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NEPIAHWH XAPAKTHPIZTIKQN TOY NMPOIONTOZX

v To papuako autd Tehel umd oupminpwiaTk TapakohoiBnon. Autd Ba emmpépel Tov Tayl MPOTBIOPIONS VEWY TANPOGOPIGV
aopahelag. ZnTeitaland Toug enayyeApaTiec Tou Topéa TG yelovopkric mepiBahyng va avagépouy omoteadrmote mbavohoyoUpeveg
avemBupnTec evépyelec. BA. mapaypagpo AvemBUpnTeS evépyeleq yia Tov TpOTo avagopdg VEMBOLINTWY EvepYEIY.

ONOMAZIA TOY OAPMAKEYTIKOY MPOIONTOZ: 7YTIGA diokia 250 mg. MOIOTIKH KAl MOZOTIKH IYNOEZH: To ke
dlokio mepiéxet 250 mg o€k apmpatepovng. Exkdoya e wwotéc dpdoelc: To kaBe dlokio mepiéxet 189 mg Aaktodng ka 6,8 mg
varpiou. DAPMAKOTEXNIKH MOP®H: Aloxio. Aeuka éwg umoeuka diokia woeidols oxratoc e xapaypévn v evieign «AA250»
ot pia mevpd. KAINIKEZ TAHPO®OP1EE: Oepameutikég eveierc: To ZYTIGA evdeikvutal oe ouvduaopio pe mpedvilon 1
TipedviCohovn yia: « T Bepamela Tou peTaoTatikob avBekTikol aTov EVVOUYIONO KapKivou Tou IPOOTATN e evihikeg Avbpeg Tou lval
QOULMTWHATIKO 1 fiTta GUpITTWpaTIKOf UETa and amotuyia T Bepaneiag oTépnong avopoydvwy, aToug omoioug n xnueloBepancia dev
evbelkvutal akopa KAVIKA. - T Bepameia Tou PETaoTaTikol avBeKTIKoD aTov EVOUXIOpO KapKivou Tou POOTATN € EVAIKES GVEpeC Twv
omolwv n voaog exel eGehyBel katd T Oldpkela 1 petd amo Bepareia e ynieoBepanmeutikd oyripa Tou Tepiexel G00ETACENN.
Avtevdeieic: - Ynepevaionoia ot dpaotikii ouaia 1y o€ kdmoto and Ta ékboya. - Nuvaikeg Mo elvar 1y pmopel va eivat éykueg. -
YoBapr nnatikr) duokerroupyia [Katnyopia C katd Child-Pugh (B\éne mapdypago Eidikéc mpoeidomoiroeis kat mpogudéelc katd m
xorion)]. Edikég mpoeidomonjoeig kar mpopuld€erg katd T xprion: Ynéptaon, unokahidiia, KATAKPATNON LYPWY Kal
kapdiakn avenapkela Ayw mepiooelac ahatokoptikoetbwv: To ZYTIGA umopei va mpokaléoeL uméptaon, umokahiaigiia kat Katakpatnon
uyp@v (BNéme mapdypago AvemBOLNTES EVEQYELEC) WG OUVEMEI QUENLEVAY EMMEOWV ANATOKOPTIKOEIWY IOV TPOKUTTTOY amd TV
avaotoh Tou CYP17. H ouyyoprynon evog KopTikooTepoeldol kataateMel T won T pholoemveppidiotpdrou oppovng (ACTH),
odnywvtag o€ (lelwon T emtmwong kat T 00BapdTTag AUTAV Twv avemBuuNTwY evepyeliv. Anareital mpodoyr ot Bepaneia
0BeVV TV OTIOIWV 1) UMIOKE{EVN LATPIKT KaTAaTaoN HTopet val OlaKUBEVETal amd TIC AUEAGEIC 0TV apTnpLaKi miean, Ty unokaiaipia
(1. o 600ug hapBavouy kapdiakeg YAUKooideq), 1 T Katakpatnon bypav (. oe 6aoug Tidoyouv and Kapdiakr avendpkela),
ooBapn 1} aotab otnBayyn, mpooparto éuppayLa Tou puokapdiov fi Kok appubuia kat Twv aoBevev e ooBapr veppikn
duoheroupyia. To ZYTIGA mpénet va ypnatglomoteitat Hie ipocoyri o€ aoBevei He 1aTopIkd kapdiayyelakrc voaou. Ao TiC HeNéTe¢ pdang
