng e alykpton pe 8,5% omv opdda Tou etkoviko pappdkou. H mielovomta Twv averbipmtwv

yoviag, Bapid puacBéveta, oopapr nratikr duahettoupyia (Child- Pugh C), Tautéxpovn xopriynon toxupov
avaotohéwv Tou CYP3A4 ge dropa e pétpla éwg ooBapr nratiki 1 veppik duokettoupyia, ooBapr eA-
K&dNG KoAitida, T0§IKG peydkoo. EIAIKEE MPOEIAOMOIHZEIZ KAI IAIAITEPEE NPOOYAAZEIZ KATA TH
XPHZH: To TOVIAZ mpénet va ypnoylonoleital ye mpoooyr oe aoBevei pe: Khwvikd onpaviikr anégpan
™G kuoTikig €€6dou e emanethoupevn emioxeon oUpwv, (X KAWIKG onpaviky diéykwon Tou mpooTd-
™ Adyw kakoriBoug unepmhaciag Tou mpootdm), ano@pakTikés BAABES Tou yaaTpeviepikol awhiva, TLY.
0TEVWON Tou TUAwpoU, Yaatpooloopaylkr Takivdpdynan fi/kat aoBeveiq mou maipvouv Tautdypova gap-
pakeuTikd mpoidvta (dmwg dipwopovikd amd To aToua), Ta omola propel va mpokaAéoouy 1 va mapogu-
VOUV UTIGpXouaa 01009ayiTida, PEWHEVT YAOTPEVIEPIKT) KVTIKGTNTA, QUTGVON veupondbela, eAeyOpevo
YAalkopa khewoTg ywviag. Xuviotdrat mpoooyt katd m ouviayoypdenon 1 mv aignon mg déong me
(e00Te0divNG o€ aoBeveiq aToug omoioug avapévetal augnuévn €kBean atov evepyd petapohim: Hratkn
Ouohertoupyia, veppiki) duoAettoupyia, Tautéypovn Xoprynon Lxupwy i HETPLag 1oxUog avaoTtoAéwv Tou
CYP3A4, Tautéxpovn xopriynon toxupou avactoréa Tou CYP2D6. Aufoelc mg dogodoyiag: T aobeveig pe
0UVdUAOHO QUT@V TWV TapayovTwy, avapévovial emmpoobeTeq augnoelq mg kBEaNG. AVTIHOUOKAPIVIKES
doooetaptadpeves averuBupnTeg evépyeleg eivat ubavov va epgavioBolv. Ze mAnBuapolg drou n d6om
uropei va aunBei ota 8 mg pia popd My nuEPa, 1) EKTIINGT TG QVTATIOKPLOTIG Kat avoxTig ToU kaBe aaBevr
Eexwplotd Ba mpénel va mponynBel g augnong mg doang. Mpénet va arokAeloTolv 6Aa Ta opyavikd atta
ipotoU e&etaotel onoladnnote Bepareia ye aviouokapwvikd. H aggdlela kat n anoteAeopatikémra dev
£X0Uv aKOpa TekunPLwBEl oe aoBeveig pe veupoyewr aita yla mv unepdpacmpiétnTa Tou ewaTipa Hudg.
‘AMa aitia g ouyvoupiag (Bepaneia mg kapdiakig avendpkelag 1y veppondbeta) mpénet va aflohoyolvtat
Tipv T Bepaneia pe peootepodivn. Edv eivat mapodoa Aoipwén Twv oupopdpwv 0dwv, pénet va Angdel pa
KatdMnAn atpikr mpoogyylan/ va Eexwvioet avipkpoplakn Bepareia. Ayyeooidnua: Exet avagepBel ayyel-
00idnpa pe peaotepodivn kat £xet ekdnAwdel Letd my Tpdm ddom o€ kanoleg nepuTtwoelg. Edv ekdnhwbel
ayyetooidnpa, n pecotepodivn Ba mpénet va diakorel kat Ba mpéret va napaayedei n katdAnAn Bepaneia.
loxupoi enaywyeig Tou CYP3A4: H tautdxpovn xprion Mg peaotepodivng e €vav LoXupo enaywyéd Tou
CYP3A4 (BnA. kapBapadertivn, ppaprkivn, pawoBapBLrdn, pawutoiv, unieptkd) dev ouviotdrat. Mapdraon
Tou dlaomiuatog QT: To TOVIAZ mpémet va xpnatonoletal e mpoooyT o€ aobeve(g pe kivduvo mapdraong
Tou dlaopatog QT (. uriokahapia, Bpadukapdia kat TauTéxpovn X0pryNoT PapHAKWY yia Ta orofa eivat
YVwotd 0t napateivouy 1o didompa QT) kat oxeTKES TpoUnapyouaes kapdlakég aoBEveleg (Y. woxaia
Tou puokapdiou, appubia, ouppopnTIkT Kapdlakr avendpkela). Autd LoxGet 1Blaitepa katd m Afqyn Loxupav
avagTtoAéwv Tou CYP3A4. Aaktéln: Ta TOVIAZ diokia mapatetapévng anodéopeuang mepiéxouv Aaktédn. Ot
aoBevelq e omdvia kAnpovopukd mpoBAruata duoavegiag om yahaktodn, avendpkelag Aaktdong tou Lapp
1) duoanoppdenang YAuk{ng-yahaktélng dev mpémet va AapBdvouv autd To papuakeutikd mpoidv. ANEMI-
OYMHTEZ ENEPTEIEZ: MepiAnn Tou mpogil acpaleiag: H aopdhela g pecotepodivng, aflohoyrinke
0 EAEYXOMEVES pE EIKOVIKO PAPHAKO KAIVIKEQ HENETES OE €va OUvOAD 2.859 aoBevav e unepdpacmmpla

1. MepiAnyn XapakmnpioTikdv Tou Mpoiévrog Toviaz 06/2015.

evepyeldv napampriBnkav katd m didpkela Tou Tp@Tou priva Bepareiag pe efaipean meploTatikd mou
kamyoptoromBnkav wg emioxeon olpwv 1 UNGAelupa oupwv Petd mv olpnom peyakutepo and 200ml,
70 0roio priopel va ouppel petd and pakpoypdvia Bepareia kat fitav mo ouxvo otoug dvipeg ar’ 6t oTIg
yuvaikeg. Mapakdtw MapoudldZeTal N ouxvémTa Twv QVETBUUNTWY EVEPYELWV TOU TIAPOUGLAoTNKAY KaTd
™ Bepaneia, and T eAeyYGHeVES pE EIKOVIKO PAPHAKO KAIVIKEQ DOKIMES Kat amd v epmelpia petd mv
Kukhoopia Tou pappdkou amv ayopd. Ot averuBupnTeg vépyeleq avapepoval je mv akohoudn ouver-
Kn ouxvoTag : ToAd ouxvég (= 1/10), ouxvég (= 1/100 €wg < 1/10), Oxt ouxvés (= 1/1.000 éwg <
1/100), omdvieg (=1/10.000 oe <1/1.000). Ot averubupnteg evépyeleg mapatiBevia katd poivoua oelpd
ooBapdmrag: MoAU ouyves: Znpoatopia, Zuxvéq: Aimvia, {dAn, kepakahyia, EnpogBayia, Enpdmra Tou
@apuyya, kothiakd hyog, didppota, duameyia, duokothidTmTa, vautia, ducoupia,. Oxt ouxveég: Oupoloipwen,
duoyeuoia, urvnAia, Bayrm dpaan, ikiyyog, Tayukapdia, aioBnua napdv, papuyyohapuyyike aiyog, rixag,
Enpdmra Tou pikou BAevvoydvou, Koakr duapopia, HETEWPLONGS, YaoTpooLoopayk naAvdpounen, au-
Enuévn ALT, au§nuévn GGT, e&avenua, Enpodeppia, Kvnopdg, enioxean olpwv (CupmepthapBavopévou Tou
aobruartog unoAemopevwy olpwy kat mg dlatapayrig me odpnong), duokoAia omv oGpnan, kénwan. Xnd-
vieg: Katdataon atyyuang, ayyetooidnua, kvidwa. Meptypaen emeyuévuv avemuBiuntwy eVEpYEIdV: ITig
KAWIKEG DOKIIEG ™G PECOTEPODIVIG, AVaPEPBNKAV TIEPITIWOELS OMUAVTIKG QUENKEVWY NIIATIKOV EV{UPWV
|ie ouxvéTTa EUPAvIoNG Opola e ekeivn ™G opddag Tou wKovikoU papudkou. H ouaxétiaon pe  Bepaneia
(eaotepodivng dev Exel dieukpiviaTel. EAoon yoagriuata 782 aoBevwv und Bepaneia pe
4 mg, 785 aoBevav und Bepanceia pe 8 mg, 222 agbevawv uné Bepareia pe 12 mg pegotepodivng kat 780
aoBevav Tou Adpavav eovikd pdpuako. To dlopBujiévo yia tov kapdlakd pubué didamua QT aToug aoe-
Velq und Bepareia e peaotepodivn dev dEPepe and exkeivo Twv acbevav rou AdpBavav EIKOVIKG pApHaKo.
Tamogootd eppdviong QTc = 500 ms petd mv apxkn afoAdynon 1 eppdviang adénong QT = 60 ms eivat
1,9%, 1,3%, 1,4% ka1 1,5%, yla geaotepodivn 4 mg, 8 mg, 12 mg kat ekoviké pappako, aviototxa. H kAwikr
onpacia autév Twv eupnpdtey Ba e§apmBel and Toug napdyovTeg kivdivou kat Toug mpodladeatkolg napd-
YovTeg Tou kdBe aoBevouq Eexwplatd (BA. mapdypago Eidikég mpoetdomnowmoel Kat Idlaitepeg MpoguAdgelg
katd m xprion). Meplotatikd enioxeong oUpwv petd mv kukhogopia Tou papudkou omv ayopd, Ta oroia
anawrodoav KabempLaod, Exouv Teptypagel Yevikd péaa oy mpwm epdoudda Bepaneiag ye peaotepodi-
vn. Ze autd oupnepihappavovav kupiwg nAtkiwpévol Avipeg aoBevelS (=65 Tdv) jie 10TOPIKO OXETI(OUEVD
e kahorBn uneprhacia Tou mpootdm) (BX. mapdypago EWdkES mpoetdororaelg kat Idlaitepeg poguAdgelg
katd m xprion). KATOXOZ THX AAEIAZ KYKAO®OPIAZ: Pfizer Limited, Ramsgate Road, Sandwich, Kent
CT13 9NJ, Hvwpiévo Baaiketo. APIOMOZ(0I) AAEIAZ KYKAO®OPIAE: EU/1/07/386/001-020 HMEPOMHNIA
ANAGEQPHZHZ TOY KEIMENOY: 06/2015. AIANIKH TIMH: 4 mq diokia napatetapévng anodéopeuang BT
x 30, A.T.: 32,65 €, 8 mg diokia napatetauévng amodéoueuang BT x 30, A.T.: 33,76 € GAPMAKEYTIKO
MPOION TA TO ONOIO AMAITEITAI IATPIKH SYNTATH 1A NIAHPEIS SYNTATOrPAGIKES AHPOO®OPIES
MAPAKANEIZOE NA AMEYOYNOEITE ZTHN ETAIPIA.
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I'Ispl)\nlpn Twv XupClKTl]plUTleV Tou TlpOlOVTOC

W To pdpp 0 TeNel ntettat and Toug emayyel-
arieg Tou Topéa g svzpvzlzc BA. 4.8 yla Tov TpoTO AVaPOPAS
avemBUpnTwv evepyeiv. 1. ONOMAZIA TOY fDAPMAKEYTIKOY MPOIONTOE Spedra 50 mg Siokia. Spedra 100 mg Siokia. Spedra 200 mg Siokia. 2. MOIOTIKH KAI
MOZOTIKH £YNOESH Spedra 50 mg: KaBe Siokio mepiéxet 50 mg aavagiing. Spedra 100 mg: Kabe Siakio mepiéet 100 mg apavagilng. Spedra 200 mg: Kabe Siakio
Tepiéxet 200 mg aBavagiing. Ma Tov mpn katahoyo Twv ekoxwy, BA. mapdypago 6.1. 3. DAPMAKOTEXNIKH MOP®H Spedra 50 mg: Aiokio. Qoeidrj Siokia avoixtoln
KITPIVOU XpWHaTOg TTou péPouy T évdeidn “50” otn pia meupd. Spedra 100 mg: Atokio. Qoeidr Siokia avoiXTou KiTpIvou Xpwpatog mou gépouv Ty évbei§n “100” ot
i mheupd. Spedra 200 mg:Atokio. Qoeidr) Slokia avoixTou Kitpivou XpwuaTog mou pépouv v évBeign “200" ot pia meupd. 4. KAINIKEZ TAHPO®OPIE 4.1 O¢panev-
TIkég evdei€elg Ospareia g aTuTikig Suoherroupyiag oe evijhikeg Avdpe. Ma va g 670 Spedra givat i Siéyepon. 4.2 Aogo-
Aoyia kat tpérog; xopnvnon(u(mo,‘ \oyia Xprion oe € wy‘w( avépec Houviotpevn d6on eivat 100 mg, n omoia AapBavetat avahoya pe Tig avaykeg mepimou 15 pe 30 Nemtd

Auto Ba emtpéel Tov nuxu

mc uﬁuvuu)l}\nc (M4 M16 Kl]l M27) KatéBei§av emong eEAdXI0TN QvaoToA TV I00HOPQWYV 1A1/2 2A6,2B6, 2C8, 209, 2C19, 2D6, 2E1 kat 3A4 Tou CYP. Zopguva pe Ta eV

yw Sedoj 3 va €xelonpavik enidpaon oe AMa and Ta ev Adyw éviupa. KaBug tain vitro
Sedopéva Kaxeéu(uv meavzc a.k)\r])\tmﬁpaaslc me aBavmpl)\nc ue TG 10p0ppég 2C19, 2C8/9, 206 kat 3A4 Tou CYP, ot eparTépuw KAVIKEG HENETEG e T Xprion OpEMmpa-
{oMng, KAVIKG GNHAVTIKEC aoe1C We TIC 10opopég 2C19, 2C8/9 kat 2D6 Tou CYP. Emaywyrj Tou KuToypwya-
106PAS0H v enayyi 1wy loouopq)mv CYPIA2, CYP2B6 Kt CYP3Ad amb asuvmpmq Tou i vitro oe mpuwoyevi} avBpimva natokuTtapa Sev

ampoiova

Katéderge kapia SuvnTikr ot JH y in vitro katédei€av 6t n aavagiln éxet pétpia duvatd-
mra Spaong we pwHa p Kal 0 1< p- -pe T Siyogivn we UTOOTPWC YKEVTPWOEIC MKPOTEPEC amd TV urtohoyt-
O£V YOOTPEVTEPIKI OUYKE . H yTamg va empealel T petagopd aNAwv TIPOIOVTWY PECW TG p-yN fvng Sev eivau

yvwotn. H emidpaocn T quvqun( oe aMoug uumpopelc Sev eivat yvwotn. Prootyoudn. MpokAivikég peétec katédei§av pooBetn Spaon pieiwong e ouoTHATIKAG
fi¢ migang otav ot ¢ PDES KV pe GTn. & KAWVIKEG HENETEC, 1) pLoatyoudTn éxel Katadei€el Tt evViogUEL TIC UMOTAOIKES SPAoeIC TwV

TipW amo T (BAéme Mapdypago 5.1). H d6an propei va auénBei oe 200 mg To péyioTo 1} va pelwbei o 50 mg, avaoya pe T
KOTITA Kal QVEKTIKTTA TV TapatnpEital o€ kdBe aoBevr. H péyiotn cuviotdpevn ouxvotnTa xoprynang eivat pia gopa mw nuspa Ta Ty anékpion ot Bepaneia
anarteitar oe§ovahikr Siéyepon. Eidikoi mAinBuopoi HAikiwpiévor dvipec (=65 eTv) Aev amarteitat TG & 3 aoBeveic. Ta Siabéoipa
Sebopéva yia nhikiwpévous aoBeveic nikiag 70 etov i y eivat éva. Neppik) e aoBeveic pe fyma éwg pétpia vegpikr Suokeroupyia
(kdBapan kpeaivivng = 30 mL/min) Sev amarteitat mposappioyr Tg doong. To Spedra avtevdeikvutat o€ aoBeveic pe aoPapr vegpiki) Suoeroupyia (kaBapon kpeatt-
vivng < 30 mL/min) (BA. mapaypdgoug 4.3 kat 5.2). Ot aoBevei pie fima 1 pétpia veppikri Suoertoupyia (kaBapon kpeatvivng 30 mL/min aMa <80 mL/min) ot oroiot
ETElXaV OF PENETEG QAN 3 KATEBEIEAV HEW|IEV AMOTENESLATIKOTITA O GUYKPION |iE TOUG aoBeveiS |ie QUOIONOYIKF VEQPIK) Aertoupyia. Hrrarikrj duaAertoupyia To
Spedra avtevSeikvutar oe aoBeveic pe ooPapr nratikr Suoerroupyia (Child Pugh otddio C) (BN mapaypagoug 4.3 kat 5.2). Ot aoBevei e fmia éwg pétpia nmatikr Su-
oherroupyia (Child Pugh otadio A i B) mpénetva Eekvouv ) Bepaneia pe my ehdxiotn ) 660N Katva ™ &6on mou

avaloya pe

anokhelotwv PDES. Aev unifip&e kappia évBei€n uvoiko KMviKoD anoTehéapatog and Tov ouvduacé atov mnBucpé mou pehetriBnke. H tautéyxpovn xprion g plo-

OlyoUdTnG e ¢ PDES, évng g i i (BAéne 43).46 Kkunon kat yahouyia Eykupooivn To
Spedra v mpoopiletal yia xprion o€ yuvaikec. Aev undpyouv Sedopéva yia xpnaq me aBuvu«pl)\nc V3 syKuz; Ot ehéteg mou mpaypatoroiBnkav o€ {wa dev kata-
Selkviouy apeoeg i éupeoec emBhaBeic emdpdoeig TV kUnon v EUBPUIKIY/veOYVIKN Kat YTk avamTuén Tou epBpuou kab kat aTov TOKETo (BA. Tapd-

Ypago 5.3). Onhacpoc Aev undpyouv Sedopéva yia m xprion Te aBavagpilng kata T didpketa tou Bnhacpov. lovipétnTa Aev unapyouv emEPATEI; TV KIVNTIKOTTA
1} 0T HOPPONOYia TOU OTIEPHATOC OE LYIeiG EBENOVTEG pETa amd T Xopriynon epanag Sooewv 200 mg aBavagilng ané To atopa. Emi tou mapovrog, Sev undpxouv Sia-
Béotpia dedopéva OXETIKA He T OTTEPPATOYEVEDT) OE YIEC EVIMKES GVOPEG Kat O eVIMKES AVBPEG pe fma oTutikr Suokermoupyia. 4.7 EmEpacelg oy kavotnTa 0di-

YNONG kat xetpiopol pnyaviv To Spedra éxel aoruavm enidpaon omy kavomTa 08RYNENG Kal XEIPIoHOU Hnxavev: Eg KNVIKEG Bokipég e aBavagiln avagépBnke

TNV QVEKTIKOTNTA TOG O auTrv. Xprion oe vopec pie biafrtn Aev amarteftar npouupuuvn g 66ong o€ aoBeveic e diaprym. ﬂauﬁvammc mnBuoudc Aev undpyeloyetiky  {aAn Kat aMunwcn NG GpaonG Kat, UV, ot aoBevei MpEnel va yvwpilouy Tov TpOTo e Tov oroi PG 0 OpY TOUG 070 Spedra MPOTOU 0dNyri¢ 1 xe-

¥prion Tou Spedra otov nalélarplkon)\neuuuo yamy zv&en{n MG OTUTIKAG S Xprion o acBeveic mov AapBa QAP & mpoidvTa Juyxo- ploTOUV pnavéc. 4.8 0 evépyeteq Mepihnyn eikovag acpaheiag H eikd a Tou Sped Bdoe12.436 Taoroia extéon-
priynon pe CYP3A4 n Bavagpiln Km OXUPWY. v CYP3A4 (6mou a 0 Bipn, ata-  kav oV aBavapiln katd ™ SiapKela Tou MPoyPAppaToC KAVIKIC QvamTuéng. Ot o GUXVEC vEmBUUNTES EVEPYELEC TIOU avuq)epenkqv otg KM\AKE: eNéTeq eival Kwu-
CavaBipn, wéwapipn, 6 0 ipn kat ivn) (BM. 43,44 Ka14.5). I'la ToUQ acesvslc Aalyia, £6ayn, pIVIKT CUHPOPNON Kat CUPPGENON TwV KOMTWY Tou TIPOTWOU kat oopualyia. £To GUVoNd Toug, Ta Kat ot

iov Aappa 3 o e pétpioug éTou CYP3A4 (0 a i pemravin, Sihtialépn, houkova-  EVEPYELEC oTa uoKeipeva miou EhaBav Bepaneia pe aBavagiln fitav cugvoTEPEC OF uMokeipieva e Aeiktn Madag Zwpatog (AME) <25 (urokeipeva e Quotohoyikd AME).
(0Mn, ipn kat iAn), n péyiotn bpevn 5001 Sev mpémet va uepBaivel ta 100 mg, evi) petal Twv 86oewv mpémel va pecohaBel I pakpoxpovia KAWIKI) HEAETN, TO TOGO0TO Twv aoBEVEv TTou EUQAVIoay aVEMBUMNTES EVEPYEIEC uzlenKz e Ty avénon g didpketag ékBeang. Katdhoyog aver-

Sidotnua 48 wpwv (B\. 4.5). Tpomog xopriynang la opriynon amé To 6topa. Otav To Spedra AapBquml e Tpogr), N évapén T Spdang Tou BUpNTWV evepyelwv o€ poper Trivaka O 0 VEPYELE QapHaKO KANWVIKEG

umopei va kaBuaTeprioe! o oxéon pie T Ajn Tou um6 kabeotig vateiag (BA. 52).43 igelq Y 1 5p ) ouaia r} 0€ Kd
Ta éBoya o avagépovra oY Tapdypago 6.1. AoBeveig ol oiolot xpnaipoTTolodv oroiaaBiTOTE KOp@rG OPYAVIKG VITPIKO 1y S6TeG povogeibiov Tou aliotou (Gwg

SOKIHEC He BUXVOTNTA OUPQWVA He T ouvBrikn MedDRA: Mok cuyvég (>1/ 10). Zuyvec (21/100 £wg <1/10), Oy ouyveg (21/1.000 éwg <1/1 00), Emavieg (>1/10.000 €wg
<11 OOO) oAb amavieg (<1/10.000), Mn yvwoté (dev pmopouv va extiunBolv pe Baon ta Slabéotpa Sedopéva). Eviog kdbe kammyopiag ouxvetnTag epgpdviong, ot

VITp&GEC apho) (BA. mapé 45). \ e muuus (PDES5), e Tng
e BleyEpTeC TG fic kukhdong, omwcn KaBix pmopei SuvnTikd va odnyr f unétaon (BAéne 45).Npw

amo T ouvTayoypagno Tou Spedra, ot yiatpoi pémet va E&m(ouv Tov SuvnTIKG KapSiakd Kivduvo mou evéxet n) oeouaikr} SpacTnPIOTNTa o€ aoBeveiS pe mpolnap-

Youoa kapiayyetaki vooo. H xprion g i oe: aoBeveic ou uméoTnaav éugpaypa Tou puokapdiou, eyke@aNiko eMeICG8I0 1 eugpavioay anel-

VEpYeleC napari Kata gbivouca oeipd coapdtnTag.

AvemBUpNTEG evépyeieg (Mpotipwpevog 6pog MedDRA)

ATk yia T {wr Toug appubpia Katd Toug 6 TeNeuTaioug priveg, aoBeveig pe undtaon (aptnptaki miean < 90/50 mmHg) 1y unéptaon (appiakn mieon > 170/100 5::;:‘:::”0""(0" Tupvéc Oxtouxvéc Eaaree
mmHg) o€ katdotaon npepiac, acBeveic pe aotadi atnBayxn, oTnBayxn 6 1 SidpKeia g fic ouvouaiag, 1y A kapSiakn a ot
omoiol Ta§vopoUVTal aTNY Katnyopia 2 fj Kat peyahiTepn katd New Vark Heart Asso(lallon AdBeveic us ooPapn r]mmKn 5uc)\£noupvm (Child-Pugh C). AoBevei pe oo~ NOPGEEIC KAl TAPACITWOELS Tpimn
Bapr veppikr) Suohermoupyia (kaBapon kpeatvivng < 30 mL/min). AcBeveic pe ama PACNC OTO 11 TPOGBIAG IOXAUMIKIG OTTTIKIG Pwogapuyyitda
veupondBetag (NAION), aveapTritwg Tou €v To &v Noyw €neloodlo oyetietat 1y Oxt pe £ékBeon oe ', PDES (BA. 4.4). AoBeveic pe N . N .
YVWOTEC KAPOVORIKEG SlaTapayég ekpUNoNG Tou apgiBAnoTpoeiBolc. AoBeveic mou AayBavouy Loxupoug & CYP3A4 (6miou 6 IPAXEC TOU Enoyukri ahepyia
prrovapipn, atalavaBipn, kKhapBpopukivn, wdivaBipn, rpakovalohn, vepalodovn, vehpvapipn, ipn kat fvn) (B\. 42,44 ka145). GUCTECTO0
4.4 E18IkéC MpoetSomotoei Kau mpoguAageic katd m xprion Mpw amé my t&man Tou evBexopiévou xopnvncn( PAPHAKEVTIKIG QYWYNG TIPEMEL VA GUETaL o 1a- 0 Kat Oupikrj apBpitida
TPIKO (OTOPIKO KAt vl ENEYKETA N QUOIKIY KATGoTaon Tou aoBeviy yia va Siay {n otuTk Kawva Ov Ta mBavd aita. Kapdiay- e BpéYne
yelaki kardotaon O yiatpdg mpémet va aiohoyrioel v mpémwslam Kmanmon Tou aoBevr) mpw ané my svup{n onomuBnnms Bepaneiaq yia ) oTuTKr Suoker-
Toupyia, Epboov UMdpKE! Kamola 6TITa Eppaviong kapdiayy: BuEVWY e T pacpioTTa (B o 43).HaBavagiln Yuxiatpikéc Siatapayég Abmvia
£xerayy £ 1816TTeC Tou TpokaoLV ryma kat Tapodiki peiwon T aptnplaki meang (BX. mapdypago 4.5) kat, yia Tov Abyo auto, evIoXUEL TV UTOTasIK n(’é"l’ﬂ"l EKU"EPMTWH
emidpaon Twv vitpikav (BX. mapaypago 4.3). Or aoBeveic pe anogpatn Tou xwpou Eiwenunc aploTeprc Km)\ncm, TL.X. OTéVwOon AopTrG kat 1810mabr umepTPOQIKR UMoa- Anpéogopo uvaiobnpa
OpTIKN OTEVWON, EVEEKETaIVa nupouolalouv i um Spaon Twv ayy v PDES. ﬂpmmapo: ] acesvslc ou Mlatapayég Tov Veupikol Kepahahyia Zdhn YuyoKIVTIK UMEPKIVNTIKOTTA
i{ouv oT0oN N omoia Slapkei yia 4 GPEC 1 Kat 0¢) mpénet va avalnTolv A lalen Bonesm Edv o mpiamopoc Sy dueoa, i Yrvnhia
evdéxetal va mpokAnBei BAGBN oTov 10T TOU TEOUC Kat povipn amiAela ¢ oeSouaNikri kavotnTag. H aavagiln mpémet va yopnyeitat pe mpocoyr) o€ aoeveic mou Kepaahyia and mapappivokoTiTisa
TIapoustalouV AVaTOHIKI TAPAUOPPWON TOL TIEOUC (GMWG ywviwan, ivwon Twv anpayywdwv cwpdtwy 1 vooo Tou Peyronie), € aoBeveic e mabrioeig o omoieg evoé-
XETat va anoteNolv mapdyovta mpodidBeang yia mplamopo (Omwe SpemavokuTtapiki avaipia, ToMam\ puélwpia 1y Neuxapia). MpopAiuata 6pacnc Me t Myn dA- O@Bahpkéc Siatapayég Oapm 6paon
Awv anokAeloTwv PDES £xouv avaq)epezl Bhu[k( o'mv 6pacN) Kal EPLOTATIKA pn upmpm&mnc npoeBiag |<‘:xu\pu<n< omrikrg veuponaBetag (NAION). Ze mepimtwon mou A e RN ST
olaoBeveic yii otV 6paon, Bampémel peiouy mMyn Spedva Kallva aneuBivovTal deoa o€ iatpo Tayvrapdia
(BN napa\/pmpo 43). Emépuun oy o Mehéregin vitro oe avBpw TN PDE5 v €; 6 povol Toug emidpa-
onom Qot600, 0 UNEP £¢ 560€IG Eviaxuouy T i 6pdon Tou O vatpiov, ot iou Tou Ayyetakég Siatapayég ‘E€agn E€aye Ynéptaon
olirou Zrouc o PDES ug o K g < NP 0 A,W £ TOU 0 Pwik Zup@o6pnon TwV mapappiviwv Pwéppola
undpxouV ")\Y]pclpopli( O)(E[IKG pemy uuwu)\slu MG xopriynong aavagilng o aoBeveic e Siatapayéc evepyd . Q¢ ek ToUTOU, N aBavagiln L . A 5 .
TIpEmELva yopNy ev\oy J6vo petd and ) aiohoynon T oxéan< ogedoug/kvdivou. Meiwor ) apuiki amiheta g akoris Se mepimta- oIS CUPLPIL) X KothotTwv z SRR A
on augpvidiag peiwong 1y amAelag e akorg, PEMEL va GUVIOTATal 0TOUG aoBeveic va Slako ™ Aqyn PDES5, 16 TG Tov ewpaku Kattov Eiceiedairuct Gt
Kauva avagnrodv dpeca tatpikii Borieta. Tuom nsplo‘mnm Taonoia evbéxetatva uuvoézuovml ano epBoég kat {aAn, £xouv avagepBei kat o)(znlovml XPOVIKA e T RecoBRpoKiol
Myn v PDES. Aev €y 170 £Gv Ta v Aoy i poa e ™ xprion amoketoTiv PDES 1 pe AAoug apd £ TOU yaoTPEVTED Avomeyia ZnpocTopia
Tuvtpéxouca xpncr] ah@a amokAEIoTHOV H 3 Xprion dga OV Kal evbéxetalva ¢0€1 0€ ¢ aoBeveic Navrtia Taotpinda
unotacn Ayw mp a (BN 4.5). 1waitepn mpoooyr mpémet va Sidetal oti akoNouBeg mepuTtiicec: Ot aoBeveic mpénmet ‘Epetog ANYOG KATW KOIMAKIC XWPag
va eivat otaBepoi oe ezpanem He a)upa cmnx)\smec npnv an6 v évapén e Bepaneiag pe Spedra. Ot uuesvac Tiou EMBEKVHOLY aiOSUVapIK aotdela aTn uovoez Auogopia Tou oTopdxoy Méppola
paneia pe A\ JMOTIKIG UTGTAONG HE TN OUVTPE, priynon Ang. ZToug aoBeveic i polomn
Oepanteia pe GApa anokhelotée, r] Yopriynon aBuvaqn)\nc npem va Eevdel e T pIKp6TePN 560N Twv 50 mg. ZToug aoBeveic mou Aappd 18n B éctou ‘5£P"“T°‘ sy E¢avBnua
S6on Spedra, n Bepaneia pe GA\@a aMOKAEIOTEC ipémel va EEKIVAE! e T xopnvnun me ulkporzpn( S6ong. H otadiakr avénan e 56ong twv aAg DV evdéxe- totov
T va oxeTiCeTal e mepartépw peiwon ™ Mieong aigatog Katd my T Haogdheiang Kerong Kaidho e A 6 Ocpualyia Movoc ota Aayovia
otV evbéxetal va empealetal and aMeg petapntég, HEvNG TG Yyelaki iag kat ANAwv TIPOIOVTWV. Zu- GUOTHATOG KAl TOU GUVSETIKOD MUikd opi€ipo Muadyia
PéX Xprion pe ¢ CYP3A4H ) Kall lXUp&V v CYP3A4, 6w n oA fn Bi i \oToU Muikoi onacpoi

napuquwouc 4.2,43 ka14.5). Zuvtpéyovoa xprion pe ae¢ Bepaneieg yia T atutiki Suoherroupyia Aev éxet pehetnBei n aopaleia kai n anoteheopatikdtnTa Bepa-
TIEUTIKE) v Tou Spedra Kat AW\ ) PDES 1} ANy eepanﬂmv yatm crunkn éua)\enoupvla o aueevﬂc mpénelva evnuzpmvovml o dev ﬂpEHEI Al‘"‘lPUXE‘: TWV VEPP®V Kall TV MoMakiovpia
va d Spedra o€ 0 pE auTd T a mpoidva. Zuvp: H o€ pe™m obwv
Mjpn aBavagiing unogzi va auéroet mw i unétaong (BA. 4.5). 01 aoBeveic mpémel va evpepwvovTal 0Tt N CUVTPEXOUGA XProm Matapayéc Tou avamapaywyikos Auatapayéq Tou méoug