3 oL omoec dle€ryOnoav pe 1o ZYTIGA amokeioBrikav aoBeveic e un eheyyouevn uméptaon, Khvikd onpaviikr kapdlomdbela, 6mwe
TIPOKUMTeL amd €igppaypa Tou puokapdiov A aptnplakd BpopBwTikd emeloddia, Toug mponyolpievous 6 piveg, oofapr 1 aotadh
otnBayxn 1 kapdiaxi avendpkela Katnyopiag Il 7 IV kata NYHA (pehétn 301) i kapdiakr avendpketa Katnyopia Il éwg IV (pehét
302) 1y Kh\Gopa e6wbnong <50%. 21 pehét 302 e€aipéBnkav ot aoBeveic pe KoAkr pappapuyr, 1 dMn kapdiakr appuByia mou
anarroboe (atpiki} Bepaneia. H aopdheia oe aoBeveic e khdopa eéwbnong apioteprc koiag < 50% 1 e kapdiaki avendpkela
katnyopiac Il 1y IV kard NYHA (ot pehétn 301) 1 kapdiaki avenapkeia Katnyopiag Il éwg IV kard NYHA (ot pehétn 302) Gev
TekpnploBnKe (Bhéme mapdypago AvemBupneg evépyeteq). Mpw and T Bepaneia aoBeviv pe onuavtikd Kivowo yia OULPOPNTIKT
Kapdlaki) avemapkela (. 10T0pIKO KAPSIAKAC QVEMAPKEIAS, |n eheyxOpevn uméptaon, i kapdlakd emeloodla omwg 1Ak
kapdlonaBela), e€etdote To evdexOpevo va yivel aglohdynon g Kapdiakric Aettoupyiag (my. nxoxkapdioypdgnua). Mpw ané
Bepaneia e ZYTIGA, mpémel va avipeTwmoted ) kapdiak avendpkela kat va Behtiotomoindel ) kapdiaki Aetoupyia. H uméptaon, n
unokahauia katny katakpdtnan bypav mpénetva lopvovtat Kaiva ekéyyovral. Katd m didpketa g Bepaneiac, n aptnplaks mieon,
Ta entneda kahiou oTov 0po, N katakpdtnan uypav (abénon Bdpoug, mepipepiko ofdnua), kar A\a onjiela kat oupmIWATA TG
oLppopNTIKIiG Kapdlakiig avendpkelag mpénet va mapakohouBodviat kaBe 2 efdopddec yia 3 prvec, émerta o pnviaia fdon kat va
SlopBvovtar ot avwpialiec. Mapdraon Tov dlaotipato QT éyel mapatnpnBel oe aobeveic mov mapouoialouv umokaNiauia o€
0uvbuaopo e T Bepaneia e ZYTIGA. ASiohoyrote T kapdiakr Aertoupyia omwg evdeikvutal KNVIKG, eykataoTiate TV KataMnn
QUTIHETAMON Kal e6TaoTe To evdeydpevo TG lakommc autrig T Bepameiag edv umdpyel KAWIKG onpaviik peiwon oty kapdiakr
Aetroupyia. Hnatotoéikotnta kat nnatiky Suohemoupyia: Ye eheyxopeveq KAVIKEG HeENTEG onpelaBnkay onpavTikég auéoelg ota
nnatika évqua, ot omoie¢ odfynoav oty Slakom ¢ Bepaneiag 1| o Tpomomoinan ¢ doong (BAéne mapdypago AvemBupnTe
evépyelec). Ta entmeda TpAVOAMIVAGWY 0POU TIPETEL v PETPAVTAL TIpv Ao TV évapdn T Bepameiac, kdbe So efdopddes yia Toug
TIPWTOUS TPELG Lrveg TG Bepaneiag kat kdBe pva on ouvéyeld. Av eupavioTodv KAVIKG CUUITTATA F Onueia TIou UTodEIKVouY
nnaToToSIKGTNTA, Mpémel val {eTpnBodv agiéowg ol Tpavaapvaoeg 0pov. Av n ALT Ay AST auénbel, omotadrinote atypr, mévw and 1o
meviamdolo Tou avatatou ualohoyikol opiou, n Bepameia mpémel va OlaKOTTETAL aéows Kat 1y NIIATIKY Aetoupyia mpemel va
apakohouBeitar otevd. H enavaBepaneia pmopel va ekwroel povo agol ol Sokipactes nratikig Aoupyiag Tou aoBevol
EMOTPEPOUV 0Ta ApYIKG eMimedal kat e pelwpévo emimedo doang. Av ot aoBeveic eppavicovy aoBapr nratotoéikotna (ALT fj AST
€IK00aM\dola Tou avwTatou Quolohoyol opiou) omotadrmote oty katd T didpkela g Bepameiac, n Bepameia mpénet va
dlaxdretal Kat ot aoBevelc dev mpémet va axohovBrgouv emavabepaneia. Ot aoBeveic (e evepyd 1y GUPMWHATIKY (Oyev nraTiTda
anokheioBrikav and Tic KAVIKEG HeNETeC, emopiévug bev undpyouv dedopiéva, Ta omoia va umoatnpiCouv T ypron Tou ZYTIGA otov
TAnBuopd autov. Aev undpyouv Gedopiéva yia Ty KNVIKI a0palela kat amoTeNeapaTikoTnTa moMamwy 860gwy o K apmpatepovng
oTav Yopnyeitat o€ aodeveic e pétpia i doBapn nratikr) duokerrovpyia (Kamyopia B 1 C kard Child-Pugh). H ypron tov ZYTIGA
TIpéneL va agloNoyeltal MPOOEKTIKG O€ aoBeveic e pétpla natikiy duokerovpyia, aToug omoioug To OQPENOS MPOYAVA TIpEMel va
aviotaBpiCel Tov mBavd kivouvo. To ZYTIGA dev mpémel va ypnotomoteitar oe aoBeveic He ooBapr nratikr Suoheroupyia (BAéme
mapdypago Avtevdei€elc). Andoupon KopTIKOOTEPOEWBWY Kal kAAUYN OTPEOOYOVWY KATAOTAOEWY: TUVIOTATAl MPOooy Kal
TiapakohouBnan o€ mepiTwon pAOIOEMVEPPIBIAKIC avemdpkela, av ol aabeveig amooupBoty and Ty mpedviCovn fy mpedvilohovn. Av
10 ZYTIGA ouveyoTel [eTd amd T amooupon Twy KopTIKoaTEPOEIOWY, ol aoBeveic mpémel va TapakohouBolvial yia oupmwaTa
Tepiaoelag alatokopTikoeldwv (BNéme minpopopie¢ mapandvw). Ze aoBeveig umd mpedviCovn 1 mpedwiCohovn mov Bcdvouy pn
ouvnBiojiévn oTpEdOyOVO KatdoTaon, Umopei val evdeikvutat auénuévn 600n KOpTIKOOTEPOEIOWY TIpIY, KATA T OIAPKELd Kal UETd amo
TV oTpeooydvo Katdotaon. Oatikn uala: Mefwon g ootikrc udcag mopei va oupBel ot Qvpe e HETAOTATIKG TpOYwPN VO Kapkivo
TOU TIPOOTATN (QVBEKTIKO OTOV EUVOUYIOHO Kapkivo Tou mpootdmn). H ypron Tou ZYTIGA e auvduaopd (i€ éva YAUKOKOPTIKOEIGES
{nopei va auénaet autr v enidpaon. Mponyoduevn yprion ketokovaloAng ¥ e aBeveic mou éouy mponyoupévias AdBel Bepaneia e
Ketokova¢ohn yla Tov Kapkivo Tou mpoatdn, imopel va avapévovtat xapnA6Tepa mooootd aviamokplong. YmepyAukaiwia: H xprion twv
yhukokopTIKoeId@v Ba mopouae va auéfioel Ty umepYAUKAILLLQ, OUVENC PEMEL v [IETPAVTAL OUKVA T Emimeda Tou aakydpou oto
aipa o€ aoBeveic e daBr. Xprion e ynueoBepaneia: H aopdleia kat ) anoteheopatikta e Tautexpovng xprong tou ZYTIGA e
Kuttapotoé Ik ynietoBepaneia dev éouv TekpnplwBel. Auoavedia oe exdoxa: Auto To pappakeuTio paidv meptéye Aaktoln. AoBeveic
Le onavia kKAnpovopkd mpoBhAata ducaveiag ot yahaktodn, avendpkela Aaktdong Lapp r duaamoppdenon yAukolng —
yahaktolng dev mpénel va AapBavouy auto To pApako. AUTO T0 (apHaKEUTIKG Tipoiov Mepléxel meploabtepo and 1 mmol (1 27,2 mg)
vatpiou oe kaBe boan Twv Teoadpwv dlokiwv. Na AapBdvetat umoyn ané aoBeveic mou axohouBolv diarta pie eheyydpeveg moabTnTe