Kat evdéxetal va auéroet v meavomm unéraong, {aAng i ouykorric. Ot yiatpoi ogeilouv emiong va cupBoulevouy Toug o p a g A

" . OUOTARATOC KAl TOU HaoToD Autépatn oTion Tou TEOUG
OBEVEIC OXETIKA 1€ TO TITPETTEL VA KAVOUY O TEPITTWON Pl \cunétaong. MMnBucpioi mov dev 3 Levo pehétng Kvnouée ota yewnikd épyava
H aBavapiln Sev éet pehetnBei o aoBeveic pe otutikn i 0 [« 6ne i oTiANG 1} o€ AMeg VEUpD)\OVlKEC 6|ampuxs:, oute
OE UTIOKEIEVa pE acBapﬁ ve(pplkﬁ Qi 06 ia. 4.5 AN HE GANa & poidvTa Kal GANES HOPPEC AN Tevikég Kat Kénwon E€aoBévion
i i pev Nrtpixd H aBavaepiln éxet amodeixBei 6Tt auéavel TIC UTOTAOIKES EMEPATEI TWV VITPIKWY OF Ly Ao€1g TG 0500 Owpakiké dAyog

O GUYKPION) HE EIKOVIKO. qzupuclm Auto Bewpeitat 6t otpzl)\nal otg ouvéuaouzvz( Emépﬂoa( TWV VITPIKGV KAl TNG aBuvatpl)\n( otV 086 povogeidiou Tou alwTou/ku- Tpuma8ng ouvdpopr
KAIKAG (cGMP). Zuvent, n Yopriynon aoBeveic oy HOPQHC Nepipepikd oidnua
K61} 50TV povogeidiou Tou alwtou (6mwe vitpwdeg apuio). Ze mepimwon mou n xapnynun vnpmwv KpIVETal laTpIKMC avaykaia Noyw amenTikic yia ™ {wr Kammu | . N . . L
ong o€ aoBevij mou éxel AaPet aBavagiln Katd Tiq 12 mponyoUpeveS WPEG, n M ¢ Kat SuvnTika emki ! mwonc me | mwnc evau Naparhvikes egetdoeic HE e z\{(uua Au{nua{n apmplgl(r] miEen
QUENUEVN. Z€ QUTEQ TIG TIEPITTWITEI, m vnleu TIEMEL va XopNyoUVTal HOVo LMt aTev taTpikr eniBAeyn pe KatahAnAn 0 (BN n)\ﬂx:ot':;gz‘;zﬁ;nw K‘:;::Z;“(xg’:]‘:m

4.3). QapuakeuTikd mpoidvra mov uzmlvauv m m/amu(m aptpiakr mieon Onm( 6ha T ayyeloSiaoTaNtikd, n aBavagiln evSEXETAL VA HEITEL T GUOTNHIKY apTNPIAKY
Tiigon. Eqv 10 Spedra 43 0 pe Ao O TIPOIOV TIOU HENVEL TN GUGTNHIKT ApTNPIaKT] Tigan, ot mpooBETeC EMEPATEIS evBEyETal va
TIPOKaNEGOUV CUUMTWHATIKT UMIGTaoT) (.. {aAN, Taon MmoBugiiag, ouykorr 1 otovei ouykom). ZTic KAwikéG Sokipég paon Il 5£v uvaq:zpenmv oupBapata undtaong,
TapatnprBnkav 6pwe mepioTactakd emetoodia {aAng (B). mapaypago 4.8). Zig khwikég Sokipeg pdong Il d éva YKOTIG e Papp

Ka éva e T xopriynon 100 mg qBavawl)\nc o aueevtlc us andgpagn Tou xwpou EEwenunc aploTeprc Kol)\lu( (. oTévwon aopTiig, 1Blomab uMEPTPOPIKY UMoaopTI-

i orévuon), KaBiic katd " ko evBéxerarvateva iaepa uoloBinror o Spéon T

TPORAN e

Auvgnpévog KapSiakog puBuog AbEn0N TOU E181KOU TIPOTTATIKOY AVTIYOVOU
Avénpévo owpatiké Bapog
Auv€npévn xohepuBpivn aiparog
Au€npévn kpeativivn aipatog
Auvénpévn Beppokpacia owpaTog

Y fvNG TG e Sogaloaivn karm
OF UyIr UTToKeipeva o€ pua dlaotaupoupevn Sokipr Vo meptodwv. EToug aobeveic mou éaBav otabepr) Bepanceia pe Sofalooivn, n péon péyoTn peiwor, HeTa TV
APaipETn TwV OPENGHEVWY OTO EIKOVIKO PAPHAKO EMBPATEWY, TNG OUGTOMKIG apTNPIAKRG Tieang o€ opBia kat Urrtia Bon Arav 2,5 mmHg kai 6,0 mmHg avtioToiya,
HeTa T yopriynon i LVONIKG, HETa T Xopriynon 86 iAnG 7 an6 ta 24 {eva epQAVIoaV TIHEG I HEIOEIC Mo TIC ApXIKEC TIHEG, O oTfoieg Ba
wlopoucav va xapukmplcnouv KAWIKG cnuu\mksc (BN mapdypago 4.4). TTouc aoBeveic mou éaBav otabepr) Bepantia e Tapcouhoaivn, n péon péyiotn peiwon, peta
a NG OUGTONKIG fi¢ miong o€ OpBia kai Urtia Bon frav 3,6 mmHg kat 3,1 mmHg avtiotor-
X0, HETa T Xopriynon aBavagilng, evi 5 ané ta 24 UTOKEMEVA EMPAVIOQV TIHEG T} HEWOEIC TTO TIC APXIKEG TIHES META TN Yopriynon Sooewv aBavagilng ot omoie¢ Ba
umopouoay va xapaktneioTody kKAvika onpavtiké (BN. mapaypago 4.4). Xe kapia kooptn \mokauszv Sev uwnp{av avagopég uuuBuummv ouykorm¢ 1} AMwv ooPa-
POV QVEMBUUNTWY EVEPYEIWV TIOU Va OXeTIovTal He T peiwon Tng Tigon. (G KTOC Twv dApa i Hia KAVIK uzmn ya

Aga écOL

Mepiypan emheypé £vEpYEIGY IOV e aMoug éc PDES SupBapara pn TpoaBlag 1oYAIIKIIC OMTIKIC
veuponaBeiac (NAION) kat aigvidiag amihelag akorig éxouv avapepBei oe uikpd apBud nspmmmwv OE PETEYKPITIKEC Kall KAVIKEG BOKIEG e GMoug amokAetoTég PDES.
Kartd T SidipKeta Twv KMVIK@OV SOKIWY TG iAng Sev avagépBnke kavéva miep! 6 (BA. 4.4). 0 mplamopdc £xet avagepBei oe Mkpd apIBo Mepl-
OTATIK@Y OF PETEYKPITIKES KAl KAWIKEG SOKIPES e AAAoug armoketoTég PDES. Katd ) Sidpkeia Twv Khvikav Sokipdv e afavagilng Sev avagépbnke kavéva nepiota-
TIKO. AipaToupia, QHOGTIEHIA KAl AIHOPPAYid TOU TIEOUG €XOUV aVAPEPBET OE MIKPO APIBO TIEPIOTATIKWV OE HETEYKPITIKEG Kat KAVIKEG SOKIHES pE GAOUG anoKAEIOTEG
PDES. H uni6taon et avapepBei peteykprrika pe dAoug arnoketotég PDES, 1) de {dAn, éva ougvé GUMITTWwHa Tou eppavileTal O MEPITTWON TTWONG TS APTNPIAKNG
Tiigong, £xet avagepBei aTiq Khwikég Sokipég ™ aavagiing (B. mapdypago 4.5). Avagopd mbavoloyolpeviv avemBopntwy evepyeiiv H avapopd mbavooyos-
HEVWV QUEMBUHNTWY EVEPYEIDV PETA am6 T xupnvnon Gelag KUKAOPOPIaG TOU YApUAKEUTIKOD TIPOIGVTOG Eival cnpuvnm Empémei ouvexn nupaxo)\ouenon ™me
oxéong ows)\ouc KIV80vou Tou TIPOI6VTOG. ZNTeital and Toug enayyeAuaTies Tou Topéa TG vy va mBa-

EVEDYEIEG HEOW TOU EBVIKOU OUOTIHATOG QVaPOPAG TTOU avaypAQETal MapaKATw: EN\aGa: EBvikoc Opyaviopdg (Dapuaklw Megoyeiwv 284,

T agiohéynon e enidpaanc e aBavagiing otV evioyuon e Hefwong T apTpiakiic meang mou emipépowy EmAEyHEvVa G mpoiévia

Kal pikn). Ta éopata katédeiav péon uzvlcm peiwon oty apmplakn msan o€ Umrtia Béon katd 2/3 mmHg o cuvkpwn HE TO EIKOVIKO (dp-
pako kat Ty evalanpiln kat 1/-1 mmHg e Ty Sumivi kat 0TATIOTIKA ONUAVTIKT Bm(popn 0N PéYIOTN Peiwon amo TIG
APXIKEG TIEG TG SIAOTONKTC apTNPIaKTC TriEaNG o€ Urtia Béon pe rr] xopr]ynan i incr kG, n oroia 4 wpeg petd T xopriynon e oang

€maviiABE OTIC APXIKEG TIHEG, X 0 TICKOOPTEC & Jeiwon g, i mieong xwpic umétaong, n oroia 1 wpa
HETa TV epgavion g enavij\be oe puaioloyika emimeda. H afavagiln Sev eixe kapia emidpacn ota 4 eSopéva TG dimivg, n ivn Opwe

€négepe abénon TG péyiotg ke awvohikic ékBeang ot aavaigiln Katd 28% kai 60% avrioToa. OWGTVeUa H KaTavaNWOnN OVOMVEUTOG O OWBUACHO He T

GR-15562 Xohapyog, ABrva, Tnk: + 30 21 32040380/337, Qa: + 30 21 06549585, latdtonoc; http://www.eof.gr Kunpo( ﬂ)apuuksunks( Yrmpeoiec: Ynoupyeio Yyeiag,
CY-1475 Aeukwoia, Oag: + 357 22608649, lototonog: www.moh.gov.cy/phs 4.9 Yrieps ia Xe vy epdnag doon iAng €wg 800
mg, ev6) aToug acBeveic xopnyrBnkav moMaméc 500€i¢ éwg 300 mg nepnoiwg. Ot avemBUUNTEG EVEPYEIEC TAV TTAPOHOIEG HE AUTEG TTOU TIAPATNPOUVTAN GE HIKPOTEPEG
800EIG, WG N CUXVOTNTA EMPAVIONG Kal  coBapdTnTa autwy augrBnke. Ze mepimwon umepSocohoyiag, mpénel va papuélovial Ta cuvqeq UTTOGTNPIKTIK PETPa,
avahoya pe Ty miepintwon. H aipiokdBapon Sev avapiévetar va emaxovel Ty kdbapon g {An¢ kaBa n ouoia Seopedetal oe peyaho BaBuo oTiC Mpwreiveg Tou
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Instructions to Authors

ellenic Urology”is the official scientific journal of

the Hellenic Urological Association. Its main ob-

jective is to publish original articles, reviews and
case reports on diseases of the genitourinary system.
The journal “Hellenic Urology”is also concerned in the
continuous education of the Urologists and aims at pro-
moting the science of Urology. The journal publishes
papers, which concern clinical research and scientific
achievements. It also welcomes clinical investigations
as well as basic and applied laboratory research; new
data and recent developments of urological interest are
also welcomed. Papers published in another journal are
not accepted.

Submission of Papers

1. General Information: The official language of “Hellen-
ic Urology”is English. Authors whose native language
is not English will have their manuscripts proofread by
a professional copyeditor offered by the editorial team.
The authors are allowed to submit their manuscript into
Greek and translation will be provided.

All the authors are jointly responsible for the con-
tents of the paper and sign together the Authorship Re-
sponsibility, Financial Disclosure and Acknowledgment
form. The list of authors should not exceed six (6) oth-
erwise the participation of those exceeding the above
numbers should be justified accordingly. In case of re-
ports, the authors should not exceed four (4). In review
articles the authors should not exceed the number of
two. The following should be observed in the case of
clinical studies:

a) The authors should state that the research was con-
ducted according to the principles as have set forth by
the Helsinki Declaration of 1975.
b) In the Studies that involve human subjects, a state-
ment - approval from the appropriate human ethics
committees should be obtained.

) A statement - approval of the competent scientific
committee of the centre in which the research work was
carried out, pertaining to the protocol of the perspec-
tive studies, should be included.

In the case of the experimental studies on animals a
statement should be made that the paper has adhered
to the international guidelines for research involving
animals, which has been recommended by the WHO,
stating that “all research on animals was conducted in
accordance with guidelines tendered by internation-
al law”.

2. Copyright Transfer: Papers published in Hellenic Urol-
ogy constitute copyright ownership of the manuscript
to the Hellenic Urological Association (HUA). Thus any
reproduction and/or copying of said manuscript is al-
lowed only after consent of the Editorial Board of the
Journal.

3. Procedure:

The corresponding author is informed for receipt of
the manuscript and number of registration. The manu-
scripts are first checked whether they have been writ-
ten and submitted according to the instructions of the
journal (instructions to authors). Manuscripts which do
not meet the requirements of correct submission are
returned to the corresponding author with instructions
for due corrections. The manuscript is double - blind
checked by special consultantsreviewers of the journal.

The revised manuscript with an accompanying letter
signed by the corresponding author, in which he de-
clares that all corrections have been done.

The final decision for acceptance of the manuscript
lies on the Editorial Board that decides for approval, or
return of manuscript for supplementary information,
decision for re - approval or to reject the manuscript.
As soon as the paper is accepted and has been allotted
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final publication, a proof is dispatched to the authors
for final checking.

Article types
Reviews - maximum 4,000 words, 50 references, 6 ta-
bles and 10 figures, Abstract 300 words
Original Articles - maximum 3,000 words, 30 referenc-
es, 6 tables and 10 figures, Abstract 200 words
Case Reports - maximum 1,500 words, 10 references
and 6 figures, Abstract 100 words
Letter to the editor - maximum 600 words, 6 referenc-
es, 1 table and 1 figure
All article types should be accompanied by an ab-
stract in Greek. For authors whose native language is
not Greek, a Greek translation will be provided by the
Editorial Board.

Article structure

Subdivision: Divide your article into clearly defined
sections. Any subsection may be given a brief heading.
Each heading should appear on its own separate line.
Introduction: State the objectives of the work and pro-
vide an adequate background, avoiding a detailed lit-
erature survey or a summary of the results.

Material and methods: Provide sufficient detail to al-
low the work to be reproduced. Methods already pub-
lished should be indicated by a reference: only relevant
modifications should be described. Statistical methods
should be included in Material and Methods section.
Results: Results should be clear and concise.
Discussion: This should explore the significance of the
results of the work, not repeat them. Avoid extensive ci-
tations and discussion of published literature.
Conclusions: The main conclusions of the study may
be presented in a short conclusions section, which
may stand alone or form a subsection of a Discussion
section.

Title page information

Title: Concise and informative. Titles are often used
in information - retrieval systems. Avoid abbreviations
and formulae where possible. Author names and affili-
ations Where the family name may be ambiguous (e.g.,
adouble name), please indicate this clearly. Present the
authors' affiliation addresses (where the actual affilia-
tions with a lower - case superscript letterimmediately
after the author’s name and in front of the appropriate
address. Provide the full postal address of each affilia-
tion, including the country name and, if available, the
e - mail address of each author.

Corresponding author: Clearly indicate who will han-
dle correspondence at all stages of refereeing and pub-
lication. Ensure that phone numbers (with country and
area code) are provided in addition to the e - mail ad-
dress and the complete postal address. Contact details
must be kept up todate by the corresponding author.

Summary

A concise and factual abstract is required. It should
state briefly the purpose of the research, the principal
results and major conclusions. An abstract is often pre-
sented separately from the article, so it must be able
to stand alone. For this reason, references should be
avoided, but if essential, then cite the author(s) and
year(s). Also, non - standard or uncommon abbrevia-
tions should be avoided, but if essential they must be
defined at their first mention in the abstract. Abstracts
should be structured as to include items of Objectives,
Methods, Results and Conclusions.

Keywords

Immediately after the abstract, provide a maximum
of 6 keywords, using American spelling and avoiding
general and plural terms and multiple concepts (avoid,
for example, ‘and’, ‘of). Be sparing with abbreviations:
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only abbreviations firmly established in the field may
be eligible. These keywords will be used for indexing
purposes.

Abbreviations

In the text, abbreviation should be detailed at their
first mention. Ensure their consistency throughout the
article.

Acknowledgements

Collate acknowledgements in a separate section at
the end of the article before the references. List here
those individuals who provided assistance during the
research.

Math formulae

Present simple formulae in the line of normal text where
possible and use the solidus (/) instead of a horizontal
line for small fractional terms, e.g., X/Y. In principle, vari-
ables are to be presented in italics. Powers of e are often
more conveniently denoted by exp. Number consecu-
tively any equations that have to be displayed separate-
ly from the text (if referred to explicitly in the text).

Footnotes

Footnotes should be used sparingly. Number them
consecutively throughout the article, using superscript
Arabic numbers. Many word processors build footnotes
into the text, and this feature may be used. Should this
not be the case, indicate the position of footnotes in the
text and present the footnotes themselves separate-
ly at the end of the article. Do not include footnotes in
the reference list.

Table footnotes
Indicate each footnote in a table with a superscript low-
ercase letter.

Artwork

Image manipulation: Whilst it is accepted that authors
sometimes need to manipulate images for clarity, ma-
nipulation for purposes of deception or fraud will be
seen as scientific ethical abuse and will be dealt with ac-
cordingly. For graphical images, this journal is applying
the following policy: no specific feature within animage
may be enhanced, obscured, moved, removed, or intro-
duced. Adjustments of brightness, contrast, or color bal-
ance are acceptable if and as long as they do not obscure
or eliminate any information present in the original.

Electronicartwork
General points:

Make sure you use uniform lettering and sizing of

your original artwork.

Embed the used fonts if the application provides

that option.

Aim to use the following fonts in your illustrations:

Times New Roman, 12.

Number the illustrations according to their

sequence in the text.

Use a logical naming convention for your

artwork files.

Provide captions to illustrations separately.

Size the illustrations close to the desired dimensions

of the printed version.

Submit each illustration as a separate file.
Formats: If your electronic artwork is created in a Mi-
crosoft Office application (Word, PowerPoint, Excel)
then please supply ‘as is’in the native document for-
mat. Regardless of the application used other than Mi-
crosoft Office, when your electronic artwork is final-
ized, please ‘Save as’ or convert the images to one of
the following formats (note the resolution require-
ments for line drawings, halftones, and line/halftone
combinations given below): PDF or JPEG. Keep to a
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minimum of 300 dpi Vector drawings, embed all used
fonts.
Please do not:
Supply files that are optimized for screen use (e.g.,
GIF, BMP, PICT, WPG); these typically have a low
number of pixels and limited set of colors;
Supply files that are too low in resolution;
Submit graphics that are disproportionately large
for the content.
Figure legends: Ensure that each illustration has a leg-
end. Supply legends separately, not attached to the fig-
ure. A legend should comprise a brief title (not on the
figure itself) and a description of the illustration. Keep
text in the illustrations themselves to a minimum but
explain all symbols and abbreviations used. Legends
should be sent separately.

Tables

Number tables consecutively in accordance with their
appearance in the text. Place footnotes to tables above
the table body and indicate them with superscript low-
ercase letters. Avoid vertical rules. Be sparing in the use
oftables and ensure that the data presented in tables do
not duplicate results described elsewhere in the article.

References

Citation in text: Please ensure that every reference cited
in the text is also present in the reference list. Any refer-
ences cited in the abstract must be given in full. Unpub-
lished results and personal communications are not rec-
ommended in the reference list, but may be mentioned
in the text. If these references are included in the refer-
ence list they should follow the standard reference style
of the journal and should include a substitution of the
publication date with either 'Unpublished results' or 'Per-
sonal communication' Citation of a reference as 'inpress'
implies that the item has been accepted for publication.

Web references: As a minimum, the full URL should be
given and the date when the reference was last accessed.
Any further information, if known (DOI, author names,
dates, reference to a source publication, etc.), should also
be given.Web references can be listed separately (e.g., af-
ter the reference list) under a different heading if desired,
or can be included in the reference list.

Reference style

Text: Indicate references by number(s) in square brack-
ets in line with the text. The actual authors can be re-
ferred to, but the reference number(s) must always be
given. However, for more than one author, only the first
should be listed followed by et al".

List: Number the references (numbers in square brackets)
in the list in the order in which they appear in the text.
Examples:

Reference to a journal publication:

1.Van der Geer J, Hanraads JAJ, Lupton RA. The art of
writing a scientific article. J Sci Commun 2000;163:51 - 9.
Reference to a book:

2. Strunk Jr W, White EB. The elements of style. 3rd ed.
New York: Macmillan; 1979.

Reference to a chapter in an edited book:

3. Mettam GR, Adams LB. How to prepare an electron-
ic version of your article. In: Jones BS, Smith RZ, edi-
tors. Introduction to the electronic age, New York: E -
Publishing Inc; 1999, p. 281 - 304.

Note shortened form for last page number. e.g., 51 -
9, and that for more than 6 authors the first 6 should be
listed followed by et al.”

For further details you are referred to ,Uniform Re-
quirements for Manuscripts submitted to Biomedical
Journals” (J Am Med Assoc 1997;277:927 - 934) (see also
http://www.nlm.nih.gov/bsd/uniform_requirements.
html).
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Editors’responsibilities

1. Publication decisions
The editor is responsible for deciding which of the ar-
ticles submitted to the journal should be published.

The decision will be based on the paper’s impor-
tance, originality and clarity, and the study’s validity
and its relevance to the journal's scope.

The decision is guided by the policies of the jour-
nal's editorial board. The decision is constrained by
current legal requirements regarding libel, copyright
infringement, and plagiarism. The decision should
not be restricted by the authors' race, gender, sex, re-
ligious belief, ethnic origin, and citizenship. The edi-
tor may confer with other editors or reviewers in mak-
ing this decision.

2, Confidentiality

The editor and any editorial staff must not disclose
any information about a submitted manuscript to an-
yone other than the corresponding author, reviewers,
potential reviewers, other editorial advisers, and the
publisher, as appropriate.

3. Disclosure and conflicts of interest

Unpublished materials disclosed in a submitted pa-
per will not be used either in an editor's own project
or by the members of the editorial board for their own
research purposes without the express written con-
sent of the author.

Duties of Reviewers

1. Contribution to Editorial Decisions
Reviewers'assists the editor in making editorial deci-
sions and through the editorial communications with
the author may also assist the author in improving
the paper.

2.Promptness
Any selected referee who feels unable or unquali-
fied to review the research reported in a manuscript
should notify the editor and exclude himself from the
review process.

3. Confidentiality

Any manuscripts received for review must be treated
as confidential documents. They must not be shown
to or discussed with others except as authorized by
the editor.

4, Standards of Objectivity

Reviews should be conducted objectively. Person-
al criticism of the author is inappropriate. Referees
should express their views clearly with supporting
arguments.

5. Acknowledgement of Sources

Reviewers should identify relevant published work
that has not been cited by the authors. Any state-
ment that an observation, derivation, or argument
had been previously reported should be accompa-
nied by the relevant citation.

Reviewers should also call to the editor's attention
any substantial similarity or overlap between the
manuscript under consideration and any other pub-
lished paper of which they have personal knowledge.

6. Disclosure and Conflict of Interest

Information or ideas obtained through peer review
must be kept confidential and not used for person-
al advantage. Reviewers should not consider man-
uscripts in which they have conflicts of interest re-
sulting from competitive, collaborative, or other
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relationships or connections with any of the authors,
companies, or institutions connected to the papers.

Duties of Authors
1. Reporting standards
Authors of original research papers should present
accurately the work performed and provide an ob-
jective discussion of its significance.

Underlying data should be properly represented
in the paper. A paper should contain sufficient detail
and references to permit others to replicate the work.

2. Data Access and Retention

Authors are asked to provide the raw data in connec-
tion with a paper for editorial review, and should be
prepared to provide public access to such data and
should in any event be prepared to retain such data
for a reasonable time after publication.

3. Originality and Plagiarism

The authors should ensure that they have written en-
tirely original works, and if the authors have used the
work and/or words of others that this has been appro-
priately cited or quoted.

4. Multiple, Redundant or Concurrent Publication
Authors should not publish manuscripts describing
essentially the same research in more than one jour-
nal or primary publication.

5. Acknowledgement of Sources

Proper acknowledgment of the work of others must
always be given. Authors should cite publications that
have been influential in determining the nature of the
reported work.

6. Authorship of the Paper

Authorship should be limited to those who have
made a significant contribution to the conception,
design, execution, or interpretation of the reported
study.

All those who have made significant contributions
should be listed as co - authors while those who
have participated in certain substantive aspects of
the research should be acknowledged or listed as
contributors.

The corresponding author should ensure that all
appropriate co - authors are included on the paper
and that all co - authors have seen and approved the
final version of the paper.

7. Hazards and Human or Animal Subjects

If the work involves chemicals, procedures or equip-
ment that have any unusual hazards inherent in their
use, the author must clearly identify these in the
manuscript.

8. Disclosure and Conflicts of Interest
All authors should disclose in their manuscript any fi-
nancial or other substantive conflict of interest that
might be construed to influence the results or inter-
pretation of their manuscript.

All sources of financial support for the project
should be disclosed.

9. Errors in published works

When an author discovers a significant error or in-
accuracy in his/her own published work, it is the au-
thor's obligation to promptly notify the journal edi-
tor or publisher and cooperate with them to correct
the paper.
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EUVOUXIOHO KAPKIVOU TOU IPOOTATN OF EVINKEG AVPEG TTOU Eivat AGUUMTWHATIKOL 1} fiTal CUMTWHATIKOL HETA Mo amoTuyia TG
Bepanteiag atépnang avdpoydvwy, atoug omoioug N XnueoBepanteia Sev evdeikvutal akdpa kKAwika (BAéme mapdypago 5.1). «
Bepanteia Tou peTaOTATIKOY AVBEKTIKOU OTOV EUVOUXIOHO KApKIVOU TOU TIPOOTATN OF EVAAIKEG AVOPEC TwV OMO{WV N VOOOG EXEl
e€ehxBel kata T Sidpkeia i petd amd Bepameia pe ynpeloBepameuTikG oyipa mou mePIExel SooeTagéN. Seil

< 1/100), amévieg (>1/10.000 £wg <1/1.000), moA) omavieg (<1/10.000) Kat pn yVwaTEC (i ouxvoTnTa Sev Hmopei var ekTiundei pe
Baon ta Sabéoipa Sedopéva). Evidg kabe opddag ouxvoTnTag, ol avemBuunTes evépyeles eupavilovtal pe oelpd @Bivouaag
ooPapdtTac.

Nivakag 1: CIT} €pYeleC IOV ava@épBnkav oTi¢ KAVIKEG PENETEG KAt PETA TV KUKAO@Opia Tou
mpoiovtog
Nopwéerg kat mapacITwoeig TIOAU OUYVEG: 0upoNoipwén
OUXVEC: onpapia
Alatapayéc Tou evSokp fiHatog OX1 GUXVEG: EMVEPPIBIOKT QVEMGPKELD

Diarapayéc Tou perapoliopou kat tng OpéPng oA GUXVEG: umokaNiaiplia

OUYVEG: umepTpyAUKepISaIpia

YnepeuaioBnoia otn SpacTiki ouaia y o€ KAmolo amd Ta £kSoxa Mo avagEPOVTaL GTNV Tapdypao 6.1.- uvaikeg mou eivat fy
pmopei va eivar éykueg (BAéme mapdypago 4.6). -LoBapn nmatikiy duokerroupyia [Katnyopia C kata Child-Pugh (BAéme
mapaypagoug 4.2, 44 kai 5.2)). Eidikég i Kat po@uAages katd ™ xpron: Yréptaon, umokahauia,
KATAKPATNON LYPWV Kal kapSlakn averdpkeia Moyw miepioaeiac ahatokoptikoeiSwv: To ZYTIGA pmopei va mpokahéoet uméptaon,
unokaMaipia Kat Katakpdon vypwv (BAéme mapaypago 4.8) w¢ ouvénel au§nuévwy emméSwy aNATOKOPTIKOEISWY TIou
TpokUTTouV and Ty avactolr Tou CYP17 (BAéne mapaypago 5.1). H ouyxopriynan evog KopTIKooTEPOEIBOUE KATATTENNEN TNV
(on G eholoemveppdloTpamou opuovng (ACTH), odnywvTag o€ peiwon TG emimwong kat ™e 6oBapdTTag aUTAV Twv
QuemBOUNTWV evepyeliv. Amarteital mpoooyr) oTn Bepareia aoBeviV TwV OMOIWV N UTTOKEIHEVN 10TPIKY KATAGTAGN MTOpE( va
SlakuBevetar amd Tiq au€oeis otV aptnplakr mieon, T uokaMatpia (. o€ 6oug AapBdvouv Kapdiakég YAukooidec), 1y v
KaTaKPATNON LYPWV (Y. O GGOUG TAOKoUY a6 KapSiaki avemdpkela), coBapr i aotadly oTnBayxn, TPOoPaTo Euppaypa Tou
Huokapdiou 1j kohakr} appuBlia kat Twv acBeviv pe coBapr veppiki) Suohertoupyia. To ZYTIGA mpénel va xpnatpomoteitat pe
Tpoooyr O aoBeveiC pe 10TOPIKO kapdlayyelaknc vogou. Amd Tiq peléteg pdang 3 ot ormoieg Sie€ixBnoav pe 10 ZYTIGA
amok\eioBnkav aoBeveig pe pn eNeyxopevn uméptaon, KMVIKG onpavTikiy kapSiomadela, Omwe MPOKUMTEL and Euppaypa Tou
Juokapdiou i aptnplakd BpopBwTikd emeloddia, Toug mponyolpevoug 6 prives, coBapn 1 aotabr atnBayxn 1 kapdiakr
avendpkela Katnyopiag Ill 1 IV katd NYHA (peNém 301) i kapSiakr averdpkeia Katnyopiag Il éwg IV (pelétn 302) 1 KAGopa
€€wbnong <50%. £ pelétn 302 efaipébnkav ot aobeveic pe KONTTIKA pappapuyn, i G kapdiakr appuBia mou amartouoe
latpikr) Oepaneia. H aogdlela o aoBeveic pe kKAaopa e€wONONG aploTepric KOINAC < 50% 1} pe KapSIaKT avemdpKela Katnyopiag
114 IV katd NYHA (otn pehétn 301) ry kapiakry avendpketa Katnyopiag Il éwg IV katd NYHA (otn pelétn 302) Sev tekpunpiwbnke
(BAéme mapaypapoug 4.8 kat 5.1). Mptv amd ) Bepameia aobeviv pe onuavTiko Kiveuvo yia GUQOPNTIKY Kapdlaki avemdpkela
(.. 10TOPIKO KAPSIAKIG AVETAPKELQ, [N ENeyXOpEVN uTépTaon, f KapSiakd emeioodia 6muwg loxaipikiy kapdlomdbela), efetaote
0 evdeGpEVO va Yivel aglohdynan Te kapdiakrig Aerroupyiag (m.x. nxokapdioypagenpa). Mpw amd m Bepaneia pe ZYTIGA, mpénet
VO QUTILETWTIOTEL N KApSIaKr avemdpkela kat va BehtiatomoinBei n kapdiakn Aerroupyia. H uméptaon, n umokahaupia kat n
Katakpatnon vypwv mpéel va SlopBvovtar kat va ehéyxovtat. Katd tn Sidpketa Tng Bepaneiag, n aptptakn miigon, Ta enineda
Kaiou aTov 06, N KATAKPATNGN UYPWY (AVENGN BAPOUG, TEPIPEPIKO 0idNKA), Kat AANG GNLED Kl CUPTTTALATA TNG GUUPOPNTIKAG
KapSIaKAG avemapkelag mpémel va mapakohouBouvTal kaBe 2 eBSopASEC yia 3 prve, Emetta o pnviaia Baon kai va SlopBavovtat
ot avwpaNies. Mapdtaon Tou Slaotripatog QT éxel mapatnpnBei o€ acBeveic mou mapouatalouv uokaNiaipia ae GUVSUAGHO pe T
Bepaneia pe ZYTIGA. ASiohoyrote TV Kapdlaki Aertoupyia Omiwg evaeikvutal KNIVIKG, EYKATAOTAOTE TNV KATAMNAN QVTIHETOTION
Kal EEETAOTE To evSexdpevo TG Slakomic autig e Bepaneiog edv umapyel KNivika anpavTiki peiwon oty kapdiakr Aeroupyia
(BNéme mapdypago 4.2). Hiatoto€ikotnTa kat nratikr Suchemoupyia: S eheyxOpeves KNIVIKEC HENETEG ONpEONKAY ONPAVTIKEG
auénoeig ota nriatikd év{upa, ol omoieg odrynaav ot Slakorm Tng Bepaneiag 1y oe Tpomomoinan tng §6ang (B\éne mapdypagpo
4.8). Ta enineda TpavVOapUIVAGHV 0poU TPEMEL VAl HETPOVTAL TPV amd TV évapgn tng Bepaneiag, kaBe 500 BGopdde yia Toug
TIPWTOUG TPEIG HrVES TG Bepareiag kat KABe priva oTn ouvéyeta. Av epgavioTodv KMVIKA OupmT@paTa 1y onpeia mou umodeikviouy
NMaToTogIKGTNTA, PEMEL VA PETPNBOUV apéowg ol Tpavaapvaceg opov. Av n ALT i n AST auénBei, omrotadriote otyur, dvw amo
T0 MEVTAMAGOL0 TOU QVWTATOU QUGLONOYIKOU 0piou, N Bepameia mpémel va SIaKOMTETAl apéTwE Kal N NIATIKA eToupyia mpémet va
napakolouBeital otevd. H emavad: {o pmopei va §exwviael povo agol ot Sokipacieg NaTIKAG Aetoupyiag Tou acBevoug
EMOTPEYOULY OTa apyIka emimeda Kal pe pelwpévo eninedo Song (BAéne mapdypago 4.2). Av ot aoBeveic eppavicouy cofapr
nmatotoékémta (ALT 1} AST €lkooam\dola Tou QVWTATOU QUGIONOYIKOU opiou) omoladrimote oty katd ™ Sidpkela e
Bepaneiag, n Bepaneia mpémel va Slakometat kat ot acbeveic Sev mpémel va akohoubricouv emavabeparnteia. Ot aoBeveic pe evepyd
1} GUUITWHATIKY (oyev nraTitida amokAeioBnkav amé Tiq KAWIKEG HENETEC, emopiévig Sev umdpyouv deSopéva, Ta ormoia va
uoatpilouv T xprion Tou ZYTIGA atov mAnBuopd autév. Aev umapyouv Sedopéva yia v KANVIKY aopdlela Kat
anoteheopatikoTTa moManhdv §6oewv ofIKiG apmpatepovng otav xopnyeitat oe aobevei pe péTpla 1y coPapn nmatikr
Suakerroupyia (Katnyopia B rj C kata Child-Pugh). H xprion tou ZYTIGA mpénet va a§looyeital mpooekTika o aobeveic e pétpla
nmatiky Suohertoupyia, GToug omoioug To GYENOG TIPoPavG pémel va avtioTadyilel Tov mbavo kivouvo (BAEme mapaypdgoug
4.2ka15.2). To ZYTIGA dev mpéret va pnotporoteitat o€ aoBeveic e aoPapn nratikr Suoerroupyia (BAéme mapaypdpouc 4.2, 4.3
Kat 5.2). Y1 ngguv cnawsg avaggogsg IETd my KUK)\OQOQIC\ Tou ngotuvmc ofglac_NNATIKAC QVEMAPKEIDC kat nnannéag
H 5 G\

KATAOTAOEWY: TUVIOTATal TPOsOXN kat mapakolouBnan oe nspmwcn QMoOIOEMVEPPIBIAKIC QVEMAPKEIG, av ol aoBeveic
amooupBolv and Ty mpedvi{ovn 1 mpedvi{oAovn. Av To ZYTIGA GUVEXIOTE! HETG GO TNV AMIOGUPGH TwV KOPTIKOOTEPOEISY, Ot
aoBeveic mpémel va mapakohouBodvtal yia CUUTTWHATA TIEPIOOEING aAaTOKOPTIKOEWSWY (BAéme TMAnpogopies mapandvw). T
aoBeveic umd mpedviCovn 1y Tpedvi{oAdvn Tou Biivouv pn cuvnBiopévn GTPEGOYOVO KATAGTAON, UMOpEi va evdeikvuTtal au§nuévn
860N KOPTIKOGTEPOEIBWV TP, KaTa T SIGPKELR KAl LETE amd T OTpedoyovo katdotaon,. Ootikr wala:Meiwon tng 0oTIKAG
uadag pmopei va oupBei o AVSPEC e PETAOTATIKO POXWPNHEVO KAPKIVO TOU TIPOTTATN (AVOEKTIKG GTOV EUVOUXITHO KAPKiVO TOU
mpootdn). H xprion Tou ZYTIGA o€ auvBuacpo pie éva YAUKOKopTIKOEISEC pmopei va au€rioet autr Tnv emidpaan. [ponyoluevn
¥enon ketokoval6hng: Te acBeveic mou éxouv mponyoupévwe AaBer Bepanteia e ketokovaloNn yia Tov Kapkivo Tou mpooTdTn,
umopei va avapévovtal Yapn\dTepa mosoaTa avtanokplong. Yrepyhukaiia: H xprion Twv yAUKoKopTIKOES@Y Ba pmopouae va
QUERAOEL TV UTTEPYAUKAIia, GUVETIWG TIPEMEL VA HETPWVTAL OURVA Tal ENiESa Tou GaKxdpou oTo aipa ae aabeveic pe Staprhm.
Xprion ue ynueioBepaneia: H ao@dleia Kat i amoTENEGRATIKATNTA TG TAUTOXPOVNG XPRONG Tou ZYTIGA pe KUTTApOTOSIKr
XnuetoBepaneia dev éxouv Tekpnpiwdei (BAéne mapdypago 5.1). Aucavetia oe ékdoxa: AUTO TO PAPHAKEUTIKO TTPOIOV TIEPIEKEL
Naktoln. Acbeveic pe omdvia kAnpovopika mpoPAfpata Sucavegia¢ otn yohaktoln, avemdpkela Aaktdong Lapp f
Suaanoppognan y\kalng - yahaktolng dev mpénet va AapBavouv autd 1o GApHAKo. AUTO TO QAPHAKEUTIKO TPOTGV TEPIEXEL
TePI00oTEPO amd 1 mmol (1} 27,2 mg) vatpiou o€ KaBe G0N Twv Teaodpwv Siakiwv. Na AapBdvetat umoyn and aobeveig mou
akohouBouv Siaita pe eheyxopeveq moodtteg vatpiou. MiBavoi kivduvor Avaipia kar oefouahikr Suohertoupyia pmopei va
EJPAVIOTOVV OE AVSPE e AVBEKTIKG OTOV EUVOUXIOHO HETAOTATIKO KAPKIVO TOU TIPOOTATN oupmepapBavopévwy ekeivwy mou
uroBaMovtar o€ Bepaneia pe ZYTIGA. EmSpdoeic atouc okeleTikolg puec: Exouv avagepbei mepimtwoelg puondbeiag oe
aoBeveic mou éaav Bepanteia pe ZYTIGA. Opiapévol aoBeveic siav paBdopudluon e vegpikr avemapkela. Ot MEPIOOOTEPEG
TIEPUTTRIOEIG EUPAVIOTNKAY EVIOE TOU TIPWTOU priva Tng Bepaneiag kai amokataotdBnkav petd t diakom tou ZYTIGA, Zuviotdtal
mpoooyr o aoBeveig mou AapBdvouv Tautéxpova Pappaka Tou Eival YwoTo 6Tt cuvdéovtal pe puonddeia/paBSopudhuan.
AMnhembpdoec pe dMa gapuakevtika mpoidvta: Ot ioyupoi enaywyeic Tou CYP3A4 mpénel va amogelyovtal Katd T Sidpkeia
NG Bepanceiag Aoyw Tou Kivdivou pelwpévng £KBeang TNV aumIPaTEPOVN, EKTOG £V Sev umdpxel evalaktiki Bepareia (B\éme
napdypago 4.5). AvemBupnTeg evépyeteg: Nepilnn tou mpogik acdaleiag: Ot auvnBéaTepeg avemBUHNTEC EVEPYELEC TTOU EXOLV
mapatpenBei gival To MEPIPEPIKO 0idNnpa, N umokahiaupia, N UTEPTAON Kat i 0uPONOIMWEN. ANEG OnuavTiKéG avemBupnTeq
evépyeleq mepihapBavouy Tig Kapdiakég Slatapayée, Ty NratotogIkéTTa, Ta Katdypata kat v aMepyikr kupehdiuda. To
ZYTIGA priopei va TipokaAéael umEPTaon, UOKANQIIa KAl KATAKPATNGN UypWY 0T TIAAIGIO TWV YAPHAKOSUVALIKWV GUVETIEIDY
TOU HNXAVIOHOU SpAong Tou. Z& KAMVIKEG LENETEC Ot avapievOpEeves aAATOKOPTIKOEISIKEG avemBOuNTeC aviSpaoeig mapatnprbnkav
ouvnBéatepa aToug aoBeveic mou é\aPav Bepareia pe ofikn apmpatepovn o€ axéon pie Toug aoBeveic mou éhaPav Bepaneia e
EIKOVIKO (pappako: umokaMatpia 21% évavtl 11%, uméptaon 16% évavtt 11% Kat KATakpatnon uypwv (TepIgepiko oidnua) 26%
vavi 20%, avtioTolya. £Toug aoBeveic mou éhaBav Bepameia pe oIk apmpatepdvn, mapatnprBnke umokaNicupia Babpdv 3 kat
4 katd CTCAE (¢kSoon 3.0) kat uméptaon BaBpdv 3 kat 4 kata CTCAE (ékdoan 3.0) 010 4% Kat 2% Twv aobeviv, avtioToixwg. Ot
aNaTOKOPTIKOEISIKEG QVTISPAOEIC iTAV YeVIKA SUVOTO VO QVTIHETWMIOTOUV 10TPIKA pe emTuyia. H Tautoxpovn xprion
KOPTIKOOTEPOEIBOUG EWWVEL TNV EMIMTTWON Kal TN GOPAPOTNTA QUTWY TwV avemBUHNTWY evepyelwv (BAéme mapdypago 4.4).
JUVOTTIKI) TAPOUEIAoN Twv avemBUUNTWY EVEPVEWWY UMO LOPQI TIiVAKQ: Te HENETEC AOBEVIV e PHETAOTATIKO TIPOKWPNHEVO
KApKivo ToU TPOGTATN TTOU XPNOIKOMOI0UoAY AVAAOYO TG OPHOVNG ameEAEUBEPWONG TG wXPIVOTTONTIKNG oppovng (LHRH) 1y
eixav umoBAndei mponyoupévig ae opyektopr, To ZYTIGA yopnyrBnke o€ S6an 1.000 mg nuepnoiwg oe GuVSUATHS pe XapnAr
§oon mpedvilovng 1y mpedvilohdvng (10 mg npepnaiwc). Ot avemBOpNTe evépyeieg mou mapatnerBnkav katd T Sidpkeia Twy
KAWIK®V HEAET@V Kal amd Ty epmelpia petd v Kukhogopia Tou ZYTIGA avagépovTal 0T GUVEKELD avd KaTnyopia augvotnTag.
O katnyopieg ouyvotTag opilovtal wg e€ic: oAU SUXVEG (= 1/10), ouxvég (= 1/100 éwg < 1/10), OXt OUXVES (= 1/1.000 éwg

Kapdaké Siatapayéc ouxvéc: kapdiakr avemdpkela*, atAdyxn, appubpia, koAmkr
Hapuapuyn, Taxukapdia,
N YVWOTEG: éUppayHa Tou puokapdiou, mapdtacn Tou dlaoTtipartog
QT (BN\éne mapaypdgoug 4.4 Kat 4.5)

Ayyetaké Siatapayég TIOAU OUVEG: umépTaon

Aiatapayég ToU avamvEUOTIKOU CUGTIHHATOG, TOU
Bwpaka Kai Tou pecobwpdxiov

onaviec: alepyiki kupehiditida®

Diatapayég ToU yaoTpEVTEPIKOD o) GUYVEC: Sidppota

ouyvéc: Suomepia

Diatapayég Tou ATATOG Kat Twv XoAn@opwv OUXVEG: auénpévn apvotpavopepdon TG ahavivng, avénpévn
QOTIOPTIKY AUIVOTPAVOPEPAO

ondviec: nratinida kepavvoPohog, oeia nmatikn avendpkela

OUYVEG 6avBnpa

A é¢ Tou &¢ Kat Tou uodo

pax PH

10700

QDiatapayéC TOU HUOCKEAETIKOU GUOTHHATOG Kat
TOU GUVSETIKOU 10TOD

OX1 GUXVEG: puomaBeta, papdopuoluon

DAatapayég TwV VEPPWY Kal TwV 0UpoPopwv
oduv

OUXVEC: alpatoupia

Tevikég Siatapayé Kal KataoTaceig g 0500
Xopfiynang

TIOAU OUKVEG: TEPIPEPIKO 0idNua

Kat OUYVEG: KaTtaypata*™

eepaneunxo';v )I(:l;wud)v

*

H kapdiakr avendpkeia mepthapPavel, Emong, T CUMPOPNTIKI) KapSiakr avendpkela, Tn Suohertoupyia aploTepriq
KOiag Kat To pelwpévo khaopa e§wbnong

Ta Katayparta mepihapBavouv 6Aa Ta Katdyparta pe Ty e§aipean Tou maboloyikol Kataypatog

a AuBOPHNTEC AVaPOPES MO TNV EUMEIa PETA TV Kukhogopia

**

O akoNoubeg avemBOpnTeg evépyeteq BaBuol 3 katd CTCAE (ékSoon 3.0) éxouv mapatnpnBei oe aobeveic mou éxouv akohoubroel
Bepareia pe ofikr) apmpatepovn;: umokahatpia 3%, oupoloipwén, auénuévn apvotpavapepdon TG ahavivig, unéptaon, aunpévn
QOTIOPTIKY AUIVOTPAVOPEPAOT), KaTdypata 2%, TIEPIPEPIKO 0idnua, Kapdiakr) avemtpkela Kat KONTIKY) pappapuyr, 1% 1o Kabéva.
Yreptpiylukepiaiplia kat oBayxn Babpou 3 kata CTCAE (ékdoon 3.0) mapatnpriBnke o€ < 1% Twv aoBevv. Mepipeptkd oidnua,
urokaMatpio, oupoloipwén, kapdiakr| avendpkela Kal katdypata Babpov 4 katd CTCAE (ékdoon 3.0) mapamprbnkav o€ < 1%
Twv aoBevav. Meptypaen emheyuévwy avemBuuntwy evepyeiv: Kapdiayyeiakés avidpdaeis: Kat ot SUo peNéteg gaong 3 anékhelav
N OuppEToxl) aoBevav Pe pn eheyxOpevn uméptaon, KAWIKG onuavtikr kapdiomdbeia, n omoia emBePaiwvotav amo Eugpaypa Tou
Huokapdiou, i aptnpiakd BpopPwtikd cupBdvta Toug Teeutaioug 6 privee, coBapr 1 aotabr aBayxn, fi Kapdiakr avendpkeia
katnyopiag Il i IV oOpgwva pe v NYHA (uehém 301) 1y kapdiakr| avendpkela katnyopia Il éwg IV (uehétn 302) 1 pe pétpnon
Kapdiakou KAdapatog e€mbnong < 50%. OMot ot aaBeveic mou evtayBnkav otn peNétn (tdoo ot aoBevei mou éaBav evepyd pappako
600 Kal autoi ou éNaav eikovikd pdppako) EaBav mapdMnha Bepanteia aTépnang avdpoydvwy, Kupiwg pe T xprion avaAdywy g
LHRH, n omoia éxet oxeTioTei pe StaBrim, £ugpaypa Tou puokapdiou, ayyelakd eykepaNiko eneioodio kat aiguidio kapdiakd Bavaro.
H emimwon Twv Kapdlayyelakwv avemBUpnTwy EVEPYEIWV OTIC MENETEG pdang 3 o€ aaBeveic mou AdpBavav ofikr apmpatepdvn
évavtl aoBevav mou Adpfavav eKovikd @apuako frav we e€c: uméptaon 14,5% évavtt 10,5%, KONTIKY pappapuyr 3,4% évavt
3,4%, Taxukapdia 2,8% évavt 1,7%, otBdyxn 1,9% évavti 0,9%, kapdiakr avemdpkeia 1,9% évavtt 0,6%, kat appuBlia 1,1% évavt
0,4%. Hnatoto§ikémna: Exel avagepbei natoto€ikotnTa pe auénpévn ALT, aomiaptikr Tpavaapvaon (AST) kat ol xohepuBpivn o
aoBeveic mou éaBav Bepareia e o§ikr apmpPaTEPOVN. Ze OAEG TIC KAVIKES HENETEG, Ot QUEATEIS OTIC SOKIpaGIES NaTIKrC AeToupyiag
(augroeic g ALT 1 g AST > 5 x ULN 1y au€rioeig xohepuBpivng > 1,5 x ULN) avagépBnkav ato 4% mepimou Twv aoBeviv mou é\apav
€Ik} apmpatepOVN, ouviBwG KaTd T SIAPKEID TwV MPWTWV 3 UNv@v and v évapén g Bepameiag. T KAk pehém 301, o
aoBeveic pe auénuéveg Tpé ALT fy AST katd Ty évapén g HENETG ritav mBavGTEPO va EPPavioouv auénpéveg TIHES oTIC Sokiaoieg
natikiig Aermoupyiag o€ oxéon pe Toug aoBeveic pe PUOIONOYIKES TIHEG katd TV évapén Tng Lehéng. Otav mapatnpriBnkav auéioeig
€fte TG ALT €ite g AST > 5 x ULN 1} auérioeig ot yohepuBpivn > 3 x ULN, ny xopriynan o€iki apmpatepdvng Siekomn mpoowpivd 1y
0pIoTIKA. Z€ GUO TIEPIMTWOEIC GNHEIWBNKAV GNUAVTIKES AUENTEIS OTIG TIEG Twv SOKIPACIWV NTaTIKrC Aemoupyiag (BAéme mapdypago
4.4). 01800 autoi aoBeveic pe pualohoyiki) naTIkr Aeoupyia kata Ty évapén e HeNéTng, eppdvioav auéroeig oty ALT f v AST
15 €wg 40 x ULN kat augroeiq otig Tipég T xohepuBpivng 2 éwg 6 x ULN. Katd t Stakom g Bepaneiag, ot Tipég Twv Sokipaciav
nratikiig Aeroupyiag opalormorriBnkav kat atoug 5o aoBeveic kat o évag aoBevriq ouvéxioe T Bepameia xwpic va enavep@avioTody
augroeic. £ pelém 302, mapatnpribnkav augrioeis BaBuou 3 1 4 atnv ALT 1 Ty AST ot 35 (6,5%) aoBeveic mou éNaav Bepareia pe
ofiki) apmpatepovn. Ot aUEHTEIS TG APIVOTPAVOPEPAONG aMoKATAoTABNKaV O€ GAOUG EKTOG amd 3 aoBeveic (2 e vée moMamhég
HETa0TAgEL 0TO Amap Kai 1 pe av§non oty AST miepimou 3 eBSopddeg petd Ty Teheutaia don ofikig apmpatepdvng). Aakomr
ot Bepaneia Aoyw Twv auéioewy Twv ALT kat AST avagépBnke 1o 1,7% Kat 1,3% Twv aoBeviv mou AapBavav Bepareia e ofikr
apmpatepdvn Kat 010 0,2% kat 0% Twv acBeviv mou AdpBavav ekovikd pdpuako, aviotolya, Sev avagépBnkav Bdvartol Aoyw
nratotoikoy oUPBApATOS. ZTIG KNVIKEG SOKILEC, 0 KivEUVOG NIIaToTogIKOTNTAG HETPIATTNKE ard Tov amoKAEIop6 aoBeviv pe nratitda
Katd Ty évapén 1 onpavTikég avwpahieg aToug Seikteg G naTikri¢ Aemoupyiac. £t Sokiun 301, e€aipéBkav ot aoBevei pe apyikr
ALT kat AST > 2,5 x ULN amoucia petaotaoewv oTo firap Kat > 5 x ULN mapousia petaotdogwv oto rimap. £t Sokipr} 302 ot aoBeveic pe
HeTaoTdoel oTo fimap Sev ritav kataMnhot yia éviagn Kat ot aoBeveic pe apyikr) ALT kat AST 2 2,5 x ULN e€aipéBnkav. Ot maBohoyikég
TIHEC OTIC SOKIPAGIES NTATIKTE AETOUpYiag o EUPAVIOTNKAV 0TOUG AOBEVEIC TOU GUMETEIXAV OTIC KAWIKEG HENETEC QVTIHETWIOTNKAV
EVIOTIKA [ UMOXPEWTIKT) Tpoowpivr Stakom g Bepaneiag Kat SuvatdtnTa ouvéxiong TG Bepaneiag HOvo EQOGOV Of TIHEC Twv
Sokipaoiwy nraTikig Aerroupyiag Tou aoBevou ixav emoTpéel ota apyikd emimeda (BAéne mapdypago 4.2). Ot aoBeveic pe emimeda
ALT 1} AST > 20 x ULN 8ev axkolouBnaav enavaBepaneia. H aopdleta g enavabepaneiag otoug aoBeveic autolg Sev eivar ywotr.
O pnxaviopdg mou mpokahei nratoto§iKdTTa dev £xel yivel katavonTtog. Avagopd mBavohoyoupevwy avemBuunTtwy evepyeiav: H
avagopd mBavoloyoUpevwy aVEMBUHNTWY EVEPYEIWV HETA amd T xopriynon ddeiag KUKAO@opiag Tou QUpHAKEUTIKOU TPOIOVTOG
elval onpavTikr. Empénel T ouveyr) mapakohoUBnon g oxéang 0QENOUC-KIVEUVOU TOU QAPHOKEUTIKOU TTPOIOVTOG. ZnTeital amd
TOUG EMAYYENHOTIES TOU TOpEN TNG UyElovOpIKIG TeIBaNyng va avagépouy omoleadrimote mBavoNoyoUpeveg avemBUpNTES EvEPYeleq
0w Tou BVIKOU OUOTAATOG avagopdag Tou avaypdgetat ato [lapaptnua V. KATOXOE THE AAEIAZ KYKAO®OPIAE: Janssen-Cilag
International NV, Turnhoutseweg 30, B-2340 Beerse, Bé\yio. APIOMOZ(OI) AAEIAZ KYKAO®OPIAX: EU/1/11/714/001. HMEPOMHNIA
ANAGEQPHEHX TOY KEIMENOY: 28 lavouapiou 2016. Aemopiepr; TANPOQOPIAKA GTOIXEIR YIa TO TIAPOV POPUAKEUTIKG TIPOIOV
eivar Slabéotpa otov Siktuakd émo Tou Eupwraikos Opyaviopod Gappdkwy: http:/www.ema.europa.eu. TPOMOE AIAGEZHE:
DapuakeuTIKG POV yia To omoio anarteital laTpik) ouvTayn.

IYIKEYAZIA/TIMH
MeprektikoTTa Méyefog i N RO Mavikq T
AIZKIO 250 MG/TAB | OIAAH (HDPE) x 120 AIZKIA 2652,00€ 3.196,96€

Tia mepioo6Tepeg minpogopieg mapakahoUe EMKOVWVAOTE He T etaipeia Janssen-Cilag Gappakeutikr) AEBE, A. Eiprivng 56, 151 21
Meokn, TA. 210 80.90.000.