vatpiov. MNiBavol kivbuvor: Avaiyia kat oe§ouahikiy Suoheroupyia mopei va upavioTodv ae AVAPES (1e QVBEKTIKO 0TOV EWVOUYIOUO
LIETAOTATIKO KAPKIVO TOU TIpooTaTy) oupmephapBavopéviv eketviwoy mou umoBaMovtat oe Bepaneia e ZYTIGA. Embpdaeic otoug
okeheTikol HoeC: Exouv avagepBel mepmtwoel puomdbelag og aoBeveic mou éhaBav Bepaneia e ZYTIGA. Optopiévor aoBeveic eixav
paBoopuoluon e veppikr avemapkela. Ot MePIOTOTEPEC MEPUTILEIC EUpavioTKav EVTHC Tou TipwTou Hrva T Bepameiag kat
anokataotadnkav etd m dlakom Tou ZYTIGA. Yuviotdtat mpodoyr} o aobeveic mov hapBavouy Tautoypova @dpuaka mou elvat
Woto 611 ouvdéovtal He puonddela/papdopuoluon. AMnAemdpaoelc e dha gappakeutikd mpoibvra: Ot loyupoi enaywyeig Tou
CYP3A4 mpénetva amogelyovtal katd T dipkela T Bepameiag Aoyw Tou Kivdivou pelwjiévng ékBeang oty apmpatepovn, ektoc v
dev unapyel evaaktikr| Bepaneia. AvemBopnTeq evépyetec: Nepinyn Tou mpogil aogdreiac: O ouvnBéotepeg avemBupnTeC
evépyelec Tiou éyouv TiapatnpnBel elvat To mepLpepIkd oidniia, 1 urokaMaipia, n uTépTacn Kat ) oupoAoitwen. AMe onuavike
QVemBOpNTES evépyeleq mepthapBavouy TIC kapdlakég dlatapayéc, Ty NIATOTOSIKGTNTE, Ta KaTAypaTa Kat Ty aMepyikr Kupehdioa.
To ZYTIGA pmopei va mpokahéoel umépraan, umokaNiailia kat KatakpdTnon uypev oTo TAQILO TwV (APHAKOSUVALIKKY OUVETEIRY TOU
{Inxaviopou 6pdong Tou. Ye KNVIKE [ENETEC oL avapevopieve ahaToKOPTIKOEIBIKES avemBupnTeg aviidpdaeic mapatnprBnkav
ovvnBéotepa otoug aoBeveig mou éhaBav Bepaneia e o§ikn aumpatepovn oe oxéon e Toug aoBeveic mou Ehaav Bepareia e €lkoviKo
@dpuako: umokahaipia 21% évavtt 11%, uméptaon 16% évavit 11% Kal KaTakpatnon bypwv (mepigpeptko oidnua) 26% évavet 20%,
avriotolya. 2toug aoBeveic ou éhaBav Bepanea e ogikr apmpatepévn, mapatnprinke umokahiaia Babuwv 3 kat 4 katd CTCAE
(éxboon 3.0) katuméptaon BaBuwv 3 kai4 kard CTCAE (¢édoon 3.0) 0t0 4% kat 2% Twv aoBeveyy, avtiotofywg. Ot alaToKopTIKOEIdIKEC
avtidpdoelg fitav yevikd duvatd va aviietwmoTolv latpikd pe emtuyia. H tautéypovn xprion Koprikootepoeidolg elivel Ty
€nimwon kat T 00BapdTnTa autey Twv avemBupnTwy evepyelav (BAéne mapdypago Eidikée mpoetbomotioeic kat mpoguAdels katd T
xprion). Zuvortiki napouaiaon Twy avemBOLNTWV evepyelv UMo Lop@H TVaKA: T HENETEC aoBeviV (e LETAOTATIKG IPOKWPNUEVO
Kapkivo Tov mpoaTdTn mov Xpnatomolotaav avdloyo G oppovng ameheubépwang e wypomomntikiis oppovng (LHRH) 1 eixav
umoBnBel mponyoupévig oe opxektopn, T ZYTIGA yopnydBnke oe 6oan 1.000 mg nuepnoiwe oe auvduacpd pe xaunh doon
mpedui(ovng 1 mpedviCohovng (10 mg nepnoaitwe). Ot avemBopnTeg evépyeleg mou mapatnprinkav Katd  Sidpkeld Twv KAIKGY
LENETAV Kat amo T eqmelpial Hetd v kukhogopia Tou ZYTIGA avapépovial ot auvéxela avd Katnyopia ouyvotnTag. Ot Katnyopieg