() Zytiga'v

&4 dbirateroneacetate

Time for life

NEOTEPA AEAOMENA

Mrmopeite va poopépeTe peEyalUTepa
KAwIKa@ o@éAn otouc mCRPC aoBeveic,
Eexivavrag tn Oepaneia pe Zytiga oe
MPWIMN Kat Atlyotepo eMOETIKN VOGO
(BPI-SF 0-1, PSA <80 ng/mL kal GS <8)"

PHGR/ZYT/0616/0004

To gdpako autd Tehel und cupmnpwHaTIKA ap: 00N oV Tay0 ahetac.
[TEiTal ané 1oug ena ( TO Topéa TG yElovopIKr¢ MepiBahyng leveq Onteg

tion of Urology (EAU) Annual Congress, 11-15 March 2016, Munich, Germany. Poster no. 775

OTE Va YivOuV Ta pApHaKa o ag@alr Kat
Avagépete

JANSSEN-CILAG ®APMAKEYTIKH A.E O TEE C R

OAA 1a pdappaka

Newpopog Eiprivng 56, 151 21, Meukn, ABrva, TnA.: 210 8090000 Supmnpdvovac v «KITPINH KAPTA»

Www.janssen.com.gr



1. ONOMAZIA TOY ®APMAKEYTIKOY MPOIONTOZ: Duodart 0,5 mg/
04 mg okAnpd kaydkia. 2. NOIOTIKH KAI NMOXOTIKH XYNOEXH: Kd&Oe
OKANPO Kapakio TepLExel 0,5 mg SoutaoTtepidng kat 0,4 Mg TAUCOUAOGIVNG
VOPOXAWPIKAG, (loodUvaun pe 0,367 mg Tapooulooivng). lMepiéxel Sunset
Yellow (E 110). K&Be kapdkio mepiéxel <0,1 mg sunset yellow. Ma tov mArjpn
Katahoyo Twv ekdOxwv, PA. mapdypago 6.1. 3. ®DAPMAKOTEXNIKH MOP-
OH: Kapdkio okAnpo. Emurikn okAnpd KaPAKIa PE KagEé OWHA Kal TTOPTOKAAL
Kamdkl, TIOU €XOUV TUTTWHEVO HE Mavpo peAavt To GS 7CZ. K&Be okAnpo
KAPAKIO  TIEPIEKEL  0palpidla  eNeyXOUEVNG  amOSEOUEUONS  UOPOXAWPIKAG
Tapoovhooivng kal éva  kapdkio doutaotepidng amd  pahakry (eaativn.
7. KATOXOX THX AAEIAX KYKAOOOPIAZ: GlaxoSmithKline a.e.f.e, Aewe.
Knetolag 266, 152 32 Xahavopl TnA. 210 6882100. 8. APIOMOX AAEIAX

BonB1joTe va yivouv ta @ appaka mo ac@aln Kat
Avagpépete
OAEZ Ti¢ avemBOUpNTEG EVEPYELEG Yia
OAA Ta pappaka
ZupmAnpwvovrag Thv <KITPINH KAPTA»

- \. Kngtoiag 266, 152 32 ABrjva, Tn).: 210 6882100
« Abpravoumohewc 3, 551 33 Kahapapid Osa/vikn,
Tn\.: 2310422788

DUODART &2

(dutasteride/tamsulosin HCI) Capsules

KYKAO®OPIAX: 68913 10 7-6-2011. 9. HMEPOMHNIA ANAGEQPHZHX TOY
KEIMENOY: 27-5-2015.

NIANIKH TIMH: 28,18 €. lMocooté emopriynong amoé toug Opyaviopolg
Kowvwvikwv Ac@alicewv: 75%.

Ma v mAipn MNepiAnyn Twv Xapaktnplotikwv Tou [poidvtog
amevBuvOeite otnv etaipeia GlaxoSmithKline a.e.f.€.

Ta avwtépw 1oxXUoOLY KATA TNV NUEPOUNVIa oUVTAENG TNG KATAXWENOoNG.
[apakahoUUE  EMKOVWVAOTE HE TNV etaipia yia empPeBaiwon mARpwe
EVNUEPWHEVWY SESOUEVWV.

fla TEPIOOOTEPEC TIANPOPOPIEC 1 Kal avaeopd AVemOuuNTwy Evepyelbv
amevbuvBeite oTnv eTalpia 6To TNAEPWVO 2106882100.

GR/DUTT/0030/15 12XY2:9/2015-9/2016



[Mpiv Tn ouvtayoypdenan cupPouleuteite Tnv MX
nou diatiBetar otnv 10ToogAida Tou EMA: www.ema.europa.eu

SANOFI GENZYME g

Sanofi-aventis A.E.B.E. Aew@. Zuyypou 348, Kwapio A, 176 74 KaAhibéa
TnA.: 2109001600, Fax: 210 92 49 088 www.sanofi.gr
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o Synapse
Prostenoa

Serenoa Repens 320 mg

" Lipidosterolic Extract

" 89.9% Free Fatty Acids

" 284% lLauric Acid
Cucurbita Pepo Seed Qil 400mg
Cucurbita Pepo Seed Extract 105mg

Lycopene 0.3mg
Selenium 28mcg

| kGYoula tn pépa HETA TO YaynTod

. Prostenoa

yia uyir npooTam

B parhre

T LAV FYOCTERTrY

A

vy Prostenoa

WWW.Synapse.com.gr
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- Priligy* §

Dapoxetine

b [Mepiéxet uSpoxhwplikr) damogetivn n omoia looduvapel pe 30mg ry 60mg damofetivng '
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*SmPC Priligy
MENARINI HELLAS A.E.

Av. AapBépyn 7, 10445 AOHNA, TnA.: 210-83.16.111-13, Fax: 210-83.17.343, E-mail: menarini@otenet.gr



ELITYRAN® DPS

LEUPRORELIN ACETATE  Depot inj. 3,75mg / 11,25mg

KaAw¢ RpBe¢ miow...

[} ELITYRAN® 1 Month Depot
(DPS) 3,75 mg/PF.SYR.

* Kovig kat dlaAuTng yLa eveato
evawwpnya. Kabe npoyepiopévn
ouplyya neplexet 3.75 mg
Leuprorelin acetate.

[} ELITYRAN® 3 Month Depot
(DPS) 11,25 mg/PF.SYR.

* Kovig Kat 0LaAUTNG yLa EVEGLUO
evawwpnya. Kabe npoyepiopévn
oUptyya neptéxet 11.25mg
Leuprorelin acetate.

DPS: Dual Prefilled Syringe = Aixwpn npoyeytopévn olptyya

Mepattépw nAnpowopleg dlatiBeviat and tov katoxo Gdelag
KukAo@op{ag Katdny althosw .

Bon6rote va yivouv Ta pdppaka mo acpaln Kai
Avapépete
OAEZ 11q avemBupnTeg evEpyeleg yia
OAA Ta pdppaka
SupmAnpwvovrag Tnv «KITPINH KAPTA»

A. Knguoiag 44, Mapouat, 151 25 ABriva,
A 210 6387800, fax: 210 6387801
A. KapapavAn 60, 546 42 Bea/vikn,
www.takeda.gr ). 2310 870480, fax: 2310 870479

ELI-FPA-122015-001




Ynepoxn otous Ka@swnpes

H mpdétaon yia diaAeimovta kaBetnpiaoudé mou
ouuBdMAel otnv KaAutepn moidtnta (wri¢ Twv acBevwy

wellspect

HEALTHCARE

ARITIA.E.
- ®
¥ AGHNA: Aewe. Tataiou 52, 13677 AXapvec ﬂ_!i_* —
E . TnA.: 210 8002650 - Fax: 210 6207503
GANl B &

" www.ariti.gr - info@ariti.gr
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MEPIAHWH XAPAKTHPIZTIKQN TOY NMPOIONTOX

1.ONOMAZIA TOY ®APMAKEYTIKOY MPOIONTOE: Arvekap 11,25 mg/vial (3 pnvcv). 2. MOIOTIKH
KAI TOZOTIKH LYNOEZH: Eva giadibio nepiéxel 15mg triptorelin pamoate, nou avuotoixei oe
11,25mg triptorelin. Na tov nAnpn kataloyo wwv ek6oxwv BAéne napdypapo 6.1. 3. DAPMAKOTE-
XNIKH MOPOH: Kévis kai Siaiutns yia evéaipo evai@pnpa. 4. KAINIKEZ TAHPO®OPIEE: 4.1. ©¢pa-
neuukés Evoeigeis: - Kapkivos tou npoatdn: Opaneia tou tonikd npoxwpnpévou A HEtaotatkou
Kapkivou tou npoatdtn (euvoikn enidpaon s Bepaneias eival ppavéotepn kal oUXvVOTEPN o€ aobe-
veis nou dev gixav AaBel nponyoupévws afn oppovikh Bepaneia). - Evéopntpiwon: Mevvnukn ka
eEwyevvnukn evbopntpiwan (atadio I-V). - Ivopumpata pitpas: Bepaneia v IVOPUWHATWY PATPas.
- Mpaipn APn: Mpo s nAikias twv 8 1wV ota kopitaia kai twv 10 ewv ota ayopia. 4.2. Aogodoyia
Kai tpénos xopnynans: - Kapkivos tou npootatn: Mia evdopuiki éveon tou Arvekap 11,25mg kGBe
pels paves. - Evéopntpionon: Mia evdopuikn éveon tou Arvekap 11,25mg kd@Be tpeis pnves. H Bepa-
neia npénel va apxizel us Npwies NEVie nUées tou Katapnviou kUkAou. Aidpkeia ts Bepaneias evoo-
pntpiwons: auth eGaptatal and tnv apxikih Baputnta tns evbopntpiwans kai us afdayés nou napatn-
pouvtal otnv KAivikh eikova (AEmoupyikés Kal avatopikés) katd tn didpkela s Bepaneias. Mevikd, ou-
viotatal n evbopntpiwon va Bgpaneletal yia Sidotnpa 3 pnvav kai pdvov av anodeixOei otous 3 pnves
ou n Bepancia anédwaoe pnopei va ouvexioBei 1o avidtepo Péxpl 6 pnves. Agv npénel va xopnyeital
Seltepn oeipd Bepaneias Pe autd 10 pappakeutkd npoidv n dao avanoyo yovadopedivns. - lvo-
pudpata: Mia evbopuikn éveon tou Arvekap 11,25mg ke tpers pives. H Bepaneia npénel va apxizel
S NPWTES NEVIE NPEPES TOU Katapnviou KUKAoU. Mevikd, ouviotdtal ta Ivopudpata va Bepaneoval
yia didotnpa 3 pnvav kar povov av anodeixBei atous 3 pnves 6u n Bepaneia anédwaoe pnopei va ouve-
x100¢i 10 avdtepo péxpl 6 pnves. - Mpwipn APn: Maidid Bapous dvw twv 20 kg AapBavouv pia evbo-
puikn évean tou Arvekap 11,25mg kB¢ tpeis pfves. H Bepaneia Ba npénel va Siakonei 6tav nAnoidzel
n guaiofoyikh nAikia s NPns kai dev Ba npénel va ouvexizetal oe kopitala Pe ooukn nAikia peyany-
tepn v 12 e1wv. Yndpxouv nepiopiopéva diabéaipa dedopéva o ayopia OXEUKA Pe TOV ApIoTo Xpovo
61akonns s aywyns Bacel s ogukis nAikias, wotdoo Npoteivetal n Siakonh tns aywyns o€ ayopia
pe ooukn nAikia 13-14 etdv. Na Aentopepeis odnyies otn puéBodo xopnynans, BAéne napdypago 6.6
""0bnyies xphons / xeipiopou”. 4.3. Avievéeigels: - Ynepeuaiobnaia otn yovadopedivn, ta avddoyd
s h o€ onolodhnote dARo cuotatiké tou papuakou (BAéne napdypago 4.8 AveniBupntes evépyel-
€s"). - Le aoBeveis pie KAPKIVO TOU MPOCTATN MOU NAPOUCIAZOUV GUHMIEGN TOU VWTdiou PueAoU f ev-
6eiers petaataans. - Kunan. Mpiv tv évapEn ts aywyns npénel va eniBefaicdveral 6u n aoBevis dev
gival éykuos. 4.4. E16ikés npogibonoinaceis kai npopuiageis katd tn xphon: Ze vAAIKES, N NApate-
tapévn xphon avanéywv GnRH pnopei va odnynaoel otnv anmieia ooukns pdzas yeyovos nou au§avel
Tov Kivbuvo oateondpwans. PUBuIon tns avuiuneptacikis Bepaneias unopei va anarteital oe aoBeveis
ol onoiol AapBavouv €toia aywyn. - Kapkivos tou npootdrn: H tpintopeivn, 6nws kai ta dAda ava-
floya GnRH, npokadei apxikd pia napodiki av§non ata enineda opouU tns teaTooteEPOVNS, Kal niBava
enakoioudn eNIGEIVKON TV CUPNTWPATWY NOU OXETiZOVTal YEVIK JE TOV KapKivo Tou npootdtn. Na
Va avuppONIateEl auth n apxikn aUgnon twv eninédwv teoToatePOVNS, UNopei va eGetactei n xophynon
avuavdpoydvwv katd v évap&n tns Bepaneias. AcBeveis nou napoucidzouv h £xouv au§npévo Kiv-
duvo yia avantug§n andepagns twv oupoPdpwv o6&V h cupnieans Tou vwtiaiou puelol Npénel va
napakoAouBouvtal otevd. Eival xpnaoipos o nepiodikds éAeyxos twv eninNédwv 1eatootepOVNS aipatos,
KkaBas autd Sev npénel va Eenepvouv 1o 1 ng/ml. - Evéopntpiwon - Ivopudpata: H xopfiynon tpinto-
pedivns otn ouviotwpevn 6ooonoyia npokadei ouvexi unoyovadotpo@ikn apnvéppoia. Edv oupPei
pntpoppayia petd and tov np@ro phva, npénel va petpnBolv ta enineda ts olotpadionns oto nidopa
ka1 €dv autd ta enineda ival kGtw and 50 pg/ml, npénel va avazntnBoUv miBavés opyavikés BAapes.
H woBnkikn Aertoupyia enavépxetal uetd and tn diakonn s Bepaneias kai n woppn&ia cupPaivel ne-
pinou 5 pives peta tv teneutaia évean. Mia pn oppoviki péBodos avuauAinyns Ba npénel va xpnal-
ponoigital og 6in tn didpkeia s aywyns nepilayfavopévav Kai 3 pnvev JEtd iy teneutaia évean. -
Mpaiun APn: H apxikn diéyepon twv wobnkmv ota kopitala, pnopei va npokanéael aipoppayia and
n phtpa. EmPanietal n touddxiotov ethola napakoiolBnon twv aoBevav péxpl th diakonn tns Oe-
paneias. 4.5. AAAnAenidpaceis pe ana pappaka kar aAdes poppés addnAenidpaans: Na pn xo-
pnyeital tautéxpova pe pdppaka nou npokaiouv unepnpofakuvaiyia (HEIGVOUV Tov apiBpo twv
unodoxéwv s GnRH otnv undpuan). Aev éxel napatnpnBei dAANn kAvika onpavuki adfnAenidpaon
pe aAfa pappakeutkd npoidvta. 4.6. Kinon kai Fafouxia: - Kunon: Mefétes og neipapatdzwa dev
£bei€av tepatoyovo enibpaon. Katd tn Sidpkeia tns enithpnons Petd v kukAogopia atnv ayopd kai
0t NEPIoPIOpEVO apIBUG eyKUmV yuvalkav pe ékBean atnv tpintopenivn, dev unfip§av avagopés yeve-
kv avwpaidv h euPpuotogikétntas ol onoies va anodidovial oto npoidv. Evioutors, eneidh o
ap1Buds twv aoBevav gival noAU pIKPOS Yia v Eaywyh GUPNEPUOUATWY 6OV APOPa OToV Kivouvo
ouyyevav avwpani®v h euppuotogikdtntas, edv n aoBevis kataotei éykuos evad AapPavel tpintopedi-
vn, n Bepaneia npéner va diakonei. Mia un oppovikn puéBodos avuaiiinyns Ba npéner va xpnaipo-
noleital e 6An tn Sidpkeia s aywyns nepifapavopévou kai 1 unvés petd v teieutaia éveon. - la-
Aouxia: H tpintopedivn dev ouviotdtal va xpnalponoleital katd v nepiodo tou OnAacuou. 4.7. Eni-
6pacn otnv Ikavétnta 06Aynons Kal XEIPIOHOU Pnxavav: Aev éxouv napatnpnBei enibpdoels otnv
IKaVOTNTa 06NYNGNS Kal XelpIopoU pnxavav. 4.8. AveniBUpntes evépyeles: Euneipia and ts kAIvikés
pedétes: Ta otoixeia nou avagépovial Katwtépw Baaizovial otnv avaiuon twv aBpoioukmv dedopé-
vV nou avagépbnkav katd t Sidpkeia KAIVIK®OV PENETOV PE TV pnviaia Kal tnv Tpiunvn jop@h tou
pappdkou (ouvonikés ninBuopos nepinou 2400). H nicloyngia twv aveniBupntwy EVEPYEIDY NOU
avagépBnkav katd tn S1dpkela TV KAIVIKOV PEAETOV oxetizotav pe us pappakonoyikés dpdaels,
o6nws o unoyovadotpopikds unoyovadiopds, i n apxikh Siéyepan tns unépuons kal twv yovadwv. H
OUXVOTNTA TV AVENIBUPNTWY EVEPYEIGV NOU avapépovial napakdtw, opizetal pe Baon tnv akdéioubn
apxn: Moy ouxvés (> 10%) - Zuxvés (> 1% - <10%) - Mn ouxvés (>0,1 - <1%) - Zndvies (>0,01 - <0,1%)
- MNoAu ondvies (<0,01%). [evikh avoxn og evadikes: MoAU cuxvés: Hnies péxpi évioves e§ayels kal
€QI6PATEIS 01 onoies auvhBuws dev anaitolv diakonn tns Bepaneias. [evikh avoxi oe Gvdpes: MoAU
ouxvés katd tnv évapén tns Bepaneias (BA. napdypago 4.4 “"Eidikés npoeibonoinaels kal npo@uAagels
Katd i xphon"): EMdeivion cuuntwpdtwy €k Tou ouponointikoy, 0oTIKAS NAVOS PETAOTATKAS arto-
floyias kal cUPNTMUATA NOU OXETZOVTAI UE CUNMIEDN TOU Vwuaiou pueAol and onovoudikés petaotd-
ogls (névos oapuos, aduvapia, napaiodnoia v kdtw dkpwv), étav ta enineda teatootepdvns NAd-
opatos au§avovial apxikd kal napodika katd tnv évapgn tns aywyns. Autd ta oupnt@pata ival na-
pobikd kal ouvnBws e§agavizovtal og pia éws H00 eBdopddes. Zuxvés katd tn Sidpkeia tns Bepaneias:
Edattwpévn oeGouanikn emBupia kal avikavotnta otions Nou OXETiZOVIal PE Tn PEiwon TV ENINESwV
nndopatos teatootepdvns Ndyw ts pappakofoyikns 6pdans tns tpintopenivns. [EvIKA avoxn g yu-
vaikes: MoAU ouxvés katd tv évapén tns Bepaneias: - EMdeivwon oupntwpdtwy evdountpiwaons (nue-
flik6s névos, duapnvéppola) katd t Hiapkela s apxikns Kal napodikns at§nans wwv eninédwv ol-
otpadidnins nAdopatos. Autd ta cupnt@pata ival napodika kai cuvhbws eEapavizoval og pia éws
600 efdopades. -Aipoppayia ek Tou yevwnukoU cucthpatos nepiiapfdvovias pnvoppayia, pntpop-
payia, ynopei va oupPei katd tov phva nou akolouBei tv np@tn éveon. MoAU ouxvés katd t didap-
Kela s aywyns: Katd tn didpkeia tov KAIVIK@V peE@V atnv evbopntpiwon ol aveniBupntes evépyel-
€s £€5e1§av pIa YEVIKN HOP®A UNOOIOTPOYOVIKMV CUUNTWHATWY NOU OXETZOVIaV e TV Kataatodh ts
undeUONS kal wv woBnkav, onws diatapaxés unvou, kepanadyia, Siatapaxés Bupikoy, koANIKA §n-
potnta, duonapelvia kai pelwpévn oeGouadikn eniBupia. MoAv cuxvés katd tn SIAPKEIA Ts aywyns
JE TNV pnviaia Jop®h Tou pappdakou: névos athBous, puikés kpdpnes, apBpadyia, at§non Bapous,
vautia, koidiakos novos / ducgopia, e§aobévnaon. [evikh avoxn oe naidid: Avudpdaceis unepeuaiobn-

oias, kepanadyia, e§ayels, kai aipoppayia €K TOU YEVWNTIKOU OUCTAMATOS ata Kopitala (BA. napdaypa-
o 4.4 "E161kés npoeibonoinaels kal npopuiagels katd tn xphion”). Tonikh avoxn: TUXVES: NOVos,
€pubpotnta Kai PAeypovA oto onpeio tns éveons. Eunelpia petd tnv kukAo@opia tou npoidvios: Le
evnaikes: Katd tn idpkela tns enithpnans petd v kukAogopia Tou npoiovios éxouv avapepBei eni-
niéov nonu ondvies avemBUuuntes evépyeles. Autés ta§ivopoUvtal katd katnyopia opyavwv owPAtos
Kal Katd peloUpevn ouxvotnta eppavions. - Evbokpivikés diatapaxés: yuvaikopaotia. - Wuxiatpikés
Siatapaxés: katabAign, aAfayn s NPoowniKOTNTas. - AIATAPAXES VEUPIKOU cuoThpatos: zaAn, na-
paioBnaia o€ avipes. - OpBanpikés diatapaxés: Boh Gpaan h Siatapaxés tns 6paans. - AiIaTapaxEs
wwwv kai AaBupivBou: iRlyyos nou pepIkés POPES OXETZETaI PE YOOTPEVIEPIKG oupnT@pata. - Aiata-
paxés avanveuaukés, Bcdpakos kal pegobwpakiou: dSUanvola. - faotpeviepikés Siatapaxés: didppoia,
€uetos. - Aiatapaxés déppatos kar unodopiou 10toU: avudpdoels unepeuaiobnaias nou nepiapfd-
VOuV Kvnopo, kvidwan, e§avBnua, ayyeiooidnpa (BA. napdypapo 4.3 “Avievbeiels”). - Alatapaxés
HUOOKENETKES, 0aUKES Kal ouvdeUKoU 10ToU: apBpadyia, puadyia kai puikh abuvayia oe Gvbpes Kal
Yuvaikes, ngic661a 00TKOU Névou o€ Avopes katd tn Sidpkeia tns aywyns (BA. enions napaypago
4.4 "Eibikés npogibonoInaels kal npo@uAGEEIs Katd tn xphon', GXEUKA Pe Tov Kivouvo ooteondpw-
ons). - Alatapaxés Tou avanapaywyikou CUCTAKATOS KAl JaoTtou: O YUVaiKes, Napatetapéves Siata-
paxés nepiddou 6nws apnvoppola, pnvoppayia kar pntpoppayia Petd tv aywyn. Bi. oxeukd pe tnv
evbopntpiwon Kal ta IVOPUGOUATa phtpas otnv napdypago 4.4 "Eidikés npogibonoinaels kai npogu-
Aagers katd t xpnon”. - Tevikés H1aTapaxés Kal KATaotacels onpgiou xopiynons: NUpegia, kakouxia. -
E€etdoeis: au§npévn aptnpiakn nigon. L& naidid: Lopewva pe tnv oUGWPEUPEVN EUNeIpia aopdnsias
s tpintopenivns og naidid nou éNafav aywyn yia mv npdiun APn, ol akdAoubes ondvies avemiBupun-
T€s evEpYEIES Exouv avapepBei emmiéov katd v enithpnon PEtd tv kukopopia tou Npoidvtos: av-
ubpdoeis unepeuaiabnaias, kepadadyia, at§non Bapous, au§npévn aptnpiakn niean, engicddia Ho-
fins n Giatapaypévns dpacns, SuGPOPIa €K TOU YAOTPEVIEPIKOU e KOINIAKS NOVO Kal EPETS, niotagn,
Kakouxia, puadyia, ouvaioBnpaukn aotdBeia, veupikotnta. 4.9. Ynepdoaooyia: Aev éxouv ava-
@epBei avemBupntes avudpdoeis opeiNdpeves og unepdoconoyia. Ze nepintwon unepdoconoyias,
evoeikvutal oupntwpatkh avupewonion. 5. GAPMAKOAOTIKEE IAIOTHTEE: 5.1. ®appakoduvapi-
Kés 1610tntes: ANAAOIO THE EKAYTIKHE OPMONHE TON TONAAOTPO®INQN. Kwéikés ATC:
LO2AE04 (avtiveonAaatiké kai avogotpononointiko). H tpintopedivn eival ouvbeukd 6ekanentibio
nou gival avaoyo ts puaikns ekAuTIKNS oppdvns twv yovadotpo@ivav (yovadopedivn, GnRH, LH-
RH). Menétes g zaa kai atov avBpwno éxouv Sei€el du n ouvexns xophynon tpintopedivns, petd and
pia apxikn Siéyepon, avaotéAnel v ékkpion Twv yovadotpodiviv pe enakoioudn kataotofn s
fertoupyias twv 6pxewv Kal tns woBnkns. H npdtn évean tou Arvekap 11,25 mg Sieyeipel v ane-
feuBépwan twv unoguaiakdv yovadotpdpwy LH kal FSH npokaddvtas pia napodikh av§non twv
eNINESWV TEATOOTEPOVNS OTOUS AvOpES Kai o1aTpadionns aus yuvaikes (flare-up). H napatetapévn xo-
pnynon odnyei, nepinou 20 npépes petd kai kab' 6An t didpkeia aneAeuBépwans tns Spacukis ou-
oias, o€ peiwon wwv ennédwv LH kai FSH kal katd ouvéneia og Nt@on tns te0tootepdvns f olotpadio-
fins nidopatos ot enineda euvouxiopoU. Mia napodiki au§non twv 6§Ivwv puoPatacdv Pnopsi va
naptnpnBei oe Gvdpes katd v évapgn tns Bepaneias. Linv npdipn HBn n avactoih s unopuUGIaKis
yovadotpo@ikns unepdpaactnpidtntas kai ota 600 puAa, odnyei otnv katagton tns aixpns s LH
petd ané dieyepukn Gokipacia LHRH kai ouvenms kataotofn tns ékkpians o1otpadidonns h teotoote-
pévns kai o Beftinon tou Adyou nilikia ws Npos to Uyos / ogukn nilikia kal ou teAikou Uyous. 5.2.
®appakokIvnukés 1616tntes: Metd tnv evdopuikn évean tou Arvekap 11,25mg otous aoBeveis pe
KapKivo Tou NPootdtn, napatnpeital pia Péylotn uph tns tpintopedivns nidopatos nepinou 3 wpes
PETa v éveon. Metd ano pia gdon eAGTIwons NOU GUVEXizEtal Katd t SIGPKEIN TOU NPWTOU Phva, T
enineda tpintopedivns otnv kukAopopia napapévouv otabepa péxpl v nuépa 90. To eninedo teato-
OTEPOVNS 010 aipa POAVEI a0 OPI0 EUVOUXIGHOU NEPINOU 20 NEPES PETA TNV EVEON Kal NAPALEVE! oNn-
pavukd kdww and autd to 6pio kad’ 6An tn didpkeia aneAguBépwans tns Spactikns ouaias avuaotol-
X@vtas Pe i paon otabeponoinpévns ouykévipwaons oto nidopa. 5.3. MpokAivikd atoixeia yia tnv
aopadeia: Ta péva npokAIvIKA upnpata ATAV autd NOU OXETIZOVIAV YE TNV AVAUEVOHEVN PAPHAKO-
floyikh 6paan tns tpintopedivns, dnAadin v kataotoAn tou unoBaAapo-unouaoiakoy -yovadikou
G€ova, pe 10 enakoioubo anoténeopa ota enineda twv oppov@Y Tou GUADU Kal GTOV avanapaywyikd
G€ova. Autd wa eupnpata ntav oe peydno Babud avaotpéyipa katd iy nepiodo avakapyns. H tpinto-
pedivn Hev éxer He1xBei va ival 1ogikh oto yeveuko uiiké oty kaooikn ogipd Sokipaoimv petaiia-
§oyéveans. H eppdvion adevwpatwdav 6ykwv otnv undpuan apoupaiwyv Nou napatphbnke pe 1o
Arvekap ota nidioia paKpoxpoviwv HENETOV KapKivoyéveans, gival pia €181kn Spdon twv avaAdywv
wns yovadopedivns o€ auto 1o €idos zdwv, nou npokafeital péow evés oppovikou pnxaviopoU kat
bev éxel napatnpnOei otov novukd oUte éxel neplypagei atov avBpwno. H anoppognan tou Arvekap
11,25mg ofokAnpavetal o 120 npépes. 6. DAPMAKEYTIKA LTOIXEIA: 6.1. KatdAoyos pe ta ék5o-
xa: Kévis: Polymere dl-lactide glycolide g.s.p., Mannitol, Carmellose sodium, Polysorbate 80, Nitro-
gen. AlaAutns: Mannitol, Ydwp eveoipwv. 6.2. AcupBatotntes: Aev avagépovial. 6.3. Aidpkeia
zwhs: 36 pnves. 6.4. I161aitepes npopuidgels katd tnv puagn tou npoidvros: UAagN oe Beppo-
Kpaoia to avitepo péxpl 25° C. Metd thv avacUotaon va xpnaoiponolgital apéows. 6.5. ®Uon kai ou-
otatka tou nepiékn: - Fuanivo eianidio 4ml pe eactopepés ndpa kal kaAuppa afoupiviou, nou
nepiéxel 10 oteped Audino. - fuanivn euaoiyya 2ml nou nepiéxel tov uypd Siaftn yia avaclotaon. -
1 anooteipwpévn oplyya ané nofunponudévio (3 ml). - 2 anooteipwpéves BeAdves 0.9mm. 6.6. 06n-
yies xphons/xelpiopoU: To oteped Aud@Ino Ba npénel va avacuotadei e tov uypd S1aAUTn apéows
npiv tv évean. Aev npénel va avaperyvuetal pe aAla eappaka. 1-MPOETOIMAZIA ALBENOYZ: -0
aoBevis EanAdvel kal anoAupaivetal n nepioxi tou youtou 6nou Ba yivel n éveon. 2 - MPOETOIMA-
ZIA THE ENEZHE: -H napouaia puoadibwv otnv enipaveia tou otepeou Audpidou ival puaionoyikn.
-Zndote 1o Aaipd ts pualyyas tou Siadu. -Avappognate 6o tov SiaAltn otn alpiyya pe tnv Benod-
va. -AQaIp£ate 1o npdaivo kaAuppa ano to giani6io tou atepeol AudiAou. -Metagépete tov SiaAln
and i oupiyya ato piaidio nou nepiéxel 1o oteped Audino. -TpaBngte tn alplyya pe tn BeAdva na-
v and v enipaveid tou uypou adid pnv v apaipeite igiws and 1o eianidio. -Avakiviote 1o gia-
id10 xwpis va 1o avaotpéyete £ws GTOU OXNPaAtoTEi éva opoloyevEs evaimpnua. -EAéyEte yia tnv
anouacia CUCCWHATWHATWY MPIV AVAPPOPNTETE T0 EVAIMENHA (OE NEPINTWON NAPOUGIas CUCCWHA-
TwHATWY, OUVEXioTE TV avakivnon péxpl va eniteuxBei nihpns opoyevonoinan). -Avappo@iate e
oUplyya 6A0 10 EvaIdPNKA XWwPis Va avaoTpEWeTe 10 Qianidio. -Agaipéate and tn alpiyya v BeAdva
MoU XpNOIJONOINGATE yia tnv avacUataon. Mpooappdate otn alpiyya tnv aAdn BeAdva (Bidwote
0QIXTd) KPATMVTAs th POvo and 1o xpwHatotd uRpa. -Apaipéote tov aépa and t oUpiyya. 3 - ENEZH:
-H éveon npénei va yivel xwpis kaBuotépnon. Kdvete tnv éveon otov yloutaio pu. 4 - META TH XPHEH:
-Anoppiyte us BeAdves oe kataAinAo doxeio. Katd tnv Sidpkeia twv napandvw evepyeiiv, KaBe and-
fiela npoidvtos peyanUtepn anod auth nou gualofoyikd napapével oto Pianidio kai i oUplyya, npénel
va AapBavetal undyn and tov Bepdnovta yiatpo. 6.7. Ovopacia kai pévipn €6pa tou Yneubuvou
KukAogopias: IPSEN EME, Ay. Anuntpiou 63, Adipos 174 56, ABava. 7. APIOMOZL AAEIAL KYKAO-
OOPIAL: 78741/04-11-2009. 8. HMEPOMHNIA MPQTHX
AAEIAE: 13-6-2000. 9. HMEPOMHNIA THE (MEPIKHE) ANA-
OEQPHIHI TOY KEIMENOY: 4-11-2009.
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O EO® eyyuarar:

* ‘Ola ra pappaka pe Gdeia kukhogopias EOD, npwréruna & yevéonpa, eival aopaln,

anoreAeoparika kai idias Bepaneurikns atias.

* H abeia kuxhogopias dAwv Twv pappdkwy Siveralr pe Baon v Eupwnaikn NopoBeoia.

* H noiétnra, n acpdleia kai n anote\ecparikérnra Twv eapudkwy Siaogpalileral

pE ouvexeis ehéyxous perd Tnv Gbeia.

O EOD empilal rov yiarpéd. Impie xi eoeis my exorpareia tou EOD.
EpnioreuBeire 1a yevéonpa, xopnyhore otous acBeveis oas pappaka pe Xapnhé KSoTos, 6nou PnopeEiTe, kai
efoikovopfioTe Népous yia va PNopeite va xopnyeire kavoréua [upnou kéoTous) pappaka, énou eival anapafmra.

g | €OD | =

et national

APATH MA TH EOETH PHEH D avIodd arganisation YTICVPIEO YTEIAT
TOY ARMAKCY poppdswy  for medicines
www.eol.gr www.moh.gov.gr



TABLETS 400mg

ROCIN

norfloxacin

H eceldikevon UETPAEL

Mptv T ouvtayoypdenon Tou NOROCIN, cupBouleuBeite TNV mepIAnPn XapAKTNPIOTIKWY TOU TTPOIOVTOGC

BIANE-Z= A.E. BioMHXANIA DAPMAKQN
ETAIPEIA TOY OMIAOY FTANNAKOMNOYAOY

lpageia Emotnpovikng Evnpuépwong
AOHNA: 056 Tatoiov 146 71 N. Epubpaia, TnA.: 2108009111 E-Mail: mailbox@vianex.gr e INTERNET: http://www.vianex.gr

OEXXANONIKH: Axadnpou 113, Koupoc Makpuyiavvn, Eboopog Ogacahovikng, TK 56224, Tnk: 2310 861683
MATPA: Mawvoc 131, Tn\.: 2610 221397

VE16043NOR/1-3/2016




ZITA

MEDICAL MANAGEMENT

Amo To 0papa 0TV MPAYHATIKOTATA...

~ Website & HAektpoviko Marketing
~ Emotnpovikéc Exdooeig

« Xopnyieg

=+ [pa@ioTiko - Anpiovpyiko

= [pappareiakn Ymootipién

~ Toupiopog Yyeiag

~ Noookopetako Marketing

- [pageio Tumou

H amoteAeopatikotnta givat...

N O1KN pa¢ EMOTHKN

www. zita-management.com



EAAHNIKH OYPOAOTIKH ETAIPEIA
HELLENIC UROLOGICAL ASSOCIATION

AN TRHLATA, ATHIH A MENH ANANDMOTFT -

TEAEYTAIA NEA

MvwopodoTnon oxenkd P Ty appobiotnTa km ng mpolmoBioeig
xopiiynong adeiag AaToupyiag IBIWTIKOY 1aTpEioy

Amavrnen rou Mev.Mpappatéa Tng EAU

Amravrion tou Mev.lpappartéa tng EAU, Kabnynrol Oupohoyiag K.
Abrahamsson, oxenkd pe o MNpooyibio Nopou mou apopd v Bpuon
VEWY Emanuovikuy ETaipesin Tww larpasuny Eidi...

MiaBikTuakég perabooeig Zuvedpiwv EOE oto NIMTE

Z0g EVNPEPIVOUPE 0T SUVENIEOVTON KOTa T SuIpKen Tuv
prvidioey guvedpiuay TN Etaipeiog pag ato NIMTE, o Siafiakivaris
peradooeic e-leaming ora Nepipepsn...

«Eioaywyn Kwiikomoifoewy larpikig MAnpogopiags

Kuopion, Me v mapoloa emaroh Ba BEAMIUE v 00g EVIPEPWOOULE YO
10 £pyo « Eigoywyr Kwdikomomnoowy latpinis MAnpopopiags, 1o omoio
uADTTOIETON OTo TrAaion Tou METpou 2.7 ...

FNOQITONOIHEH

Ayarnrol Kdpio Zuvabehgo, dmag pog evnpépwoe n Pappakaumier
Eraipeio AMGEN, To okedogpd mc XGEVA (denosumab), Suvara va
CUVTOYOYpaPETa KavoviKd oF aoBevelg PE ...

MEFOARA FPHIRACT EYMAETMWCH ETKCTNOMNLA

Do not ignore
your prostate!

www urologyweak.arg

Uralogy

yia 6Aa ta pappaka,
MPWTOTUTTO

2. & yevoonpa
N

GOTOMPASIEE

S e

JUNIOR CLINICAL FELLOW IN UROLOGY/GENERAL SURGERY &

visit our new website: www.huanet.gr




AwaoTe TOUC
TOV EAEYXO

Ot udpoelot kaBetpeg VaPro
L€ TIPOOTATEUTIKO El0AYWYEQ
Kal KAAUPHA Yla Xwpig emagn
eloaywyn divouv tov EAEYX0
0TOUG a0BeVeg 0ac Kat Toug
BonBouv va rapapeivouv
ave&apmrtol.

01 kaBempeg VaPro mpoopEpouy
EUKOA{a otnv ekmaideuan, mv

€KUABNON Kat m xpraon.

0 mpooTateuTIKAG E10AYWYEAG Kal
TO KAAULQ TIOU ETUTPETIEL TN XWPIG
ETaYN elo0aywyr Bonbouv am
0laTmENon TWV UKPOOPYAVIOH®V
JLaKpLa amo Tov KaBeTrpa waTe oL
XP10TEC va aoBdvovtat Gveta e
TNV KaBaplotnta oroudnmoTe KL av
Bpiokovta.

% Hollister.

Hollister EAAGC A.E.

(v

Al08€o1p0¢ avopikag:

VaPro pocket

Ydpogihog KaBetripag yia
AioAeimovteg KaBetnpiaopoug

&_'

VaPro

Yopogihoc KaBeTijpag yia
AigAgimovreg KaBetnpiaopoug

(E Hollister kat Aoyéturo, VaPro kat VaPro Pocket eival epnopika oruata mg Hollister Incorporated © 2016 Hollister Incorporated

Continence Care

VaPro Clin/022016

Newpopog Knouaiag 36, 15125 Mapouat
TnA.: 210.65.61.550 Fax: 210.65.43.632
www.hollister.gr

MpwTa ol avBpwrTtol



o Clals

e A R S o e n
O®APMAZIEPB

OAPMALEPB - AINAY A.E.B.E.

150 xAp. EBvikns 0dou ABnvav - Aapias, 145 64 Kngioia

tnil.: 210 6294600 | fax: 210 6294610 | T.©.: 51288

Ipageio Beooanfovikns: Avdpiavoundnews 24

551 33 Kadapapid, ©sooanovikn | tndl.: 2310 480160

MNa napayyedies: y i £
wnil.: 210 6294629 | fax: 210 6294630 | e-mail: orders@lilly.gr Na NEPIOOOTEPES OUVTAYOYPAPIKES nﬂnpocpoplz-:s

www.lilly.gr anguBuvbeite otnv Etaipeia DAPMALEPB-AIAAY A.E.B.E.




HELLENIC UROLOGY

Green therapies for a grey disease, p. 32-43

Green therapies for a grey disease

Konstantinos Stamatiou

Department of Urology, Tzaneio General Hospital, Piraeus Greece

Phytotherapeutic agents are used for many years as an ad-
junctive therapy of benign prostatic hypertrophy. The simi-
larity of the symptoms of the lower urinary tract associated
with chronic prostatitis with those caused by benign prostat-
ic hypertrophy and the anecdotally observed efficacy of the
phytotherapeutic agents in the improvement of pelvic pain
justifies their use in the treatment of chronic nonbacterial
prostatitis. Many clinicians and researchers have investigat-
ed the role of herbal medicinal products against the symp-

toms of the lower urinary tract however a careful review of
the reported studies showed that specific studies for nonbac-
terial prostatitis are limited. Even if in these studies the tar-
get, the material and the methods varies, most support their
usefulness. Despite the general belief that phytotherapeu-
ticagents'have a dual mechanism of action (both hormonal
and anti-inflammatory) it seems that they actually exhibit a
moderate anti-inflammatory effect the exact mechanism of
which is not fully investigated.

Stamatiou K. Green therapies for a grey disease. Hellenic Urology 2016, 28 (2): 32-43

Introduction

Chronic nonbacterial prostatitis or chronic prosta-

titis/chronic pelvic pain syndrome
(CP/CPPS) is considered the most
common form of prostatitis, ac-
counting for almost 90% of all the
prostatitis cases. It can affect men
of all ages. It manifests as a combi-
nation of mild prostatism (irritant
or obstructive symptoms) and pain
in the prostate and in various oth-
er locations such as the perineum,

the scrotum, testicles, penis or even the bladder. The
intensity of discomfort may be initially mild and it

Corresponding author:

worsening gradually over a period of time (usually

4
v Key words
chronic nonbacterial
prostatitis; chronic pelvic pain
syndrome; lower urinary tract
symptoms; pharmacotherapy;
phytotherapeutic drugs

longer than three months). Up to 50% of the patients

experience sexual dysfunction. The
symptoms sometimes persist and
sometimes disappear. Although
signs of inflammation are present,
patients have no bacteria in their
urine and prostatic secretion'. Ac-
tually no causative agent has been
implicated with certainty therefore,
treatment is basically symptomatic.
For the above reasons CP/CPPS re-

mains a grey disease.
Current pharmacotherapy of CP/CPPS is multidi-

Dr. Stamatiou Konstantinos, 2 Salepoula str., 18536 Piraeus, Greece, Tel:+-302104592311, E - mail: stamatiouk@gmail.com
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mensional and includes alpha - adrenergic blockers,
muscle relaxants, nonsteroidal anti - inflammatory
drugs, 5 - alpha - reductase inhibitors, antibiotics and
herbal medicines. However, the use of - most of - the
above medications is not fully justified and docu-
mented?.

With regard to phytotherapeutic drugs, some have
been proven effective in improving symptoms of the
lower urinary tract associated with benign prostatic
hypertrophy. Given that several symptoms are com-
mon in CP/CPPS and prostatic hypertrophy and since
these conditions overlap in pathological substrate,
many clinicians and researchers investigated the role
of phytotherapy in the treatment of CP/CPPS3. This
article presents the existing published data on the
efficacy of the most usually used phytotherapeutic
agents in the treatment of prostate diseases and dis-
cusses the pathophysiological basis of phytotherapy
in CP/CPPS.

Material and methods

A database and a manual search were conducted
in the MEDLINE database of the National Library
of Medicine, Pubmed, Cochrane Library and oth-
er libraries using the terms: “prostate”, “prostatitis’,
“chronic prostatitis/chronic pelvic pain syndrome’,
“non - bacterial prostatitis”“phytotherapy’, combined
with the key words: “Saw palmetto”, “Pygeum Africa-
num’, “Equisetum arvense”, “Chimaphila umbellata’,
“Populus tremula’, “Pulsatilla pratensis’, “Quercetin’,
“Cernilton” in various combinations. Bibliographic in-
formation in the selected publications was checked
for relevant publications not included in the initial
search. Because of the close relationship between
inflammation and prostatic hypertrophy and the fact
that these two conditions share similar symptoms, we
also took in consideration studies examining the effi-
cacy of phytotherapy in the treatment of symptoms
secondary to benign prostatic hyperplasia (BPH) that
are common to CP/CPPS.

Results

A variety of phytotherapeutic agents are used word-
wide for the management of lower urinary tract
symptoms (LUTS) and some of them have been also
tested in CP/CPPS treatment. The most commonly

used preparations originate from the species serenoa
repens, rye - grass and pygeum africanum.

Serenoa repens (Saw palmetto, Serenoa serrulata) is
the best known phytotherapeutic as it has been used
in traditional and alternative medicine to treat a vari-
ety of conditions. Not only the fruits but also the husk
and leaves of this palm - like plant are highly enriched
in fatty acids and phytosterols. Their extract has been
the subject of intensive research for the treatment of
symptoms of BPH and recently, prostatitis. In both
cases its efficacy has been investigated either in com-
bination or in comparison with other phytotherapeu-
tic, antibiotics, alpha - blockers, anti - inflammatories
and inhibitors of 5 - alpha reductase. There are more
studies examining the role of saw palmetto as add -
on therapy to other agents and less as monotherapy.

With regard to studies using S. repens extract as
monotherapy for men with confirmed CP/CPPS,
these of Lopatkin et al., and Giulianelli et al., showed
significant improvement in symptoms (as measured
in IPSS and NIH - CPSI questionnaires) over the six
month treatment and follow up period. Moreover,
an improvement in both erectile and voiding func-
tion (as demonstrated by the increase in the scores
for the IIEF - 5 questionnaire and uroflowmetry re-
sults respectively) was also achieved*®. This efficacy
appears to increase by the addition of supplements
such as lycopene and selenium: Morgia and col-
leagues evaluated the effectiveness of this combi-
nation (S. repens, lycopene and selenium) versus
S. repens alone and found a significant decrease in
PSA and white blood cell count after eight weeks of
treatment only in the group of patients who received
combined therapy®. Of note, IPSS improvement was
slightly higher in the group of combined therapy
and the mean NIH CPSI score reduction in the group
of combined therapy was twice as much as that of
monotherapy arm®. Similarly, a placebo controlled
randomized trial of combinational treatment (S. rep-
ens, selenium and lycopene) from the same authors
showed greater changes in IPSS scores, serum PSA
levels and peak urine flow rates in the treatment
than in control group’. The mean NIH CPSI score re-
duction in the treatment arm was twice as much as
that of placebo. Interestingly, while combination of
S. repens with selenium and lycopene achieved high
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success rates in both studies that of S. repens alone
in the previously mentioned trial was comparable to
that of placebo in the last mentioned study.

Magri et al., who tested the combination of S.
repens with a - blockers with or without supple-
ments (lycopene and selenium), found a similarly
significant improvement in urinary flow (Qmax),
pain and quality of life (questionnaires NIH - CPSI,
Qol) over the 18 month follow - up period®. Kaplan
and colleagues in a prospective, 1 - year trial com-
pared the effects of S. repens treatment with that
of finasteride. According to their results, patients
treated with S. repens showed no significant long -
term improvement (as measured in NIH/CPSI, AUA
Symptom Score, QoL and MPS), while those treat-
ed with finasteride had significant and long - term
improvement in all studied parameters except that
of urinary flow rate®. Finally, a multicentre study of
the Italian Society of Oncological Urology compared
the efficacy of the combination S. repens plus alpha
- blocker versus that of. S. repens alone, and found
similar changes in the uroflowmetry after 6 months
of follow - up. The mean urine flow rate was slight-
ly increased while there were no changes in sexual
function during the observation time. Notably, there
was a substantial decrease in the amount of patients
presenting severe prostatic symptoms and an im-
provement of inflammatory findings on ultrasound
examination, clinical examination and biopsy mate-
rial'®. In none of the studies mentioned above were
observed significant side effects.

Regarding studies focusing on LUTS of various ae-
tiologies accompanied or not by chronic pelvic pain,
two synchronous comparative placebo controlled
trials found no difference in the effectiveness of S. re-
pens versus placebo' '2 In accordance to these find-
ings, a large multicentre randomized trial by Barry
et al., showed that - even - higher doses of S. repens
cannot influence neither the impact of LUTS nor the
quality of sexual performance over the placebo™. On
the other hand, Sinescu et al., demonstrated a sta-
tistically significant improvement of mild or moder-
ate LUTS (as measured in IPSS questionnaire) induced
by BPH in a cohort of patients treated with S. repens.
Further improvements were observed in QoL, urinary
flow (Qmax), residual urinary volume and erectile
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function (as measured in IIEF questionnaire) during
the long term study period™. In accordance to the
above, Reissigl et al., in a randomized placebo con-
trolled study found an overall 30% reduction of pain
(as measured in NIH - CPSI questionnaire) and an 18%
decrease of PSA levels in the S. repens group which
were significantly different of that of the control
group™. A prospective multicenter double - blind ran-
domized study comparing tamsulosin (0.4mg/24h)
with S. repens (320mg/24h) in a sufficient number
of patients (542) with symptomatic prostatic hyper-
trophy (IPSS=10) found no differences in IPSS (with
a corresponding improvement in both of irritative
and obstructive complaints), after 12 months of fol-
low up. Notably, Qmax and PSA improvement was
similar in both groups. Both treatments were equally
well tolerated'. Pavone et al., administered a combi-
nation of S. repens, Urtica dioica and Pinus pinaster
(IPBTRE) either alone or in association with antibiotics
or a - blockers for a minimal duration of 30 days to a
maximum of a year. They found a remarkable reduc-
tion of pain and LUTS induced discomfort in 85% of
the evaluated cases (especially in relation to irritative
symptoms)'’. Of note, meta - analyses found the ef-
fectiveness of saw palmetto inferior of that of finas-
teride and tamsulosin but clearly higher than that of
placebo in the treatment of mild and moderate LUTS,
nocturia and discomfort, while there was no compa-
rable efficacy for pain management'®1°,

Controversy exists with regard to the ability of S.
repens to reduce prostatic size. While Debruyne et
al. observed a slight reduction in prostate size af-
ter 12 months of follow up of patients treated with
S. repens, most clinical trials found S. repens extract
no more effective than placebo in blocking benign
prostate growth?°. Experimental evidence suggests
that it is rather the association of S. repens with some
natural compounds (such as lycopene, other carote-
noids and selenium) that reduce prostate size than S.
repens alone?'.

The bark of the plant Pygeum Africanum contains
phytosterols (e.g. beta - sitosterol) pentacyclic trit-
erpenes (ursolic and oleanic acids) and ferulic acid
nesters (n - docosanol and tetracosanol). It has been
used for ages in Africa and since the mid - 1960s in Eu-
rope to treat BPH. Despite the long experience with
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pygeum, it actually has been the subject of very few
studies. Some of them shows efficacy in symptoms
regression (either as experienced by patients or as
measured by IPSS) and micturition parameters (max-
imum urine flow and volume of urination)?* 23, This
efficacy appears to persist over time?* . Frequency of
nocturia and quality of life were found to improve fur-
ther with long - term pygeum administration?. How-
ever residual urine, prostate size and quality of sexual
performance were not improved?®. In contrast to BPH
patients, patients with CP/CPPS treated with pygeum
- alone or in association with antibiotics - significantly
improved in sexual function®. In none of these stud-
ies undesirable effects were observed.

Quercetin is a natural bioflavonoid found in many
fruits, vegetables, grains and leaves. Although it has
been widely used for years, there are quite few stud-
ies examining its efficacy in the treatment of LUTS
and prostatitis¥. In a large cohort of patients with
CP/CPPS, Shoskes et al., administrated phenotypical
treatment (UPOINT) and found greater improvement
(as measured in NIH - CPS questionnaire) with querce-
tin compared with other treatments after at least 6
months of therapy?®. In a smaller study from the same
centre, quercetin administrated alone, achieved high
improvement rates (from at least 25 to 100%) in the
67% of the patients. Of note, when administrated in
combination with papain (which enhances the ab-
sorption of bioflavonoids); it achieved even higher
improvement rates in 82% of the patients. In contrast,
the placebo controlled group showed lower improve-
ment rates in only 25% of the patients®.

The rye - grass pollen extract (Cernilton) contains
carbohydrates, aminoacids, vitamins, minerals and
vegetable fats. The last are believed that increase
plasma antioxidants, reduce insulin and confine lo-
cal inflammation, limiting thus the development of
both prostatitis and BPH. Since the early 90s, when
Cernilton was first introduced in clinical practice, few
studies examined its clinical effects and safety. More
precisely, before 2000 only two placebo - controlled,
two comparative trials and two trials with no control
groups were published. All these studies lasted 3 - 14
months30 31:32.33.34.35 |n ]|, Cernilton improved self -
rated urinary symptoms but did not improved urinary
flow rates, residual volume or prostate size compared

with placebo or the comparative study agents®.
When studied in cohorts of patients with CP/CPPS im-
proved self - rated urinary symptoms®”-3¢ and showed
a clear therapeutic advantage over placebo*. Howev-
er, in an interesting study of patients with BPH who
underwent surgery and were diagnosed with chronic
nonspecific prostatitis upon biopsy, administration of
Cernilton improved the persistent symptoms from the
lower urinary tract and sexual dysfunction, according
to the degree prostatitis*. Other researchers found
an overall 74.2% improvement in subjective symp-
toms and 65.6% in the objective findings*® while oth-
er reported complete cure of only 36% of the treated
population*'. Notably, according to these authors, in
the presence of aggravating or alleviating factors, the
response to Cernilton treatment was practically null*2,
Reasons explaining the abovementioned disparities
are unknown. One possible explanation is that the
therapeutic effect of Cernilton may be time and dose
dependent: Long - term administration of cernilton
(6 months of treatment) resulted in a significant im-
provement rate of 76 - 78%3% %2, Correspondingly, a
daily dose of 750 mg promoted a faster and more no-
ticeable improvement in subjective (NIH - CPSI, Sex
- 4, IPSS, Qol) and objective criteria (leukocyte count
in prostatic exudation) compared with that induced
by the dose of 375 mg* *. Both doses were equally
well tolerated.

Equisetum arvense (field horsetail or common
horsetail) is an herbaceous perennial plant. It was
long used in the treatment of various diseases and
it has specific use for BPH, prostatitis and prostate
oedema®. It is rich in silicic acid and silicates, which
provide approximately 2 - 3% elemental silicon. Sil-
icon stimulates leucocyte activity, helps preserve
elasticity of connective tissue and promotes the re-
pair of tissue. The abovementioned properties are of
outmost importance for the treatment CP/CPPS. In
the few existing reports, Equisetum arvense’s extract
is being using in the treatment of LUTS and chronic
prostatitis in combination with other phytotherapeu-
tic agents (extracts from the plants Chimaphila um-
bellata, Populus tremula, Pulsatilla pratensis, Willow
bark) and wheat germ oil as well, under the brand
name Eviprostat. Tamaki et al., reported gradual im-
provement in symptoms of prostatism and dysuria
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(IPSS), improvement in quality of life scores (QoL) and
significant nocturia reduction during treatment. The
drug was well tolerated*. lwamura et al., compared
the efficacy of equisetum arvense with that of rye
pollen extract in the treatment of patients with CP/
CPPS and found no significant differences®.

The root extract of African potato (Hypoxis hemero-
callidea) was used for centuries in Africa for relieving
diseases of the urinary tract. Epilobium parviflorum
is an herbaceous perennial plant belonging to the
Onagraceae family. Its flower - petal - extract was tra-
ditionally used in Central Europe for the treatment of
prostate disorders. Despite their popularity there are
no clinical studies demonstrating any efficacy in the
treatment of CP/CPPS for both herbals* .

Paeoniflorin is one of the main components of the
root of herbaceous plant Paeonia lactiflora (white
peony) which is used by the traditional medicine of
Korea, China and Japan for its soothing properties. It
is believed that it is effective in the treatment of pros-
tate complaints. A clinical study evaluated its efficacy
in the treatment of CP/CPPS based on the improve-
ment in NIH - CPSI score and the number of lecithin
particles (SPL) in the prostatic fluid. Moreover it was
examined whether and if a - blockers enhance its ef-
ficacy. According to the authors, treatment with Pae-
oniflorin (Qianlieping Capsule) alone increased the
number of lecithin particles by 46.9% and improved
the NIH - CPSI score by 24.4%. However, the combi-
nation of paeoniflorin and tamsulosin increased the
number of lecithin particles by 61.4% and improved
the NIH - CPSI score by 42.3%. Of note, combinational
treatment achieved higher rates in NIH - CPSI score
than those of tamsulosin alone (33.7% and 28.6% re-
spectively)°.

Traditional Chinese medicine uses mixtures of
herbs and plant extracts products of the Far East to re-
lieve discomforts from urinary tract. A focused study
evaluated the therapeutic effect of the Longjintong-
lin herbal mixture (Genciana, Bambu, Poria cocos,
astragalo, Salvia purpura, Gardenia and Houttuynia)
in patients with CP/CPPS. A statistically significant
improvement in NIH - CPSI score, TCMSS (Tradition-
al Chinese Medicine Syndrome Score) and a similarly
significant reduction in the number of leukocytes in
prostatic secretion was found®'.

Green therapies for a grey disease, p. 32-43

Discussion
For most of the abovementioned phytotherapeutic
drugs no comparative or placebo - controlled stud-
ies further evaluating their efficacy exist and the few
existing clinical trials have methodological problems
and omissions in the reported results. Regarding the
most known of them - saw palmetto and cernilton -
published studies weren't based on a single clinical
trial formulation. In addition the clinical trials are lim-
ited by their short duration, the limited number of
participants and the unknown quality of the prepa-
rations used. However the main reason for the low
adoption of phytotherapeutic drugs in the everyday
clinical practice is the fact that their mechanism of
action remains unclarified. They generally believed to
have anti - androgenic and anti - inflammatory prop-
erties. Although the latter explain the pain recession,
the exact mechanism that improves complaints of
urination and sexual function remains unknown.
Three different mechanisms of action have been
proposed for Saw palmetto: inhibition of the andro-
genic receptor (antiandrogenic), inhibition or block-
ing the action of growth factors (antiproliferative)
and reduction of the production of 5 - lipoxygenase
metabolites (anti - inflammatory)*%. The latter has
been proved both clinically and pathologically: the
percentage of inflammatory pattern in biopsy ma-
terial and prostatectomy specimens from patients
receiving serenoa repens and quercetin was signifi-
cantly lower than that of the control group®. In con-
trast, the existing evidence on an antiandrogenic ac-
tion by inhibiting 5alpha - reductase activity is rather
contradictory®***. In support of this, a relatively new
study on androgen - independent prostate epithelial
PC - 3 cells demonstrated that the anti - proliferative,
anti - inflammatory and anti - oedematous effects of
serenoa repens are taking place in absence of andro-
gens®. Infact, serenoa repens at effective concentra-
tions of 50ug/mL prevented inflammatory activity
on human epithelial prostate cells by suppressing
signaling growth factors such as IGF - | (Insulin - Like
Growth Factor)*®. Furthermore, it exerts an inhibitory
effect on the expression of the inflammation factors
COX - 2, 5 - LOX, iNOS, on the binding activity of NF
- kB and on the replication of TNF - a. Notably, the
combination of serenoa repens, selenium and lyco-
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pene exhibits greater inhibitory activity than that of
the serenoa repens alone®’. Notably, the combination
serenoa repens, selenium and lycopene increases the
pro - apoptotic molecules Bax and caspase - 9, blocks
the mRNA of the anti - apoptotic Bcl - 2, and limits
the expression of the epidermal and vascular - en-
dothelial growth factors®®. Therefore it could be hy-
pothesized that the significant decrease in mast cell
concentration and the rapid fall of histamine levels
as well as the reduction in the inflammatory oedema
(resulting from the above sequelae) allow relaxation
of muscle layer and gradually lead to the relief of
chronic prostatitis symptoms. Of note, although an-
tiandrogenic activity of serenoa repens has not been
experimentally demonstrated, it has been suggested
that long term administration causes atrophy of the
epithelium of the central region of the prostate gland.
This finding provides evidence of an antiandrogenic
action and also explains the limited efficacy of ser-
enoa repens in sexual dysfunction complains®.
Quercetin is considered an anti - allergenic and nat-
ural anti - inflammatory that inhibits the formation
of bruises and the development of oedema?. These
properties have been histologically demonstrated in
the prostate gland®. There are no sufficient laborato-
ry studies investigating the exact mechanism but it
appears to exhibit a strong antioxidant activity. It is
able to down - regulate the inflammatory response of
bone marrow - derived macrophages in vitro. Moreo-
ver, it inhibits cytokine and inducible nitric oxide syn-
thase expression through inhibition of the NF - kap-
paB pathway®'. This property indicates that quercetin
reduce or even help prevent some of the damage free
radicals cause. Importantly, it is also considered a non
- specific inhibitor of protein kinase through which
inhibits activation of inflammatory mediators and en-
zymes such as lipoxygenase®? %% Through this effect
quercetin decreases levels of inflammatory prosta-
glandins and increases levels of prostatic endorphins
which are natural pain - relieving molecules®. More-
over, it also prevents the release of histamine which
causes concentration of basophils and mast cells. The
abovementioned effects can cause oedema reduc-
tion and relaxation of muscle stroma>*. These proper-
ties explain both the pain recession and complaints
of urination improvement following long term (eight

- week) quercetin administration®®. A poorly investi-
gated hormonal action with presumably anti - testos-
terone effects is also reported. According to Prossnitz
and Barton quercetin activates the alpha and beta
estrogen receptors (Era & ERb) and acts as an agonist
of the G - coupled estrogen receptor protein (GPER).
However, it is about two to three times less potent
than the endogenous 17 - estradiol®’.