ouyvoTnTag opiCovtat wg e§Ac: oAU auyvég (> 1/10), auyvég (> 1/100 éwg < 1/10), o1 auyvég (> 1/1.000 éwg < 1/100), omdvieg
(=1/10.000 éwg <1/1.000), mohd oméveg (< 1/10.000) kat {n ywOTé () ouyvotnta dev mopet va ektiunBel e Baon ta dloBéolyia

dedopéva). Fvtog kabe opadag auyvotnTag, ot avemBopnTeC evépyeleg eupaviCovtat e oeipd givovaag soBapdtnag,

TPoidvTog

Mivakag 1: AvemBopnte evépyeieg mov avapépBnkav oTi KMVIKEC peNéTe Kat petd v Kukhogopia Tou

Nopaéeic kat mapaciTwoelg

oA 0UYVEC: oupooiiwén
0UVEG onaipia

Awatapayég Tou EvBOKPIVIKOU GUOTHHATOC

0)1 GUYVEG: EMVEQPIBIOKN QVEMAPKELT

Matapayé¢ Tou petafoliopou kat g Opéync

oA ouyvéc: umokahaipia
0UYVE: UmepTpylukepioaipiia

Kapdiakéc Sratapayéc

OUXVEC: Kapdlakr avemapkela®, otnBayyn, appubiia,
KoATIKT Happapuyr, Tayukapdia

1IN WWOTEC: éugpaypa Tou puokapdiou, mapdtaon Tou
Slaotpatog QT (BAéme napdypago Eidikéc mpoeidonoinaeic
Kall MpouAagelc katd T ypron)

Ayyelaké Slatapayég

oA OUYVEG: UTépTaon

Awatapayég ToV avamnvEVoTIKOD GUGTHHATOC, TOU
Owpaka Kai Tou pecofwpdkiov

omaviee: aMepytkr kupehiditda®

Awatapayég Tou yaoTpevTEPIKOD

o\ ouyvéc: didppota
ouyvég: duanepia

Awarapayég Tou AIATo¢ Kat Twv YoAnQopwv

OUYVEC: aUENUévN auvoTpavagepdan e ahavivng,
QUENEVN AOTAPTIKI ApVOTPAVOPEPGON

Awatapayég Tou déppatog Kat Tou umodopiou 10ToU

ouyvéc: e&avlnuia

Awatapayég Tou PUOOKENETIKOU GUOTIHHATOC Kal TOU
GUVSETIKOU 10TOU

0yt auyvéc: puomabeta, padopudtuon

Awatapayég TV VEQPWY Kal TWV 0UpoPopwvY 086V

0UYVEG aiatoupia

Tevikég Slatapayéc kat Kataotaoelg g 0600

TTON) OUYVEC: TIEPLQEDIKO 0iONHa

Xopiynone

Kakwoeig, SnAnmnprdoeig kat emmhokéc

OePamEVTIKAV XEIPIOPWY

* H kapdiakr avendpketa mepthapPavel, enmiong, T oupeopn Tk kapdlakr avemdpkela, T Suoheroupyia aploteprc kotiag
Kal o petwpévo khdopa e€wBnang