Rich in phytosterols, cernilton (pollen extract) is
thought to have anti - inflammatory properties. It is
believed that exhibits a strong antioxidant activity
and blocks the formation of inflammatory prostaglan-
din and leukotriene molecules. Chen et al studied the
levels of oxygen free radicals in the prostate during
occurrence, development, and recovery of CP/CPPS.
A significant reduction of free radicals levels in the af-
ter treatment period was found in the biological ma-
terial from patients received pollen extract (EA - 10,
P5),while no changes observed in the control group®.

In an experimental investigation of the anti - in-
flammatory activity of pollen extract cernilton in mice
Kamijo et al., found that it clearly inhibits the prolif-
eration of the stromal cells, and, in combination with
increased apoptosis protects epithelial cells from in-
flammation spread®.

Similarly, another experimental study of hormonal-
ly induced chronic nonbacterial prostatitis in rats by
Asakawa et al., found that pollen extract significantly
reduced the elevated levels of cytokines in a dose -
dependent manner. Moreover, the histopathological
changes associated with inflammation were all re-
solved with treatment’®. According to these research-
ers the above offer a strong evidence of a hormonally
mediated anti - inflammatory action. Interestingly,
patients with chronic non - bacterial prostatitis whose
treatment failed were found to bear genotype which
predisposes to the production of low levels of in-
terleukin 107", This fact suggests autoimmunity as a
probable aetiology of this disease and provides evi-
dence that pollen extract has an anti - inflammatory
activity rather due to the inhibitory effect on inflam-
matory cytokines of prostatic tissue than hormonally
mediated”".

The stems of equisetum arvense (horsetail) contain
5% to 8% of silica and silicic acids. The size of silicified
structures varies accordingly to the location within
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the plant: thicknesses of 3 -7 um and 0-2 - 1-0 um are
observed in the stem and leaf, respectively. The plant
contains about 5% of a saponin called equisetonin, in
addition to the flavone glycosides isoquercitrin, eq-
uisetrin, and galuteolin. It also contains phenolic ac-
ids, tannin, alkaloids. Of note, the alkaloid nicotine is
presentin minute amounts (less than 1 ppm) but may
account for a portion of the pharmacologic activity
of the plant. The sterol fraction of equisetum arvense
contains beta - sitosterol, campestrol, isofucosterol,
and trace amounts of cholesterol”?. The plant also
contains more than 15 types of bioflavonoids, as well
as manganese, potassium, sulfur, and magnesium
while the cytokinin isopentenyladenosine has been
identified in fertile fronds”3. Populus tremula contains
popoulini, salicin and gallic acid. Chimaphila umbel-
lata contains large quantities of erikolinis, arbutin
and methyl - arbutin, tannin and gallic acid. Most of
the above exhibit some anti - inflammatory activity.
The most intriguing of Equisetum arvense’s compo-
nents is silica. It is well known that silica is a fibro-
genic factor which has been associated with chronic
inflammation of the lungs and thus it could aggra-
vate prostatic inflammation when administered in
CP/CPPS patients. However it was shown that silica
- activated macrophages promote high expression of
the anti - inflammatory and fibrotic cytokine IL - 10.
Therefore the fibrotic formation can either accompa-
nied by a pronounced anti - inflammatory reaction
or a progressive inflammation’*. Studies showed that
silica particle size impacts immune responses, with
submicron amorphous silica particles inducing high-
er inflammatory responses than silica particles over
1000 nm in size, which is ascribed not only to their
ability to induce caspase - 1 (IL - 1) activation but also
to their cytotoxicity”.

Salicin is the precursor of aspirin and it is consid-
ered responsible for the anti - inflammatory proper-
ties of the plants Populus tremula and Willow bark.
The extract from the bark of the above - mentioned
trees was found to be at least as effective as aspirin
in reducing inflammatory exudates and in inhib-
iting leukocytic infiltration as well as in preventing
the rise in cytokines, and was more effective than
aspirin in suppressing leukotrienes, but equally ef-
fective in suppressing prostaglandins. The fact that
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the extracts of the plants Populus tremula and Wil-
low bark have lower “salicin” content than that of an
equivalent dose of aspirin may lead one to speculate
that other constituents of the extract contribute to
its overall activity’. According to Khayyal et al., the
presence of polyphenols in the extract of Willow bark
probably plays a significant role in enhancing its free
radical scavenging properties’. Independently to
the controversy regarding long term salicin induced
anti - inflammatory properties, its role in the reduc-
tion of pain is not to be doubted.

The ester of epigallocatechin and gallic acid (epi-
gallocatechin gallate - 3) is a polyphenol with strong
antioxidant activity that can neutralize free radicals
and reduce cell damage. Moreover it has immunos-
timulatory properties”. Arbutin and methyl arbutin
are transformed in hydroquinone into the intestine.
The last inhibits tyrosinase, thereby helping to re-
duce the amount of free radicals. Furthermore, arb-
utin exerts an antiseptic effect on the mucous mem-
brane of the urinary tract’®. Tannin is a phenol with
astringent and antiseptic properties. It is believed
to form a protective layer around cells which reduc-
es the increased secretion of inflamed gland®. The
flower extract of Pulsatilla pratensis contains a lac-
tonic glycoside called ranunculin, triterpenoid sap-
onins, tannin and volative oil. Ranunculins’ product
protoanemonin is a toxin with antibacterial , antiviral
and cytopathogenic properties. When comes into
contact with air and dimerizes to anemonin, which
is further hydrolyzed to a non - toxic carboxylic acid
that exhibits anti - inflammatory and anti - neuralgic
properties”.

An experimental study in rats with induced non-
bacterial prostatitis has shown that this combination
of the abovementioned components (Eviprostat)
significantly reduced levels of cytokines and malon-
dialdehyde (oxidative stress marker)®,

Pygeum contains numerous constituents, includ-
ing phytosterols such as beta - sitosterols, which
were thought to inhibit of the androgenic receptor
(antiandrogenic) in a fashion similar with that of fin-
asteride (by interfering with the binding sites for di-
hydrotestosterone). However, the fact that hormone
mediated effects (such as sexual dysfunction and
prostate gland size reduction) are rare in patients
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receiving pygeum suggests a different mechanism
of action®"® In fact, sitosterols exhibit a clear anti -
inflammatory action by inhibiting the production of
prostaglandins in the prostate. Pygeum contains also
ferulic esters, which reduce levels of prolactin (a hor-
mone that promotes testosterone uptake in the pros-
tate gland) and cholesterol (which increase the bind-
ing sites for dihydrotestosterone). The extent of their
impact is unknown. Actually the esters of ferulic acid
act on the endocrine system: experimental studies
showed docosanol to reduce levels of LH and testos-
terone while raised adrenal steroid secretion of both
androgens and corticosteroids®3. Stimulation of adre-
nal androgen secretion enhances anti - inflammatory
effects and contribute to the restoring of the secreto-
ry activity of prostate epithelium?*8, Other pygeum
components include pentacyclic triterpenes, which
inhibit an enzyme involved in inflammation and help
reduce edema and oleanic acid that also has anti -
edematous effects®. In a laboratory study, pygeum
extract demonstrated also a poorly investigated anti
- proliferative effect on prostate cells derived from
rats, which was in part mediated by inhibition of ba-
sic fibroblast growth factor®”. Experimentally it has
been shown that pygeum reduce the production of
the metabolites of 5 - lipoxygenase (especially leu-
kotrienes) and inhibits the production of fibroblasts
(through repression of bFGF - basic fibroblast growth
factor)®. An additional neurotropic effect is not to be
excluded since pygeum administration in experimen-
tal animal models modified bladders’ contractility by
reducing the sensitivity to electrical stimuli, to phe-
nylephrine, to adenosine triphosphate and carbachol
as well®°,

Most of the components of Paeoniflorin are mono-
terpene glycosides. Of these, paioniflorin is the major
(>90%) component and it is responsible for the phar-
macological effects both in vitro, and in vivo. It has
anti - inflammatory effects involving the inhibition of
acute and sub - acute inflammation by suppressing
the increase of intracellular calcium ions concentra-
tions and by inhibiting the production of PGE2, LTB4
and NO (mediators of inflammation). Moreover it acts

on lymphocyte proliferation, differentiation of Th / Ts
lymphocytes and the production of proinflammatory
cytokines and IgM antibodies®'.

The ethanol extract of dried leaves of Gardenia con-
tains a sufficient amount of genipin which has anti -
inflammatory effects. This effect was found to be pro-
portional to the concentration of genipin. However,
the nature and the exact mechanisms of action are
not well understood®2.

Leaves of Salvia contain saponins, resins, terpe-
nes, tannins and flavonoids for which exhibits anti
- inflammatory and antiseptic properties. Bamboo
leaves have also anti - inflammatory and antioxidant
properties which are probably associated to the pres-
ence of abundant silica. Houttuynia has antibacterial
properties and fungus Poria Cocos has a diuretic ef-
fect therefore its role is probably auxiliary. No studies
investigating the underlying mechanisms and their
effects on prostate exist for these herbs.

Conclusions

Several clinicians and researchers have investigated
the effectiveness of phytotherapeutics in the treat-
ment of benign prostatic hypertrophy related low-
er urinary tract symptoms, however specific studies
clearly focusing on nonbacterial prostatitis are very
rare. Most of the published studies demonstrate a
significant improvement in LUTS and CP/CPPS symp-
toms associated with a satisfactory safety profile. The
exact mechanism of action remains unknown howev-
er they generally exhibit anti - inflammatory proper-
ties. Due to the heterogeneity of the products of this
class of medicines and the methodological problems
associated with the existing studies it is not easy to
draw definitive conclusions about their role in CP/
CPPS treatment.

Chronic nonbacterial prostatitis or chronic prostatitis/
chronic pelvic pain syndrome (CP/CPPS),

lower urinary tract symptoms (LUTS),

benign prostatic hyperplasia (BPH).
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1000 men, outnumbering lung and colorectal cancer
and currently it is the second most common cause of
cancer death in men2. For most men PCa is slow grow-
ing and does not result in clinical signs or symptoms
during their lifetime. However, in some men PCa pro-
gresses and is a leading cause of cancer morbidity and
mortality.

During the last 2 decades screening with PSA has al-
lowed detection of PCa at earlier stages, improving pa-
tient survival and the chances of cure with definitive lo-
cal therapy. In the National Prostate Cancer Detection
Project Study? involving serial screening with PSA, digi-
tal rectal examination and transrectal ultrasonography
the rate of clinically advanced disease was reduced to
less than <9% of all newly diagnosed cancers overa 10
- year period, compared with 41% in a survey of 19824,
Thus, PSA screening has been widely used with the in-
tention to decrease mortality and increase health - re-
lated quality of life, however the true benefit of screen-
ing for PCa remains uncertain®.

Itis well known that initial diagnosis of PCais based on
PSA values, digital rectal examination (DRE) and trans-
rectal ultrasound. Use of the DRE as a screening tool is
limited due to poor reliability, sensitivity, and the ina-
bility to palpate the entire prostate gland, especially for
small tumors that have not reached the prostatic cap-
sule. On the other hand, PSA test produces high false
- negative and false - positive results depending on
thresholds used to define abnormality, and may detect
prostate cancers that are unlikely to cause health prob-
lems in the future, even if left untreated, a phenomenon
known in the literature as overdiagnosis®. Moreover, re-
cent data suggested that the PSA test does not attain
the likelihood ratios for a screening test, regardless of
what threshold value for the PSA is assigned’.

Currently there is no consensus regarding the value
and importance of PSA screening in daily practice, and
this might explain the fact, that two of the biggest uro-
logical associations, namely the European Association
of Urology (EAU) and the American Urological Associa-
tion (AUA) in their guidelines have different approach-
es, and therefore different recommendations for the
early detection of PCa.

The AUA Guidelines

The AUA guidelines do not make a distinction be-

tween early detection and screening for PCa; both
imply detection of disease at an early, presympto-
matic stage when an individual would have no rea-
son to seek medical care®. In the US, early detection
is driven by PSA - based screening followed by pros-
tate biopsy for diagnostic confirmation. Therefore
the AUA guidelines focus only on the efficacy of PSA
screening with the specific intent to reduce prostate
cancer mortality and not secondary tests often used
after screening to determine the need for a prostate
biopsy or a repeat prostate biopsy. In brief the AUA
guideline®:

1. Does not recommend PSA screening in men un-
der 40 years of age (Grade of recommendation C)

2. Does not recommend PSA screening in men be-
tween ages 40 to 54 years at average risk (Grade
of recommendation C)

3. Doesrecommend a shared decision - making for
men ages 55 to 69 years (Grade of recommenda-
tion B)

4. Does recommend a screening interval of = 2 years,
which may be preferred over annual screening in
those men who have participated in shared deci-
sion - making and decided on screening. Additional-
ly, intervals for rescreening can be individualized by
a baseline PSA level. (Grade of recommendation C).

5. Doesnotrecommend PSA screening in men age >
70years or in men with a life expectancy of < 10 to
15 years (Grade of recommendation C).

The EAU Guidelines
Based on the current evidence in the literature the EAU
has a different recommendation for the early detec-
tion of PCa. The updated EAU guidelines do not rec-
ommend widespread mass screening for PCa and early
detection in well - informed men is strongly recom-
mended. A baseline PSA determination at age 40 to 45
years has been suggested upon which the subsequent
screening interval may then be based. Furthermore,
the EAU guidelines do not use a specific chronological
age as a threshold for screening, but screening in men
with a life expectancy > 10 years is recommended in-
dependent on chronological age. More specifically, the
EAU has come to following statements'®:

1. Early detection of PCa reduces prostate cancer -

related mortality.
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2. Early detection of PCareduces the risk of being di-
agnosed and developing advanced and metastat-
ic prostate cancer.

3. Abaseline serum PSA level should be obtained at
40 - 45 years of age.

4. Intervals for early detection of PCa should be
adapted to the baseline PSA serum concentration.

5. PSAscreening should be offered to men with a life
expectancy of > 10 years.

6. Inthe future, multivariable clinical risk - predic-
tion tools need to be integrated into the decision
making process.

Scientifichbackground
Population based recommendations for cancer screen-
ing should ideally be based on high quality evidence
derived from systematic reviews of randomized con-
trolled trials (RCT) that document a positive impact of
screening on outcomes that are the most important
to patients'’. Currently five prospective RCT’s on PCa
screening are available, and these include a total of
341.342 participants. All involved PSA testing, with or
without DRE, though the interval and threshold for fur-
ther evaluation varied across trials. The age of partici-
pants ranged from 45 to 80 years and duration of fol-
low - up from 7 to 20 years'2. These five RCT's are:

European Randomized Study of Screening for Pros-

tate Cancer (ERSPC)

Norrkoping

Prostate, Lung, Colorectal and Ovarian Cancer

Screening Trial (PLCO)

Quebecand

Goteborg

The mostimportant data provided from these RCT’s
was related to prostate cancer specific mortality. Addi-
tional reported outcomes included PCa diagnosis, all -
cause mortality, stage at diagnosis, and treatment fol-
low - up. The ERSPC and PLCO studies provided data
on number of biopsies performed and harms associ-
ated with screening (e.g. biopsy - associated compli-
cations such as infection or bleeding). Besides these
five RCT’s there is a significant number of systematic
reviews and meta - analyses in the literature, which are
providing evaluation and interpretation of the data'
14, More specifically the most important conclusions
that have been made until nowadays are:

Prostate cancer specific mortality

Most of the RCT’s showed that PCa screening did not
resultin a statistically significant reduction in PCa spe-
cific mortality between men randomized to screening
or control. Meta - analysis of these 5 RCT's showed that
the Relative Risk (RR) was 0.95 (95% C1 0.85 - 1.07). How-
ever, the ERSPC study reported a 21% significant bene-
fitfor screening in PCa specific mortality in a pre - spec-
ified group of men aged 55 to 69 years ( RR 0.80, 95%
Cl10.65-0.98)">. Moreover, the ERSPC study concluded,
that the benefit of screening becomes more evident
as follow - up increases, with a RR reduction of 38% in
men with a follow - up of 10 - 11 years. This conclusion
was also confirmed by the Géteborg study’s, according
to which most of the benefit from screening occurs af-
ter 10 years of follow - up.

All cause mortality
PCa screening did not result in a statistically significant re-
ductionin all cause mortality. Meta - analysis of four stud-
ies investigating all cause mortality did not determine
any significant differences between men randomized to
screen or control (RR 1.00,95% Cl, 0.96 - 1.03)"2.

Prostate cancer diagnosis

PCa screening increased the number of men diag-
nosed with PCa. A meta - analysis of four of the five
RCT’s (ERSPC, PLCO, Norrcoping, Goteborg), which in-
vestigated PCa diagnosis across both screening and
control groups, indicates that screening is associated
with a 35% increase in the number of men diagnosed
with prostate cancer. (RR 1.30,95% Cl, 1.02 - 1.65)".
Localized PCa was more commonly diagnosed in men
randomized to screening, whilst the proportion of men
diagnosed with advanced PCa was significantly lower
in the screening group compared to the men serving
as controls (RR 0.80, 95% Cl, 0.73 - 0.87).

Harms of screening
Generally, PCa screening resulted in a range of harms
that can be considered minor to major in severity and
transient in duration. Common minor harms from
screening include bleeding, bruising and short - term
anxiety. Common major harms include overtreatment
and overdiagnosis, false - positive results for the PSA
test, as well as medical complications, such as infection,
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blood loss requiring transfusion, pneumonia, erectile
dysfunction, and incontinence. The RCT’s failed to re-
port complications rates in the screening and control
group, so data could not be quantitatively pooled.
The ERSPC trial did not include updates on the ad-
verse events it reported in 2002'8. The PLCO trial re-
ported that DRE led to bleeding or pain at a rate of 0.3
per 10.000 screenings and the PSA test included 3 ep-
isodes of fainting per 10.000 screenings'. Complica-
tions, such as infections, bleeding and urinary difficul-
ties, occurred in 68 per 10.000 diagnostic evaluations.
No other studies reported data in either a qualitative
or quantitative format.

Nevertheless, the main harm of screening is over-
diagnosis, that results in unnecessary treatment and
harms, which are frequent, often persist and are at least
moderate in severity. The ERSPC trial reported that the
overdiagnosis rate was estimated to be up to 50%?".
In the same trial the false - positive rate for men who
had an elevated PSA value (different PSA thresholds
were used to define elevated, but typically was defined
as > 3.0 ng/mL) and subsequently underwent a biop-
sy was 75.9%. Therefore, the known harms associated
with screening suggest that any small mortality bene-
fit of screening at 10 years would be challenged by the
occurrence of these harms that occur early and may
persist's,

Nevertheless, these five RCT’s differed considerably
in their design, screening methodologies, frequencies,
thresholds and analysis thus limiting the value of strict
reliance on pool estimates'’. For example, all but one
study included measurement of PSA as a screening
test in all participants; the Norrkoping study initially
used only DRE but then used a combination of PSA and
DRE.Three of the five studies did not consistently used
DRE in all participants; in the ERSPC trial the screen-
ing method differed by participating country and was
mostly based on PSA. In the Géteborg study screen-
ing was based on PSA testing alone, and participants
underwent a DRE only if the test result was abnormal.
Four of the five studies provided information on all
cause mortality, all studies on deaths from PCa and on
diagnosis of PCa. Length of follow - up ranged from
about 4 to 15 years. All but the Quebec and the Gote-
borg study provided information on cancer stage at
diagnosis. The ERSPC trial and, to a limited extend, the

Goteborg trial allowed subgroup analyses for death
from PCa based on age groups, but only the Goteborg
study provided age specific information for all cause
mortality. Furthermore, all of these RCT’s have been
criticized for being too small, methodologic problems,
or for being inconclusive because of a high rate of con-
tamination®-2,

On the other hand the evidence that the guideline
panels of both the EAU and AUA were based on may
be the same, the weighting of the evidence and the
perspectives of each panel can be very different (eg
public health vs individual perspectives) leading to
different interpretations of evidence and policy impli-
cations. Thus the AUA guideline panel interpreted the
evidence from the perspective of the individual with
emphasis on the information, both benefits and harms,
which an asymptomatic man would need to make an
informed decision about PCa screening®.

The EAU guideline panel relied on different strategy,
which was based on the most important results of the
two positive RCT’s: namely the ERSPC and the Gote-
borg. Thus, besides the significant reduction in PCa
mortality in men aged 55 - 69 years, which was demon-
strated only in the ERSPC study, it was also demonstrat-
ed (1) that a diagnosis of PCa was significantly great-
er in the screening group, (2) that localized PCa was
more commonly diagnosed in the screening group,
(3) that the proportion of men with locally advanced
PCa, or aggressive Gleason score 8 - 10 PCa was signif-
icantly lower in the screening group, (4) that the ben-
efit of screening becomes more evident as follow - up
increases'.

Similarities and differences between EAU and AUA
Guidelines
The most basic principle on which both the EAU and
the AUA guidelines rely is that any benefits from PCa
screening must be balanced against any harms. Both
urologic societies agree that at present, widespread
mass screening for PCa is not appropriate, as the PSA
test does not have the required characteristics to be
used as a widespread screening tool, since there is not
sufficient evidence that is needed to establish recog-
nized threshold values for a “negative” and “positive”
test results®.

However there are also important differences be-
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tween both guidelines regarding the PSA screening.
Thus, the AUA guideline panel does not recommend
routine screening in men between 40 to 54 years of
age, and for men ages 55 to 69 years the panel recom-
mends shared decision - making after weighting the
benefits and harms from screening. On the other hand
the EAU guideline panel concludes that a baseline PSA
level should be obtained at 40 - 45 years of age, accord-
ing to which, PSA screening should then be individual-
ized. This EAU recommendation is based on the results
of several studies, which have indicated that a baseline
PSA level above the median PSA for age group might
be a better indicator of PCa development than other
clinical risk factors, such as race, family history, or sus-
picious DRE?>%,

Regarding the screening interval, the AUA guideline
panel recommends a routine screening interval of two
years or more, and this interval may be preferred over
annual screening, in those men who have participated
in shared decision making and decided on screening,
so that the majority of the benefits can be preserved
and harms, overdiagnosis, and false positive results re-
duced. For the EAU guideline panel, screening inter-
vals should be adapted to the baseline PSA level. More
specifically, screening intervals should be 2 - 4 years for
men with PSA level > 1.0 mg/dL at 45 - 59 years of age,
whereas it could be up to 8 years in men with PSA lev-
el below this threshold value, indicating that shorter
intervals are preferable to avoid the risk of missing sig-
nificant cancers, but, on the other hand, longer inter-
vals might be preferable to reduce the substantial risk
of overdiagnosis and reduce costs associated with fre-
quent screening®.

Another significant difference between the EAU and
AUA guidelines on PCa screening regards the age lim-
it, beyond which routine PSA screening should be dis-
continued. The AUA panel does not recommend rou-
tine PSA screening in men age 70 years or more, or any
man with less than a 10 - 15 year life expectancy. The
panel believes, that although a group of men over 70
years of age can have a life expectancy >10 - 15 years,
or may are in excellent health condition, and may ben-
efitfrom PSA screening, however the evidence to sup-
port the magnitude of benefitin this age group is very
limited. Moreover, there is strong evidence, that the ra-
tio of harm to benefit increases with age, and that the

likelihood of overdiagnosis is extremely high, particu-
larly among men with low - risk disease®.

Unlike the AUA approach, the EAU guideline pan-
el suggests, that PSA screening should be offered to
men with a life expectancy > 10 years, independent
on chronological age. This recommendation is based
on the results of several studies, which demonstrate,
that local progression and death from PCa can devel-
op even in elderly men with organ - confined disease
at the time of diagnosis, so early detection and active
treatment seems to be justified in men with a long life
expectancy independent on chronological age®-%.
Moreover, the independent impact on age on PCa -
specific survival has not been well established. Recent
studies have shown that with careful patient selection,
older men up to age of 75 years with Gleason score 5 -
7 PCa and up to age 80 years with Gleason score 8- 10
PCawho undergo radical prostatectomy or radiothera-
py have gains in life expectancy comparable with those
of younger men?2, Furthermore, there is data indicat-
ing, that not age by itself but rather comorbidities are
the major factor that should be considered when dis-
cussing screening or treatment of PCa?. Thus, depend-
ing on age and comorbidity, men without comorbidi-
ties and with organ - confined Gleason score 5 - 7 PCa
have 2 - 4% probability of dying from the disease with-
in 5 years after diagnosis, whereas the risk increases
to 12 - 48% in men with significant comorbidities but
the same age. Therefore, for the EAU guideline pan-
el, it seems necessary to consider patient age and co-
morbidities with the use of validated tools such as the
Charlson Comorbidity Index (CCl), which has been val-
idated in men with PCa, to assess life expectancy®.

Conclusion

PSA screening results in a significant reduction in PCa
related mortality, diagnosis, and development of ad-
vanced and metastatic PCa, but there is a substantial
risk of overdiagnosis and overtreatment, when itis used
with inappropriate frequency. Therefore, screening for
PCa has generated considerable debate within the
medical and broader community, as demonstrated by
the varying recommendations made by medical organ-
izations, such as the EAU and the AUA, and governed by
national policies. Despite the debate, most of experts
agree, that the PSA test does not have the required
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characteristics to be used as a widespread screening  the benefits and harms of PSA screening. Furthermore,
tool for PCa. Indication for PSA screening, therefore,  as PSA may be prostate specific, it is however not spe-
should be individualized and screening should be of-  cific to PCa; therefore, continued research into alterna-

fered to well - informed men, who should be aware of
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Geneticaspects of azoospermia and severe
oligozoospermia in Greek infertile men

Evgeni Evangelini’, Georgios Lymberopoulos’, Charalambos Asvestis?

The study was conducted to investigate the genetic aspects
of severely infertile Greek men, presenting azoospermia
and severe oligozoospermia, before the application of as-
sisted reproductive methods. The patients were submit-
ted to a comprehensive work - up with emphasis on the ex-
amination for Yq chromosome microdeletions, karyotypic
anomalies and mutations of the CFTR (Cystic Fibrosis Trans-
membrane Regulator conductance) gene. The overall inci-

'Seminology Laboratory G. Lymberopoulos, Athens Greece
*Athenian Group for the study of Andrological Diseases, Athens Greece

dence of genetic abnormalities reached 25%, with a prev-
alence of karyotypic anomalies (16%). The incidence of Yq
microdeletions (AZFb and AZFc) (3%) and CFTR (6%) was
found relatively low. The severely infertile Greek men ex-
amined exhibited a high prevalence of genetic anomalies,
indicating the importance of comprehensive genetic test-
ing and appropriate counselling prior to their therapeutic
management.

Evangelini E, Lymberopoulos G, Asvestis Ch. Genetic aspects of azoospermia and severe
oligozoospermia in Greek infertile men. Hellenic Urology 2016, 28 (2): 51-57

Introduction

Itis estimated that about 25% of men referred to infer-
tility clinics are diagnosed with severe spermatogenic
aberrations, exhibited as very low numbers or total lack
of seminal spermatozoa’2 Once the repeated semen
analysis has established the azoo-

spermic or severely oligozoospermic (

Genetic aberrations have been shown to under-
lie severe cases of male infertility. In most countries,
laboratories offering molecular genetic diagnostic
testing employ protocols of variable heterogeneity
that may cause difficulties in the interpretation of

the results and their application in
the therapeutic management of

profile, a series of biochemical, en- KEY words the infertile couples*.

docrinological, physical and genet- azoospermia; oligozoospermia; Our study aimed to investigate
ic examinations is recommended in geneticscreening; therapeutic the genetic aspects of a group of
order to clarify the aetiology of the management Greek azoospermic and severely ol-

dysfunction?.
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Collective data on the hormonal evaluation of the examined subjects

HORMONE EXAMINED MEAN VALUE UNIT
FSH 15.89 miU/ml

LH 7.87 miU/ml

FTESTO 2235 pg/ml

TESTO 5.66 ng/ml

PRL 16.13 ng/ml

infertility, in comparison to other ethnic populations.
The importance of this evaluation is discussed as a
means of efficient diagnosis in routine clinical practice.

Material and methods
Patients and study design
We retrospectively evaluated the results of the andro-
logical work - up performed in114 Greek patients of a
mean age of 36 (15 - 53), diagnosed with azoospermia
(n=84) and severe oligozoospermia (sperm concentra-
tion £100.000/ml, n=30). The patients were collective-
ly evaluated due to the severely low semen quality and
the relatively limited number of oligozoospermic pa-
tients. Informed consent was obtained by each subject.
All subjects were examined for the size, volume and
consistency of the testis, the presence of varicocele and
a hormonal profile was recorded, including serum folli-
cle stimulating hormone (FSH), lutenizing hormone (LH)
and testosterone (TESTO - FREE TESTO) and prolactine
(PRL). Data on medical history regarding medication,
anti - cancer chemotherapy, systemic disease and obe-
sity, as well as testicular biopsy results, where available,
were also evaluated. Table 1 presents the collective data
on the hormonal evaluation of the examined subjects.

Parameters investigated

All semen analyses were performed in the largest spe-
cialized andrology unit in Athens, which participates
in ESHRE SIG Andrology External Quality Control
Scheme (Karolinska University Hospital, Sweden) and
complies with the ISO9001:2008 standards for quality
management.

% SUBJECTS BELOW OR
ABOVETHE DIVERGENCE
REFERENCE RANGES
70 HIGHER THAN NORMAL
14 HIGHER THAN NORMAL
n LOWERTHAN NORMAL
12 LOWERTHAN NORMAL
9 HIGHER THAN NORMAL

The diagnosis of azoospermia or severe oligozoo-
spermia was obtained by at least two semen analyses,
performed post centrifugation, according to the rec-
ommendations of the WHO (1999)%. The samples were
obtained after 2 - 4 days of sexual abstinence and
were allowed to liquefy at 37°C. The total collected
semen volume was centrifuged at 1000g for 15 min
and the pellet was examined thoroughly at a 400X
magnification using phase contrast microscopy. The
complete absence of spermatozoa in the examined
pellet was considered as azoospermia, whereas the
presence of even a few spermatozoa per high pow-
er field was evaluated accordingly to provide an es-
timated sperm concentration, falling below 100,000/
ml for the subjects included in the study.

The genetic screening included Yq chromosome mi-
crodeletions, karyotypic anomalies and mutations of the
cystic fibrosis transmembrane conductance regulator
(CFTR) gene. All the information was recorded in the files
of the andrological center that consulted the patients. A
total of 16 laboratories provided the genetic tests'results,
26% and 74% of which operated in the public and private
sector, respectively. Among all the laboratories, only two
gave more detailed reports regarding methodology and
the presence of polymorphisms. The various coding re-
gions examined and molecular techniques applied are
summarized in Table 2.

Results

Genetic abnormalities were shown to account for 25%
of azoospermia and severe oligozoospermia in the
group of men examined in our study.
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Technical details of the methods employed by various laboratories performing the genetic tests

GENETIC
ASPECT

TECHNIQUE

GENETICLOCI INVESTIGATED INCIDENCE SENSITIVITY

33: AF508, G542X, N1303K, 621+1G>T, R334W, 1717-1G>A, RT17H, W1282X,
R553X, G85E, 394delTT, G551D, R560T, 1078delT, 2789+5G>A, R347P, R347H,

0 . 0,
¢ PR R1162X, 3905insT, A455E, 3849+ 10kbC>T, 2183AA>G, 2184delA, 507del, 76% 995-998%o
71+1G>T,1898+1G>A, 1148T, 3120+1G>A, S549N, S549R, V520F, 3876delA
. 39: AI507,3659delC, R560T, 1898+5G>T, 2307insA, Y1029X, M1101K, S1255X 0 0
& e Polymorphisms: 5T, 7T, 9T, F508C, 1507V, 1506V e e
36: AI507,Q552X, S1251N, E60X, R344W, 2143delT, 71145, 3120+1, M.1507del,
F W.CFTRdele2.3(21kb), W.3272-26a>G, W.5125IN, W.3199del6 75% 995%o
Polymorphism: intron 8
CFOLAV3.0.Te- 43: E822X, R1158X, 574delA, W1282X, 1677delTA,
F verse SBé’a;n d W496X, 3272-26A>G, 711+3A>G, 6214+-3A>G, R1070Q, 2184insA, 85% 995%
D110H, R553X, R117H, 1717-16>A, 3659delC ’ ”
MLPA o
Deletionsin exons 1-24
(F D.GGE (depaturat- Not detailed report of mutations tested 16 coding regions of the gene’—
. ing gradient gel . . 86%
(Publiclab) A only specific alterations found were reported
electrophoresis)
Lymphocyte cul- Karyotypic anomalies
KARYOTYPE ture (10-20 meta- . . . . R 994-998%o
NOR-Banding reciprocal translocations / FISH in cases of inversions
phases) GTG
Lymphocyte cul-
KARYOTYPE ture (20 meta- 995-998%0
phases) RTBG
Lymphocyte cul-
}((s\m%g ture (4-5 meta- Not detailed 994-998%o
phases) GTG
YOMIRO-DELE- o Absence of STSs: ZFY, SRY, AFZa (sY84, sY86), AZFb (SY127, SY134), AZFc (E’fa?i':
TIONS P (Y254, 5Y255) c‘gmrol’;

Karyotypic anomalies were the most prevalent as-
pects of the genetic profile (16%). Abnormal find-
ings included: Klinefelter’s syndrome (47, XXY) in
2 out of 70 (2%) cases examined, balanced trans-
locations between the chromosomes 11/13 [46,XY,
t(11;13)(q12.1;p13)] and 19/20 [46, XY, t(19;20)
(913.2;913.3)1(3/70, 4%), one inversion [46, XY inv(3)
(p25;912)1(1/70, 1%) and various polymorphisms
(5/70, 7%).

CFTR gene mutations were recorded in 6% of the
cases, all of which regarded the mutation AF508.
More detailed reports remarked the presence of het-
erozygocity in the alleles of intron 8, mainly 5T/9T
(1/54,2%), 5T/7T (2/54, 4%) and 7T/9T (5/54, 9%). Non

pathological mutations were recorded in 4% of the
cases (2/54). A comprehensive presentation of our re-
sults, in comparison to relative data obtained from
other populations is summarized in Table 3.

Discussion
The total number of genetic aberrations established
in the group of Greek infertile men examined in this
study is in line with the current literature regarding se-
vere male factor infertility in total’, although the in-
cidence of the individual types of aberrations varies
widely among different populations.

With regard to the most prevalent type, i.e. karyo-
typic anomalies, our results conform to the published
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Comparative data on theincidence of genetic aberrations in groups of infertile men of variable ethnic origin.
(alCSI: intracytoplasmic sperm injection; bOAT: oligoasthenoteratozoospermic; IVF: in vitrofertilization)

KARYOTYPIC ANOMALIES
Population cohort Incidence (%) Reference
Infertile 3 16
Azoospermic 3.5-14
ICSI? 1
Klinefelter Translocations 9
Robertsonian Reciprocal
Azoospermic 131 8.7 0.2 0.5
OAT® 43 0.5 15 0.7
Infertile 4.6 2.0 0.7 0.5
IVFe 0.9 0.2 0.5
ICSI 4.6 1.0 0.9 0.7
Present study 16%
CF MUTATIONS
Population cohort Incidence (%) of AF508 ‘ Reference
Northern European 70 n
Southern European 447 French 12
Our study 100%
Population cohort Incidence (%) of Polymorphisms
French 5T 36.2
Croatian 71/7T 342 512
Croatian 5T 27
Italy (1,195 IVF husbands) 5T 1 13
14.3 (Azoospermic)
European 5T . 14
17.5 (Infertile)
5T
Present study 6%
6%
Yq MICRODELETIONS
Population cohort Incidence (%) Reference
Infertile 0.7-34.5 (average 8.2)
Oligozoospermic 4.0(30/744) 10,1522
Azoospermic 11.0(137/1,243),12.8
1CSI 3.8(38/850)
Severely infertile Saudi Arabia 3.2
Turkey 33 8
Kuwait 2.6
Morocco 3.15 17
Sweden 3
(roatia 45 °
India 6.01 19
China 1.5 1,21
New Zealand 20 5

Present study 35%
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data, reporting frequencies varying from 1-14%in in-
fertile men and most commonly including numerical
sex chromosome aberrations and translocations, with
a prevalence of Klinefelter’s syndrome?-1°,

The most common mutation of the CFTR gene,
AF508, reaches frequencies of about 70% in Northern
European populations, with lower incidence in South-
ern Europe (44.7%). In our study, the fact that all pos-
itive subjects carried this mutation is justified by the
low number of cases examined™'2,

The presence of the 5T allelic variant warrants fur-
therinvestigation of the CF gene for other possible rare
mutations. Our subjects exhibited a relatively low inci-
dence of 6% for the 5T allele compared to other stud-
ies, mainly due to the fact that only two laboratories
employed extensive polymorphism analysis> 214,

Generally, reports on the presence of Y chromo-
some microdeletions range from 0.7% to 34.5%, with
an average frequency of 8.2% as an overall preva-
lence in infertile men, regardless of the number of
sequence - tagged sites (STSs) used'™. Our results in-
dicate a low presence of microdeletions (3%) locat-
ed on AZFb and AZFc parts of the Yq chromosome.
One subject exhibited deletion in both these AZF
loci. These figures are in agreement with popula-
tion studies regarding severely infertile men in Sau-
di Arabia (3.2%), Turkey (3.3%), Kuwait (2.6%)'6, Mo-
rocco (3.15%)", Sweden (3%) and Croatia (4.5%)°. A
nation - based screening study performed in Cyprus
evaluated an overall 5% of Y chromosome microde-
letions in a cohort of Greek patients exhibiting se-
vere spermatogenic failure'®, However, differences
are observed in comparison to other ethnic groups
in India (6.01%)'°, China (11.5%)% %', America (10%)?
and New Zealand (20%)°. These discrepancies may
be attributed to selection criteria of the patients,
methodological aspects, geographical, population/
ethnic variances, particular Y chromosome haplo-
types, genetic background and environmental in-
fluences? %24,

The diagnostic value of the genetic screening in cas-
es of severely infertile men is heavily dependent upon
the accuracy and reliability of laboratory methodology.
Our study demonstrated distinct differences among
laboratories with regard to the number and type of ge-
netic mutations and STSs examined for CFTR and Yq

microdeletions respectively, as well as issues regarding
external quality control. The application of generalized
criteria on a strict quality controlled basis could pro-
mote the validity of test results and the creation of an
international database that would facilitate the com-
parisons between different populations>'9232>,

Recent scientific data suggest that genetic anom-
alies may have a combined presence, e.g. patients
with karyotypic disorders such as Klinefelter’s syn-
drome may also harbour partial Y microdeletions?.
This finding is particularly important where ICSl is se-
lected as a therapeutic strategy with spermatozoa re-
trieved from patients exhibiting genetic aberrations,
as they may be transmitted to the male offspring?.
In addition, the evaluation of the genetic aspects of
the azoospermic or severely oligogozoospermic pro-
file in patients opting for microdissection testicu-
lar sperm extraction (microTESE) - intracytoplasmic
sperm injection (ICSI) could serve as a predictive fac-
tor in assessing the probability of sperm retrieval®,
Extensive genetic screening and counselling should
therefore be strongly advised in patients exhibiting
severe spermatogenic failure, as these genetic traits
could possibly affect the overall success rate of the as-
sisted reproduction techniques (ART)20-2930,

Conclusion

In the era of ICSI, when highly invasive methods are
increasingly used in the treatment of severe male
factor infertility, caution should be focused on the
thorough diagnostic evaluation of the father-to-be.
Given that scientific evidence demonstrates that
genetic aberrations underlie the severity of sperm
dysfunction, a comprehensive genetic screening
should be conducted in infertile men with oligozoo-
spermia and azoospermia before ICSI. Chromosom-
al abnormalities and especially Y chromosome mi-
crodeletions have been implicated in time - related
deterioration of semen quality, early miscarriage and
adverse effects on the offspring. An early identifica-
tion of these genetic defects could, therefore, not
only permit the definition of the aetiology of sper-
matogenic failure and the possible cryopreservation
of seminal spermatozoa in oligozoospermic patients,
but also allow the infertile couple to make informed
therapeutic decisions.
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Urodynamic assessment of orthotopic
neobladder reconstruction following
radical cystectomy in bladder cancer

Nikolaos Kostakopoulos, Vassilios Argiropoulos, Vassilios Protogerou, loannis Varkarakis, Athanasios Kostakopoulos
2nd Department of Urology, National and Kapodistrian University of Athens

Objectives: The aim of this study is to compare urodynam-
ic and continence parameters among patients undergoing
orthotopic neo-bladder substitution with ileal segment.
Material and Methods: 95 patients with localized mus-
cle invasive bladder cancer (T2NoMo)
without any neo-or adjuvant treat- W4
ment,underwent radical cystecto- v
my and neobladder formation using

the Padovana technique. Urodynamic
evaluation was performed at the 6th

,12th ,and 36th postoperative month.
Subjective functional evaluation of

the neobladder was performed with the use of a special
questionnaire at the same time points.

Results: Urodynamic evaluations showed that with time
neobladder capacity increased. Maximum neobladder ca-
pacity at 6th, 12th and 36th month was 445433, 539455
and 590+20ml respectively.

In all the measurements the difference was statistically
significant (p<0.05). Residual urine was stable (59+4,

Key words
bladder cancer; orthotopic
neobladder; urodynamic
parameters; continence

60+6 and 69+9ml, p>0.05 for all measurements. Accord-
ingly a statistically significant decrease was noted at Qmax
(19£5,16+1and 13+4ml/sec,p<0.05)while on the con-
trary the number of intrinsic contractions remained sta-
ble (4+1.2,4+1.5, 5+1, 4,p>0.05).
Eighty-four patients (88,42%) were
continent during daytime at the 6th
month compared to 85 (89.7%) at
12th and 83 (87.3%) at 36th month
visit (p=n.s).Similary, continence
rates during the night were stable
with 74 patients (77.89%)being con-
tinent at 6months and 72(75,78%) and 72 (75,78%) at 12
and 36 months respectively (p=n.s).

Conclusion: A neobladder constructed from detubular-
ized ileum achieves urodynamically proven adequate ca-
pacity and compliance with 87,3% daytime and 78,78%
night time continence at the 36th month visit. Urodynam-
ic evaluations showed also that with time the neobladder
capacity increased.

Kostakopoulos N, Argiropoulos V, Protogerou V, Varkarakis |, Kostakopoulos A. Urodynamic assessment
of orthotopic neobladder reconstruction following radical cystectomy in bladder cancer. Hellenic

Urology 2016, 28 (2): 58-61
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Urodynamic results of patients treated with orthotopic neobladder

(apacity (ml) 445+33 539+55

Residual(ml) 52+4 606

End-filling pres-

sure(cm H20) 2344 2041

Qmax(ml/sec) 1945 161

Intrinsic

contractions(n) 412 5
Introduction

Since 1990 when Artibani et al.' reported the technique
for neobladder formation VIP haws been used for blad-
der substitution after radical cystectomy with good re-
sults?5.Here, we present the functional urodynamic re-
sults during a 36 month postoperative follow - up period
for and important number of consecutive patients.

Material and methods
95 patients with muscle invasive bladder TCC(cT2No-
Mo) without any neo - or adjuvant treatment and with
preoperative negative prostatic urethral biopsies, un-
derwent radical cystectomy and neobladder formation
using Padovana technique.The surgical technique and
the complications are discussed in another of our pa-
pers. In no patients was any other treatment used.Uro-
dynamic evaluation was performed at the 6th 12th and
36th postoperative month. Subjective functional evalu-
ation of the neobladder was performed with the use of
an questionnaire (Appendix 1) at the same time points.
For the urodynamic study a 6Fr urethral catheterand
a 14Fr rectal balloon catheter were used. Normal sa-
line was used to fill the bladder at a rate of 20ml/min
at maximum filling volume no more than 1000ml and
cystometry and uroflowmetry were performed. Pa-
rameters measured were maximum neobladder ca-
pacity(the filling volume at which leakage or pain oc-
curred), end filling pressure, intrinsic contractions,
Qmax and the residual volume.

Appendix
Questionnaire of Subjective Functional Evaluation of
Neobladder

590+20 0.002 0.012
69+9 0.08 0.07
151 0.012 0.003
13+4 0.018 0.035
514 0.09 0.07

1. Do you use catheter to empty your bladder?
Never
Once daily
more than daily

2. Do you leak urine during the daytime?
Yes
No

3. Ifyou leak, how many pads do you use per day?
One
Two
More than two

4. Do you leak urine during night?
No
Yes
No, | wake up and go to toilet
Changes between the follow up visits were evaluated as
following: changes in continous variables were assessed
by chi - square test.

Results

Urodynamic evaluations showed that with time neo-
bladder capacity increased. Maximum neobladder ca-
pacity at 6th ,12th and 36th month was 445 + 33, 539
+ 55 and 590 + 20ml respectively. In all three meas-
urements the difference was statistically significant
(p<0.05).Residual urine was stable (52 + 4,60 + 6 and 69
+ 9ml, p> 0.05 for all measurements). End - filling pres-
sure decreased over time in a statistically significant
manner (23+4,20+1and 15+ 1cmH,0, p<0.05),while
ont he contrary the number of intriusic contractions re-
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mained stable(4 +1.2,4+1.5,5+ 1.4,>0.05) (Table 1).

Eighty - four patients (88,42%)were continent during
daytime at the 6th month compared to 85 (89,47%)at
the 12th and 83 (87,36%) at 36th month visit (p= n.s).
Similarly, continence rates during the night were sta-
ble with 74 patients (77,78%) at 12 and 36 months re-
spectively (p=n.s).

Discussion

Orthotopic neobladder substitution has to fulfill sev-
eral goals in order to be successful. Currently there is
no consensus about the urodynamic assessment of
the intestine neobladder. The same parameters ap-
plied to anintact bladder are used without consider-
ing that the intestine was not originally conceived to
store or void urine.Good function refers to adequate
voiding and storage characteristics without com-
promising upper urinary tract safety either by high
pressure urination, obstruction, back flow of urine,
stone formation or other causes. In all series urody-
namic evaluation showed that neobladder capacity
increased over time but remained well below 700cc
which is consider by others’” a threshold with prog-
nostic significance of clinically important residual (>
100cc). Also end - filling pressure decreased overtime
(23 +4vs 20+ 1vs 15+ 1cm H,0), together with Qmax
(19£5vs 16 + 1 vs 13 £ 4 ml/sec).These findings might
differ from others™ #2829 and might imply a “relaxa-
tion” of the neobladder. Yet, Qmax of 13 £ 4 ml/sec is
a good flow and the fact that residual remained sta-
ble and well below 100cc (69 + 9ml at the end of the
follow up)proves that VIP is a highly functional neo-

radical cystectomy in bladder cancer, p. 58-61

bladder. The intrinsic contractions during the follow
up period remained stable, while others’ report an
increase of the intrinsic contractions.They attribut-
ed these contractions to a population of Cazal cells
based on the myenteric plexus of the ileum with sig-
nificant contribution to gastrointestinal mobility.

The are divided in two populations (ICC- MP and ICC
- DMP) and their number although decreased or even
disappeared (ICC - DMP) post detubularization, might
remain scarce but active (ICC - Mp) or even increase
13, Intrinsic contraction if they are big in magnitude
might lead to inadequate voiding or incontinence.

In our series continence rates were high during day-
time and stable with more than 87% of the patients
remaining continent during the 3 years of follow up.
Similarly very good outcome regarding nighttime
continence was noted with more than 75% conti-
nence rates for the whole 3 years. Although direct
comparison between studies regarding “continence”
might not be accurate with the most obvious rea-
son being the definition of continence itself used in
each study, our results are similar to the ones report-
ed by others" 258214 and offer a very good pattern of
urination.

Conclusion

A neobladder constructed from detubularized ileum
achieves urodynamically proven adequate capacity
and compliance with 87,3% daytime and 75,78% night
time continence at the 36th month visit. Urodynamic
evaluation showed also that with time the neobladder
capacity increased.
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Ikoma¢: 0 okomd¢ auth¢ TG Epyaciag sivaiva ouykpiBolv
01 0UPOOUVANIKES TAPAPETPOL KAL OL TAPALETPOL EYKPATEL-
ag o€ aoBeveic mov umofARBnkav o€ opBATOMN VEOKUOTN
He EINETKO aywyo.

YMKo Kat péBodot: 95 aobeveic pe evromopévo puodin-
Bntiko kapkivo (T2NoMo) umoBAROnkav

P>0.05 0" 0AeC TIC peTPROELC). INUEIWONKE OTATIOTIKWG
onuavtikn peiwon tov Qmax (19+5, 16+1, 13+4ml/
se¢, p<0.05),evw avtiBétwg o aptBpdc Twv evéoavAikwmv
ovomaoewv mapépeve otabepog(4+1.2, 4+£1.5, 5+1,4
p>0.05).84 aoBeveic (88,42%) frav eykpatei katd tn

d1dpkela TNG nuépag Tov 60 pRva,

o€ PI{IKI KUOTEKTOWN KAl VEOKUGTN OU- \( l\é&l( 85(89,7%) 10 120 prva kai 83(87.3%)
(pwg/a peTnyTsx\{IKn PadO\éana.'E\;l;e 0v- £Up£'l'l]pla0|10l') Tov 3'60 pr’]val(ng.’s). I'Iupopoi’wc n
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Experience with resonance stent

Panagiotis Kallidonis, Evangelia Goulimi, Panteleimon Ntasiotis, Vasilis Panagopoulos, Evangelos Liatsikos

The full metallic double-J ureteral stent (MS) represents a
method for providing long-term drainage in malignant ure-
teral obstruction. The design and p

mechanical properties of the MS al- ‘(’/
lowed higher efficacy in providing
drainage in difficult cases in com-
parison to the standard polymeric
double-J stents (experimental data).
The clinical data showed controver-
sial results. MS insertion was associated with variable paten-
cy rates. Careful patient selection resulted in efficient long-
term management of malignant ureteral obstruction as well

Key words

metal stent; ureteral stent;
Resonance stent; full metal ureteral
stent; double-) metal stent

Department of Urology, University Hospital of Patras, Greece

as in selected benign cases. The majority of the complica-

tions were reported to be minor while the major complica-

tions were scarce. The use of MS in
pediatric patients is still very limit-
ed to draw conclusions. The cost-ef-
fectiveness of the MS was reported
to be appropriate for the treatment
of long-term cases. Further investi-
gation with comparative clinical tri-
als would document the outcome more extensively and es-
tablish the indications as well as the selection criteria for
the MS.

Kallidonis P, Goulimi E, Ntasiotis P, Panagopoulos V, Liatsikos E. Experience with resonance stent.

Hellenic Urology 2016, 28 (2): 62-69

Introduction

Ureteral obstruction, either benign or malignant in
etiology, is a common problem for the practicing
urologists. The percutaneous nephrostomies (PN),
the retrograde polymeric double - J ureteral stents
(PS) and the metal mesh stents (MMS) are the three
minimal invasive tools commonly used with varia-
ble success rates for the long term relief of ureter-
al obstruction. MMSs have been introduced in the

Corresponding author:

urological clinical practice due to significant failure
rates of PSs in the face of extrinsic malignant ureteral
compression requiring long - term drainage' 2. Ure-
teral MMSs were associated with improvement of
the patients’ quality of life. Nevertheless, they were
also associated with high rate of migration, stone
encrustation and obstruction due to the urotheli-
al hyperplasia. These complications resulted in lim-
ited efficacy for long - term ureteral drainage®-°> and

Evangelos Liatsikos, Department of Urology, University Hospital of Patras, Rion, 26504, Patras, Greece, Tel: +-30 2610999386,

E-mail: liatsikos@yahoo.com
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Figure 1A: An Resonance stent after 12 months of indwelling. Notice that encrustation is not evident on the stent
Figure 1B: The same Resonance stent examined by the Electron Microscopy. The presence of encrustations on its surface is clear. Similar results were observed in all
stents without macroscopically evident encrustation that were examined by the authors in Electron Microscopy (see Ref. 14)

eventually limited the widespread application of the
MMSs in the ureter.

An alternative treatment for extrinsic ureteral obstruc-
tion was introduced with the Resonance™ stent (Cook
Medical, Ireland) (MS). The latter is an all metal, double
pigtail stent. Cases of extrinsic tension sufficient enough
to occlude the PSs are efficiently managed by the MS
duetoitsincompressible metal structure. MSis shaped
as a double - pigtail stent, but molded from a corrosion
resistant alloy, which forms a tightly coiled spiral with no
end - holes. The diameter of MS is 6Fr. Its alloy is based
on nickel, chromium, titanium and molybdenum. The
design and material of the stent aim to overcome prob-
lems related to the use of MMSs such as encrustation,
migration, tissue ingrowth and those related to PSs such
as occlusion by the external compression by tumor, the
need for frequent stent changes and encrustations’.

Experimental Data

Experimental settings have documented that the
MS could provide efficient upper urinary tract drain-
age in cases that the PSs have failed. The MS provid-
ed less overall flow than a PS, continued to provide
satisfactory drainage in cases of significant extrin-
sic ureteral compression resulting in occlusion of a
PS&. When the mechanical properties of the MS were
compared with the Silhouette coil - reinforced dou-
ble - pigtail stent (Applied Medical, Rancho San Mi-

rage, Calif) and PSs, the MS proved to have a high-
er tensile strength than the Silhouette stent while
the latter stent was more resistant to extrinsic ten-
sion than the MS. Moreover, the PSs were less resist-
ant than the above stent types®. The MS was also re-
ported to be more resistant to extrinsic tension than
the Silhoutte and the PSs. No permanent deforma-
tion of the MS was observed after the experimen-
tal evaluation while the Silhouette and PSs showed
indentation’. The compatibility of the MS with ra-
diotherapy has been evaluated in the porcine mod-
el. No significant histological differences were ob-
served between the ureters containing the MSs and
their controls after the performance of radiothera-
py''. Another experimental study in a porcine mod-
el proved that Extracorporeal Shock Wave Lithotrip-
sy (SWL) could be performed with safety in ureters
having MSs. Thus, SWL could be used for managing
encrustations formed on a MS in an attempt to post-
pone stent replacement'2 The formation of encrusta-
tions on the MS was evaluated by Electron microsco-
py which showed the presence of biofilm lining and
inorganic material on MSs after several months of in-
dwelling' ™. In the study by Liatsikos et al., all stents
without the macroscopic appearance of deposits had
encrustations on their surface (Figure 1A+B). Nev-
ertheless, the presence of encrustations didn’t result
in occlusion of the MSs in the majority of the cases'.
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Urodynamic results
Number of stents/ Follow-up Complications [YIN—
Study Benign/ Benign/ Patency rate X of com glications
Malignant Malignant number of patients P
Borinetal.” 2/-12 -/4 months 100% Urgency and frequency Not reported
Urinary tract infection x 6 Antibiotics
Benian 75% Recurrent infections x 1 Stent removal
7 11.6/7.3 gn/>% Persistent hematuria x 1 Stent removal
Nagele etal. 18/5/13 .
months (mean) . Encrustation x 2 Not reported
Malignant 46% . .
Severe dysuria and pain x 2 Stent removal
Insufficient drainage x 4 Stent removal
Wahetal.” 17/-117 Up to 12 months 82.3% Stent obstructionx 3 Nephrostomy placement
Dysuria and pain x 10 Antibiotics
11(4-14) Benign 44% Hematuriax 6 Spontaneous resolution
/6.8 months Encrustationx 1 Stent removal
Liatsikos etal.™ 54/18/25/7* /7 days* Malignant 100% Tissue ingrowth x 7* Stent removal-Polymer-
(mean), icstent
up to 16 months Benign* 0% Insufficient drainage x 7 Stent removal
Bladder erythemax 2 Conservative
Acute pyelonephritis x 2 Stent removal
Stent obstructionx 4 Stent removal or observation
> 826% Abdominal pain x 5 Conservative
Lietal.® 23/10/13 (0.5-18.2) months (radiotherapy lank P C .
(Mean) patients only 50%) Flank painx 3 onservative
Bladder painx 3 Conservative
Dysuriax 15 Conservative
0,
UGl ek, Migrationx 1 Stent removal
6 months 81%, . .
5 9 months Hematuria x 4 Spontaneous resolution
Wang etal.” 22/4/18 (1day-10.5) months 7% Urgency and bladder irri- Conservative
(Mean) i diother;py pa- tationx2
tients only 50%) Insufficient drainage x 5 Stent removal
. (ystolithoapaxy or percuta-
Overall 57%, Encrustationx3 neous nephrolithotomy
69/19/50 5(0-18) months >12 months in- Percutaneous stent removal
S (76 stents when includ- dwelling 36%, L Stent removal
Modi et al. . (Mean) Tissue ingrowth x 1
ing stent exchanges) Obstructed stents x15 Stent removal
MSs for PSs replace- - Stent removal
Migrationx 1
ment 37% . e Stent removal when stent
Urinary tract infectionx 8 .
failure
AR Observation or stent
Progressive hydronephro- SR
Goldsmith et al.? 37/-137 Up to 12 months 65% Gisx9 Stent removal or exchange
Subcapsular renal hemat- .
Conservative
omax3
Potrezke et al. % 2/-/2 Pediatric case 3years 100% Not reported N/A
Garg etal.2 10/8/2 Ureteroenteric Up to 12 months 12.5% Migrationx 9 SiEEeA e B et

stentinsertion
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Management

of complications

Urodynamic results
Number of stents/ Follow-up Complications
Benign/ Benign/ Patency rate X
Malignant Malignant number of patients
Flank painx 5
Hematuriax 2
Renal failure x 3
o
Brown etal.” 8/-/8 Up to 7 months 20%within the first Renal obstruction x 4
4 months
Urinary tract infection x 4
Migration or malposi-
tionx3
Acute renal failure x 1
Gayed etal. 2° . .2/-/2 . 3 weeks and 3 months 0% Flank, worsening hydro-
Pediatric population X
nephrosis and pyelone-
phritis x 1
Irritative bladder symp-
toms x2
Huertas etal.” 14/14/- Up to 12 months 92% Recurretlltr;_]aris; hema-
Recurrent urinary tractin-
fectionx 1
Total 12 months,
Benign 14 months .
28 b 0,
Tayloretal. 26/17/9 Malignant 10 months 92% Stent obstructionx 1
(Mean)
Mean 7.4 months Persistent azotemia x 2
. Subgroup of patients
23
Abbasietal. na still living mean 11.4 obstructive symptoms x6
months

Not reported
Not reported
Stent removal and alterna-
tive drainage
Stent removal and alterna-
tive drainage
Not reported
Repositioning or endoscopic
intervention

Dialysis, nephrostomy
placement

Stent removal, nphrostomy
placement

Alternative drainage
Not reported

Antibiotics and stent
exchange

Stent removal and nephres-
tomy placement

Conversion to
percutaneous drainage
Change to traditional stents
X2
Removal of metallic stents x4

N/A: non available *: Represents a special group of the study which includes patients with previous placement of permanent metal ureteral mesh stents.
These stents had been occluded and were managed by MS insertion.

Current Clinical Data

The clinical experience with the management chron-
icextrinsic ureteral obstruction by MS insertion is lim-
ited but continuously expanding. The first successful
clinical case was reported by Borin et al. The MS in-
sertion successfully drained for 4 months a ureteral
obstruction due to retroperitoneal fibrosis associated
with metastatic breast cancer'. Nagele et al. studied
14 patients with ureteral obstruction of both benign
(5 ureters) and malignant etiologies (13 ureters). In

this study, the MS managed to alleviate the obstruc-
tion for a mean follow - up time of 8.6 months. Com-
plications were reported in half of the cases. Proper
stent length selection was considered important by
the authors for patient comfort's. Wah et al. insert-
ed 17 MSs in 15 patients with malignant ureteral ob-
struction. Insufficient drainage was reported in 3 cas-
es associated with bulky pelvic malignancy?'. Brown
etal.in a sample of 5 patients with malignant obstruc-
tion reported a failure rate up to 80% and a high fre-
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quency (60%) of additional interventions for stent
migration and malposition. In all MS failures, urinary
tract infection was present and may have been re-
sponsible for the failures of the MSs'.

Alarge series including 50 patients with both malig-
nant (n=25) and benign ureteral obstruction (n=25)
was studied by Liatsikos et al. Malignant cases had a
100% patency rate during the mean follow - up peri-
od of 11 months (range 4 - 14 months), whereas the
patency rate of the benign cases was only 44%. Only
minor complications were reported such as transient
hematuria, slight bladder irritation and positive urine
cultures without symptomatic infection. MS failures
were associated with benign cases. A higher efficien-
cy of the MS was noted in malignant extrinsic obstruc-
tions in comparison to benign cases™.

Li et al. inserted 23 MSs in 20 patients for both ma-
lignant and benign disease. They reported signifi-
cantly lower patency rates for the patients who had
undergone radiotherapy in comparison to the non -ra-
diotherapy patients. The patency rate was 50% for the
irradiated patients while the overall patency rate was
82.6%. Symptoms such as flank pain, abdominal pain,
dysuria, pyelonephritis were associated with 65.2% of
the cases. One case of pyelonephritis and another of
persistent ureteral obstruction led to the removal of
the stent'. Wang et al., in a series of 19 patients (26
MSs), reported similar results regarding the patency
of patients who had previously undergone radiother-
apy. A significantly higher patency rate was reported
for the previously irradiated patients in comparison to
those not treated by radiation therapy (50% vs 92.3%,
respectively). For the total population, 5 stents failed
over a mean follow - up period of 5 months and the pa-
tency rate was 77.3%. Complications, such as hema-
turia (n=4) and urgency (n=2) were observed in 6 pa-
tients'.The above evidence showed that patients who
had undergone radiotherapy before MS insertion have
a higher likehood for MS failure and should be careful-
ly selected for MS.

Modi AP et al. reported multi - institutional experi-
ence including 59 obstructed renal units which were
managed with 76 MSs. Both benign (n= 15) and malig-
nant (n=44) cases were treated. The median follow - up
was 5 months (range 0 - 18). Hydronephrosis was stabi-
lized in 47%, improved in 40% and worsened in 18% of

Experience with resonance stent, p. 62-69

the cases. Creatinine levels were improved in 28%, sta-
blein 37% and worsened in 35% of the cases. MSs were
placed in 41 malignant cases resistant to PS insertion.
In 15 of these cases, the MSs failed to alleviate the ob-
structions. The obstruction of the MSs was noted with-
in the first weeks after the placement with a median
time of 1.5 months. Moreover, 43% of the stents were
obstructed within the first 12 months®. Early stent fail-
ure within the first days to weeks has been also de-
scribed by Liatsikos et al. . Thus, a close follow - up of
the patients with MS is necessary due to the risk of in-
sufficient drainage.

Controversial results concerning the MS insertion
were reported by Goldsmith et al. in a series of 25 pa-
tients (37 MSs) with malignant ureteral obstruction.
Persistent obstruction after the insertion, progressive
hydroureteronephrosis and increase in the creatinine
values was observed in 12 patients (35%). Five failed
stents had to be replaced by another MS resulting in
successfully treatment of the obstruction. 3 cases of
migration were reported. The risk of failure increased
significantly when the prostate cancer invasion to the
bladder was evident while placing the MS. In an at-
tempt to define the possible risk factors of MS failure,
the authors concluded that patients, who had under-
gone radiotherapy, had an ileal conduit and had a pri-
or ureteral stent failure, presented a higher risk of MS
failure. Subcapsular hematomas as a complication af-
ter MS insertion was described in 3 patients and these
cases were treated conservatively. The failure rate
was similar to PSs according to the conclusion of the
authors?'.

Ten cases of ureteroenteric anastomotic strictures
have been managed by MS insertion in the literature.
Eight strictures were benign and two were related to
tumor involvement. One stent remained in place for 10
months whereas nine of them migrated distally. When
considering the above experience, ureteroenteric stric-
tures should possibly be treated with other drainage
approaches?.

Abbasi et al. managed 20 patients (6 men and 14
women) with malignant ureteral obstruction in 27 re-
nal units. 8 patients required further intervention (40%)
of which 2 were managed by a percutaneous drainage
and 6 patients by changing to traditional stents or re-
moval of the MS. The failed cases had a mean follow
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- up of 7.5 months (range 0 - 18). At the last follow -
up, sixteen patients had died. 14 of these patients died
with functioning MSs in place. One patient, who initial-
ly was managed by bilateral metallic stent placements,
had a left stent removed due to migration. The authors
concluded that though the failure rate for the MS is
similar to that of traditional stents, the mean time to
failure is longer. Thus, MSs could be considered for pa-
tients with malignant obstruction instead of PSs®.

Benson et al. managed 23 patients by placing in to-
tal of 42 MSs with a median follow - up period of 13
months (range 2 - 32). 3 out of 42 MSs failed to provide
drainage in patients with malignant obstruction. Fail-
ures were not reported for the benign cases. The failure
cases were complicated by acute renal failure and hy-
dronephrosis and were treated with PN placement.The
authors concluded to the good tolerability, low com-
plications rate and minimum failure rate of the Reso-
nance MS#,

The largest pediatric population treated by MSs in-
cludes 3 cases. In two of them, MSs did not succeed
in managing the obstruction in both patients. The re-
spective MS failure time periods were 3 weeks and 3
months?. One more pediatric case of malignant ure-
teral obstruction was successfully treated by the MS for
3 years. The stent was routinely exchanged every 12
months in order to avoid encrustation®.

The Table summarizes current experience with the MS.

The Full Metallic Double - pigtail Ureteral Stent
compared to standard Polymeric Double - pigtail
Ureteral Stent and Metal Mesh stents

There are no comparative studies between the MSs
and the PSs or MMSs in the current literature. MS in-
sertion has been performed in cases of previous PSs
and MMSs failure.

In the studies of previous PSs failure, the MS provid-
ed patency rates ranging between 37% and 100%'> 6
20,26 Case studies report similar patency rates (15, 26)
while the respective rates of population studies range
between 37 and 46%'%%°. Modi et al. revealed detailed

data on the renal function and their population had a
patency rate of 37%?%. After MMS failure, the use of MSs
showed disappointing results with failure of the MSs
within a period of days™.

The evaluation of cost for the Full Metallic Double -
pigtail Ureteral Stent

Two studies are available in literature providing a cost
comparison between the MSs and PSs. The cost - effec-
tiveness of MS was higher than the PSs as the longer
replacement periods of the MS replacement balanced
the higher cost of the MS?:2,

Conclusion

Patient selection for MS insertion remains unclear
since the experience with the stent is still controver-
sial. Malignant ureteral obstruction cases could be
managed efficiently in long - term™ "2, Previously
irradiated patients seem not be good candidates for
the MS'®1%23 |tis not clear yet if patients with prostate
cancer and bladder involvement as well as those with
bulky pelvic disease should treated with MS'621:23_A]|
patients with MS should be under close follow - up
especially during the first 8 weeks'2°. Benign cases
and pediatric patients require further investigation to
establish criteria for the selection of these patients'
161820 MS is probably not appropriate for ureteroile-
al anastomotic strictures due to the high migration
rates?"22, Complications are usually minor and are lim-
ited with carefully selected' %', Perioperative use of
antibiotics is advised due to the high MS failures re-
lated to infection??°, Further investigation, especially
comparative clinical trials, would document the out-
come more extensively and would provide the prop-
er indications for the MS.

Polymeric ureteral stent (PS)
Percutaneous nephrostomy (PN)
Mesh stent (MMS)
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NepiAnyn

H mApw¢ peTaMIKR aUTOGUYKPATODEVT OUPNTNPIKT EV-
dompdbeon (ME) apyikd mapouaidotnke oav pia pébodog
yla T pakpompdBeopn mapoxETeuon o€ kakontn andgpa-
&n tou ovpntipa. H metpapatikn aglohdynon tn¢ ME amo-
kAAuye OTL ot pnXaVIKEC IO1OTNTES TNC EMTPEMOLY THY aTIO-
doTikn mapoyétevon o€ SUOKOAEC
TIEPIMTWOELG IO dEV UMOPOULVY va
QVTIPETWTIIOTOUV HE TNV E16AYWYN
HIag MOAUEPIKIC OVUPNTNPIKIG EV-
dompoBeang. H kAikn epmelpia pe

| N

¥ hé€eig evpetnpracpov
petalMki) evdompodeon,
oupnTpIKN eviompdOeon,

v 0upodoxo KuaTn dev eivat kataAnhot Aoyw eEhaTTwpé-
VWV 0600TWV yia mtuyn mapoyétevon. KahorBeig mept-
MTOOELC Kat madlatpikoi acBeveic amairouv mepaitépw KAI-
ViK1 a§loAdynon, wote vamapéyouv Tig KatdAnAeg evdeide
yla tomoBétnon ME. Ta 0TEVWATA TWV OUPNTNPOEVTEPIKWY
AVAGTOPWOEWY OV avTIpETWiCo-
vtai pe ME éxouv avénpéva mooootd
amotuyiag Aoyw PETavAaTELONG TNG
ME nepipepikd pe amotéAeopa Ty
mipog€oxn TG HEOw Tou aTopiov. Ta

v ME é6€iée ap@ileydpeva amo- ReTAAMIKR ovpnTNEIKY neplotatika Mibiaong oxeti(ovrar pe
tehéopata. Ot kakorBoug attio- evbompdfeon, avénuévo mogooTo amotuyiag Aoyw
oyiag amo@pdéei¢ Tou oupnTipa AUTOGUYKPATOUHEVI OUPNTNPIKN aoBéotwong ¢ ME. Tevika, to mo-
avTipetwmifovtal pe TomobéTn- petalMk) evdompodeon 000TO EMMAOKWV TAPApEVEL XAHNAG

on ME yia peydho xpovikd d1dotn-

pa. AaBeveic mou éxouv umoPAnbei

o¢ aktivoBepaneia gaivetal 6Tt dev eivat kahoi vmoPr@Lol
yla tomoBétnon ME Aoyw avénpévng mbavotntag yia amo-
@paén Tne Kai mapovaiaon emmhokwv. AcOeveic e evpeyé-
Be1¢ Oykoug muélou Kat Kapkivou Tov mpoatdtn mov Oinei
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Within the variety of urologic emergencies, very few entities
seem to be so deceiving like acute renal infarction. This rare
disease mimics other common conditions as urolithiasis, lum-
bago or other abdominal lesions, detected therefore rarely ear-
ly in clinical practice. In this paper, we present a case of an

“Urologist, Zakynthos, Greece

SGeneral Hospital of Agrinion, Department of Urology, Agrinion, Greece

acute renal infarction in a healthy 42-year old man, who was
initially misdiagnosed with renal colic, before the diagnosis of
the disease was finally established. Riffling the relative litera-
ture, trigger points are searched, which can make the early di-
agnosis of a Rl possible.

Tsamboukas G, Papatsoris A, Kazantzi A, Politis P. Acute renal infarction of unknown origin in a young

male. A case report. Hellenic Urology 2016, 28 (2): 70-74

Introduction

Renalinfarction (RI) is a deceiving entity of unknown in-
cidence in the emergency departments (EDs). Patients
suffering from Rl usually present with abdominal or

flank pain, elevated levels of lactate de-
hydrogenase (LDH) and/or hematuria’.
The diagnosis is often delayed since the
clinical spectrum of the disorder guides
the suspicion in other common condi-
tions like renal colic, pyelonephritis or
abdominal pathology?. Although most
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patients with Rl are old and have a high risk of throm-
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boembolism, younger patients not carrying any obvi-
ous risks should not be excluded?. Contrast-enhanced
CTis thought to be a‘sine qua non’in terms of Rl diag-

nosis, therefore should be performed if
suspicion is raised*. Herein, we present
a case of a Rlin ayoung man, who was
initially misdiagnosed with renal colic.

Case presentation
A 42-year old male smoker present-
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Figure 1. (a) (T imaging without IV contrast; no evidence of cortical lesion.
Indirect sign is a mild thickening of the perirenal fascia (white arrow). (b) (T
with IV contrast; wedge shaped defect of enhancement of anterior region of
left kidney, suggestive of segmental renal infarct. Additional features include
arim of capsular enhancement surrounding the hypodense area (cortical rim
sign- white arrow) as well as perirenal stranding with thickening of Gerota’s
fascia (yellow arrow)

ed to the ED with acute onset of left flank pain and
nausea for a few hours. No history of illnesses or
trauma was reported. Vital signs were temperature
of 36.6°C, pulse rate of 80 beats/minutes, normal
respiratory rate and blood pressure. Physical exam-
ination revealed left flank tenderness. Urine anal-
ysis demonstrated hematuria, while urine pH was
5. Blood examination showed no leucocytosis and
normal hematocrite. Markers of blood coagulation
(PT, PTT, INR) and biochemical tests, including LDH,
were normal. KUB x-ray was negative for radiopaque
lithiasis. Thus, a radiolucent lithiasis renal colic was
hypothesized and the patient was treated with an-
algesics. After the remission of pain, the patient re-
ceived relational instructions and was counseled for
reexamination.

After 24 hours the patient presented again re-
porting worsening of the flank pain. Vital signs were
normal. Blood tests showed mild leukocytosis. Cre-
atinine was elevated in 1.8 mg/dl. Liver enzymes
were also mildly elevated but LDH was markedly in-
creased in 780 IU/L. Urine analysis showed hema-
turia and mild proteinuria. Ultrasonography was not
contributive, showing neither lithiasis nor obstruc-
tion. In front of a differentiation concern, further in-
vestigation was decided.

Figure 2. (a) MPR reformatted images in sagittal plane shows anterior up-
per distribution of renal infarct. (b) Left renal artery variation with double re-
nal artery at its origin. White arrow depicts intraluminal thrombus of anteri-
orrenal artery

Figure 3. (a) MPR reformatted images in coronal plane shows intramural
thrombus of anterior renal artery (white arrow). (b) Flip flop enhancement

was seen, where a region of hypoenhancement on early phases becomes hy-
perattenuating on delayed imaging (white arrow)

The patient was referred to Radiology depart-
ment and CT without and after IV contrast was per-
formed. In non-enhanced images a mild thickening
of the perirenal fascia was found (figure 1a). After
contrast-material administration, CT demonstrated
a focal, triangular-shaped defect of renal parenchy-
ma situated at anterior upper segment that involved
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Figure 4. 4-months CT follow-up: Axial, coronal and sagittal MPR reconstruc-
tion of (T imaging. Comparative images demonstrate the evolution of cortical
defect (right column - yellow arrows) in place of renal infarct

both the cortexand medulla; a featuring cortical-rim
sign, due to collateral capsular perfusion, was also
observed (figure 1b, 2a). Closer observation de-
picted an anatomic variation of left double renal ar-
tery (figure 2b) and an intraluminal thrombus of
the anterior artery irrigating the anterior segment
of left kidney (figure 2b, 3a). Flip-flop-enhance-
ment sign was also seen (figure 3b). Subsequent-
ly, the diagnosis of acute segmental Rl of left kidney
was established.

Just following, an echocardiogram was performed
demonstrating a normal left atrium and normal left
ventricular size with normal ejection fraction. Dur-
ing hospitalization, the patient was evaluated for
deep vein thrombosis, thrombophilia and rheuma-
tologic disorders; the examination panel consisted
of Doppler examination of carotids arteries and
veins of upper and lower limbs, measurement of
blood levels of homocysteine, antithrombin, pro-
tein Cand S, lupus anticoagulant and anticadiolipin
antibodies. All examinations failed to designate an
obvious cause of embolus.

The patient was treated with intravenous heparine
and oral acenocumarole until INR in 2.5 was stabi-
lized. The pain was totally resolved after 2 days. He
was discharged from hospital after 7 days, with a cre-
atinine level of 1.1 mg/dl. Additionally, the patient
was counseled by the cardiologist to continue oral
acenocumarole.

Follow-up CT at 4 months depicted an area of cor-
tical defect in the site of the Rl (figure 4), while cre-
atinine was measured in 1.1 mg/dl which was con-
sidered as baseline. The cardiologist counseled the
alteration of oral acenocumarole to prophylactic
low-dose aspirin for at least further 6 months. For
further monitoring of the potential sequelaes re-
garding blood pressure and renal function the pa-
tient was referred to a nephrologist. Till now his
medical course is reported uneventful.

Discussion

The actual occurrence of Rl cannot be easily deter-
mined since the condition is limited reported in the
literature*. However, its incidence up to 1.4% in au-
topsy studies? indicates that the disease is under-
estimated, demanding huge suspicion to be diag-
nosed ante mortem.

Advanced age and high risk of thromboembolism
is almost the rule in patients with Rl as it is noted
in most reports®. Atrial fibrillation, history of previ-
ous embolism, infectious endocarditis, valvular and
ischemic heart disease, coagulation dysfunction or
hematologic disease, atherosclerosis of abdominal
aorta and spontaneous renal artery dissection are
usually reported; atrial fibrillation is the most com-
mon cause and the most common site of embolus is
considered of cardiac origin®. However, Bolderman
et al observed a group of patients who did not carry
any obvious risk but they suffered from an RI; these
patients were middle-aged, smokers, being treated
for hypertension or hyperlipidemia and their emboli
may have been originated from the suprarenal aortic
wall rather than the cardiac chambers3. After evalua-
tion, half of them were found to have underlying dis-
eases like hyperhomocystinemia or congenital co-
agulation diseases, but the rest were found negative
for a risk factor®.

The clinical spectrum of Rl consists of flank, ab-
dominal or lower back pain, nausea/vomiting, fe-
ver/chills, even diarrhea, dyspnea or chest pain%
laboratory examinations which could alert the di-
agnosis are LDH and the simultaneous presence of
hematuria or proteinuria®. Almost all patients have
elevated LDH, up to 6.86-fold higher than normal,
which is considered the most sensitive mark indicat-
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ing further investigation'. Microscopic hematuria is
frequently present, although its absence may sug-
gest a serious loss of renal function2. Creatinine is
not found significantly elevated and thus, not help-
ful but higher values may signify more severe renal
damage and prolonged hospitalization" 2. C-reac-
tive protein, liver enzymes, blood urea or white-
blood-cells may be elevated as well*.

Diagnosis of acute Rl via CT is established in up to
80% of the cases®. It also helps ruling out other ab-
dominal pain entities such as renal colic, appendi-
citis, aortic aneurysm or hepatic diseases*. Further-
more, CT is noninvasive, reachable in most tertiary
hospitals and is considered the standard of refer-
ence*. After IV contrast administration renal infarct
appears as a non-enhanced triangular-shaped zone
of diminished density2 Other signs are cortical-rim
sign, a distal area of cortical enhancement surround-
ing the ischemic parenchyma and flip-flop-enhance-
ment sign where a region of hypoenhancement on
early phases becomes hyperaattenuating on de-
lay images?. In cases where non-contrast CT is per-
formed, like in cases searching for lithiasis, imaging
of perinephric stranding without hydronephrosis
may be the only sign raising the suspicion of a renal
infarction?; if clinical and laboratory findings - like
thromboembolic risk, persistence of pain and raised
LDH - indicate further investigation, contrast-en-
hanced CT is then necessary®. Doopler ultrasound
may be helpful in the recognition of global rath-
er than segmental Rl, but still can be the study of
choice for obstructive lithiasis or aortic aneurysm’.
Finally, renal angiography looks like the optimal im-
aging modality for final diagnosis, albeit carrying
the disadvantage of invasiveness?.

The management of the acute phase of Rl remains
unclear and lacks of standardized approach; oral or
intravenous anticoagulants agents (heparine plus
warfarin) or anticoagulants agents along with throm-
bolytics (as streptokinase) may be used®>. No com-
parative studies are available, but some authors argue
in favor of conservative treatment, as far as accept-
able outcome in terms of renal function is achieved in
most patients, while thrombolysis carries risk of com-
plications and gives non-superior results?. Thromboly-
sis might be beneficial if attempted within 90 minutes

from onset of pain, but even then successful revas-
cularization may be expected in less than 50% of pa-
tients'. Besides, definitive diagnosis might delay sev-
eral days'. In general terms, early enough diagnosis is
more significant for the final outcome than treatment
modality' and is considered mandatory since the con-
dition may result in unwanted sequelaes like renal in-
sufficiency or even death?. Regarding the long term
management of RI, there are no certain recommen-
dations in the literature. In our case, we referred our
patient to regular cardiologic follow-up, since the pa-
tient was initially treated with acenocumarole which
demands regular measurement of INR and dose ti-
tration. Whereas long-term anticoagulant therapy for
cardiac patients is unquestionable, the type or the
duration of therapy in idiopathic Rl is still unknown3,
Even if subsequent risk was small, it was decided our
patient to be treated with a further antithrombotic
prophylaxis with low-dose aspirin, as reported in the
literature®. Additionally, a contrast-enhanced CT was
performed 4 months after the event to evaluate the
condition of renal parenchyma; a DMSA scan could
also be helpful. Finally, the patient was also referred
to a nephrologist for the assessment of renal function
and the monitoring of the possible sequel of nephro-
genic hypertension°.

In conclusion, Rl is a rare entity which demands
high level of suspicion. The typical patient is old and
carries a high risk of thromboembolism, presenting
with pain in the abdomen or in the flank and demon-
strating microscopic hematuria, proteinuria and el-
evated LDH. However, young patients without ob-
vious risk factors should not be excluded. Although
renal function is likely to be preserved even in de-
layed diagnosis, early and definitive diagnosis and
treatment is mandatory.

EDs=Emergency Departments
RI=Renal Infarction,

LDH=lactic acid dehydrogenase
(T=computer tomography
PT=Prothombine Time
aPTT=partial thromboplastin time
INR= international normalized ratio
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Glandular cystitis is a benign disease of the urinary bladder, pos-
sibly caused by permanent irritation of urothelium by various
causes. The atypical or intestinal morphological type of the dis-
ease intrigues as it has been hypothesized as a premalignant
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condition associated with bladder adenocarcinoma. Whereas
such a relation remains controversial, severe sequelaes can oc-
cur from the benign version of the disease, provoking dilemmas
and making difficult its management by the urologist.

Tsamboukas G, Papatsoris A, Kazantzi A, Politis P. Diffuse intestinal metaplasia of the urinary bladder
causing bilateral hydronephrosis in a 48-year old man. A case report Hellenic Urology 2016, 28 (2):

75-78

Introduction

Cystitis glandularis (CG) is a glandular metaplastic le-
sion of the bladder, commonly identified in normal or-
gan specimens or at times in conjunction with urothe-
lial or other carcinomas'. The condition is the outcome

of benign glandular differentia-
tion in the von Brunn nests, while
the cystic dilatation of these struc-
tures form the condition called
cystitis cystica2. Further metapla-
sia of the lining epithelium in mu-
cin - filled goblet cells constitutes
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V

intestinal metaplasia (IM), a condition speculated as a

Key words
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cystectomy

precursor lesion for bladder adenocarcinoma (AD) by
observation studies and case reports?, although other
studies did not demonstrate such a connection*>.The
irritation of the bladder mucosa in a persistent manner

is the causative event, while the
clinical spectrum of the condition
is quite unspecific including he-
maturia, voiding symptoms or ob-
structive uropathy?®. Since the con-
dition can mimic radiographically
and cysteoscopically other malig-
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nant lesions of the bladder, the usual management con-
sists of transurethral resection of the mass and the dis-
easeis usually beatable, not needing further measures’.
However, persistent or complicated cases may demand
more aggressive management’. In this paper, we pres-
enta case of diffuse intestinal metaplasia of the bladder
in a 48 - year old man. Moreover, the clinical significance
of the finding, particularly in association with bladder
AD, is discussed.

(Case presentation
A 48 - year old man, of Slavian ancestry, was referred
to our department by a nephrologist due to deteriora-
tion of serum urea and creatinine and imaging findings
of bilateral upper tract obstructive uropathy. The pa-
tient referred no illnesses or drug intake and the gen-
eral medical and urological history was unremarkable.
No voiding symptoms or hematuria, during at least the
last year, were reported. Ultrasonography showed bi-
lateral upper tract obstruction with gross dilatation of
both renal pelvises and ureters; moreover, the bladder
wall showed manifold thickening and abnormal fat-
tening of bladder trigone. Urine examination demon-
strated mild pyuria, hematuria and the presence of mu-
cus, while urine cytology was negative for malignancy.
A non - contrast enhancement computer tomography
was performed which sustained upper tract and ure-
ters obstruction up to the ureteral orifices without ob-
vious obstacle like lithiasis or tumor.

Due to the unknown nature of the mass in the blad-
der, the urologic team yield priority to the relief of the
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Figure 3: Progressive metaplastic lesions of the glandular epithelium (H.E
Stain 40x)

obstruction and the recovery of renal function. Bilater-
al percutaneous nephrostomy were placed and a diag-
nostic transurethral resection (TUR) of the lesion was
then performed: cystoscopy revealed nodules - like
structures lying underneath the submucosa, while
ureteral orifices were undoable to be found. Biopsy
specimens were taken from both the mass and from
the healthy looking urothelium. The pathologic diag-
nosis was “cystitis glandularis with multifocal intesti-
nal type metaplastic changes and focal mucosal ulcer-
ation” (Figures 1, 2). A second, more aggressive, TUR
was performed 3 weeks later for the establishment of
the diagnosis, the total removal of the mass and for the
deliverance of the orifices from the lesion. The patho-
logic report was identical (Figure 3).
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One month later and since renal function had been re-
covered, a urogram via nephrostomies was performed.
However, ureteral orifices were found still obstructed;
moreover, repeat cystoscopy showed recurrence of the
mass both in the trigone and in various sites. Because
of the deterioration in patient’s life, the helplessness of
the repeated TURs and the possible connection of IM
with bladder adenocarcinoma, the patient was coun-
seled undergoingileal neobladder reconstructioninan
expertise center.Indeed, the patient underwent the pro-
cedure, whom, to our dispatch, the pathologic report
showed intestinal metaplasia in the ground of glandu-
lar cystitis of the bladder, without sign of malignancy.

Discussion

Cystitis glandularis is a metaplastic alteration of the
urothelium, which can occur in both bladder and ureter®.
The condition consists of two types of distinct morpholo-
gy; the typical type is characterized by luminal structures
within the lamina propria having an innermost lining of
columnar or cuboidal cells and bounded peripherally by
transitional cells, while the intestinal or atypical type, or
intestinal metaplasia, has a similar architecture but con-
tains mucin - secreting goblet cells in the lining epitheli-
umé, Both types, especially IM, have been incriminated as
premalignant conditions of bladder AD2 The histological
differentiation of widespread IM from AD can be prob-
lematic, since both entities may secrete abundant extrav-
asated stromal mucin; however, IM does not develop nu-
clear atypia or mitotic figures and rarely surpasses lamina
propria, while classic signet ring cells and epithelial ne-
crosis are not seen®.

Chronicinjurious stimulation is considered the predis-
posing factor in the formation of CG'; bladder exstrophy
and pelvic lipomatosis?, chronic urinary tract infections,
urolithiasis, intravesical drugs’instillation, bladder outlet
obstruction, neurogenic bladder and abdominal or pel-
vicradiotherapy' have been reported as risk factors. Blad-
dertrigone is the most common site of development and
clinical spectrumis remarkable unspecific involving var-
ious lower urinary tract symptoms, hematuria or ob-
structive uropathy’. Cystoscopy or imaging studies can-
not distinct the condition from other malignant lesions
and eventually the diagnosis cannot be made without
microscopic examination®. Transurethral resection of the
mass usually breaks the problem, but cases of persistent

disease may require adjuvant intravesical BCG (bacillus
Calmette - Guerin) or steroids instillations, while implica-
tion of the ureters may demand temporary percutane-
ous nephrostomy or further surgical intervention; ure-
teral reimplantantion into the dome of the bladder or
cysteoprostatectomy with ileal neobladder reconstruc-
tion may be necessary’.

The most stimulating issue about IM is the possible
premalignant role of the condition, as it has been im-
plicated at a considerable number of case reports; the
synchronous presence of bladder adenocarcinoma and
diffuse CG or intestinal metaplasia in the specimens of
most of these cases, provoked authors to classify the con-
dition as precancerous’. More recent data from labora-
tories studies have attach importance to this hypothe-
sis. Telomere shortening, already recognized in cancer
development, has been found significantly present in
urothelial intestinal metaplasia, while nuclear beta - cat-
enin expression, acommon signaling pathway with Bar-
ret’s metaplasia of oesophagus has been shown in in-
testinal metaplasia of the bladder and not it typical CG®.
Cyclooxygenase - 2, an important enzyme regulating ex-
pression of the proto - oncogene bcl - 2 (b - cell ympho-
ma - 2), which inhibit apoptosis, has been found highly
expressed in intestinal metaplasia and bladder adeno-
carcinoma tissues; the authors conclude that such over-
expression likely contributes to sensitizing premalig-
nant lesions to genotoxic carcinogens?. A transcription
factor, called CDX - 2, nodal in the differentiation of intes-
tinal epithelial cells, has been reported in a variety of ad-
enocarcinomas and has been also observed in intestinal
metaplasia but once again notin typical CG8 Another ev-
idence of premalignancy that has been reported in both
types of CG is considered the imbalance of the “guardi-
an of the genome”TP53, a known antitumor - gene im-
plicated in many kinds of cancer®. Finally, in their study,
Gordetsky et al observed concurrent intestinal metapla-
sia with dysplasia and bladder adenocarcinoma in 40%
of the cases, recommending close follow - up when dys-
plasia is apparent®.

In contradiction to these findings, cystitis glandularis is
a relatively common finding in apparently healthy blad-
dersin autopsy specimens’. Moreover, some studies have
demonstrated negative association between CG, neither
typical nor intestinal, and bladder adenocarcinoma. In the
most extended study, Corica et al followed 53 patients
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with intestinal metaplasia for a median time of more than
12 years and none of them developed cancer, and thus,
authors concluded that IM is not a strong risk factor for
the development of malignancy*. Two additional studies
drew same conclusions after long - term tracking of 302
patients with typical or intestinal type of CG'°. Given that
conflicting data, the possibility of the premalignancy in
bladder adenocarcinoma remains cloudy.

In conclusion, cystitis glandularis is a benign lesion of
the bladder, which should always be concerned. Severe
sequelaes due to diffuse disease, especially of the intes-
tinal type, like obstructive uropathy, may be remarka-
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ble and demand aggressive intervention. Of course, like
in our case, we believe that such approaches should be
considered the last hope. Finally, since recent research-
ing data alert the possible precancerous role of the con-
dition, we strongly believe that the presence of IM, re-
gardless dysplastic or not, should always alert urologists
to keep these patients in close follow - up.
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