**Ta karaypata mepthapBavou Oha Ta katdypata pe Ty e€aipeon Tou maBohoyikol katdypatog

o AuBAppnec avapopéc amé Ty emelpia Hetd Trv Kukhopopia

OUYVEG: Katdypata™*

Ot axohouBe avemBupnTeg evépyeteg Babuov 3 katd CTCAE (¢kdoon 3.0) éxouv mapatnpnBel o aobeveic mov éxouy akohoubriel
Bepaneia pe odikr apmpatepovn: umokahiaia 3%, oupohoiuwén, augnuévn avoTpavopEpaon TG akavivng, uméptaon, auéniévn
QOTIAPTIKN AVOTPAVOPepdan, Katdypata 2%, TepIpepIKO 0idnia, kapdiakr avemapkela kat koMK pappapuyr, 1% to kabéva.
Yreptpyhukepidaipia kat otnBayyn BaByod 3 kard CTCAE (ékdoon 3.0) napatnprfnke oe < 19% Twv aoBevav. Mepigepiké oidnyia,
unokahiaipia, oupohoipwén, kapdlakr avemdpkela kat katayata Babuob 4 katd CTCAE (ékdoon 3.0) mapatnpnbnkav o < 1%
Twv aoBevv. Meptypagn emheyuévwv avembuuntwy evepyelav: Kapdiayyelakés avridpdaei: Kat ot 0o pehéteg gdang 3 anékhelay
0 GUMHETOX) a0Bevv e n EheyyOievn uméptaon, KAIKG anpavtiki kapdiondBela, ny omoia emBeBatwvoTav amo eugpaypa Tou
{vokapdiov, 1 aptnpiaka BpopBwrikd cupBdvia Toug Teheutaioug 6 Lrvec, doBapn 1 aotabr otBayxn, i kapdlaki avenapkela
katnyopiac NIl A IV obpgwva pe Ty NYHA (pehé 301) 1 kapdiaki avendpketa katmnyopiag Il éwc IV (pehén 302) 1 e pétpnon
kapdiako khdapatog e6wBnang < 50%. Ohot ot aoBeveic mou eviayBnkav otn pehétn (100 ot aoBeveic mov EhaBav evepyod pappiako
600 kat autof ou éhaBav eikovikd gdppako) éhaBav mapaMna Bepareia oTépnong avopoyovwy, Kupiwg e T xorfan avardywy g
LHRH,  omofa éel oxetiorei e Starim, éugpayiia tov pokapdiou, ayyelakd eykepahiko neloodio kat aipuidlo kapdiaxd Bavaro. H
EMITTWON TWY KapOayYEaK®Y aVEMBUUNTWY evepyelav OTIG HENETEC pdan 3 o€ aoBeveic mou AauBavav odikr apmpatepévn évavtt
aoBevav mov dpBavav elkovikd pappako rtav wg e&rg: unéptaon 14,5% evavti 10,5%, KoMk papapuyr 3,4% evavt 3,4%,
Tayukapbdia 2,8% évavtt 1,7%, amBayxn 1,9% évavi 0,9%, kapdlakr avenapketa 1,9% évavit 0,6%, kat appubyia 1,1% évavtl
0,4%. Hratoto&ikdtnTa: Exet avagepBel nratotodikotnTa pe augnpévn ALT, aomaptin tpavaapivdon (AST) kat ok xohepubpiv oe
aoBeveic mov éhaBav Bepaneia e oK apmpatepovn. X ONC TIC KANVIKEC LENETEC, ol auéoelg aTi¢ dokiuaoteq nmatikrc ertoupyiag
(auénoeic g ALT 1 g AST > 5 x ULN 1 avéroeic xohepubpivng > 1,5 x ULN) avagépBkav oto 4% mepimou Twv aoBevav mov
é\aBav oIk aumpatepov, ouvABwg katd T SidpKela Twv MPWTWY 3 Pnvev and Ty évapdn g Bepaneiac. Xy KAWIKY HeNétn
301, ot aoBeveic pe avénpéveg Tiuég ALT 1y AST katd Ty évapén T Hehétn fitav mBavdtepo va eppavioouy auénpéveg T otiq
dokipasie nratikiic Aertoupyiag oe oxéon He Toug aoBeveic He QUOLOAOYIKEG TIHEC katd Ty évapén T Hehémg. Otav mapatnpriBnkav
avgnoeic efte e ALT efte tng AST > 5 x ULN 1y augnaeic ot xohepubBpivn > 3 x ULN, ) xoprynan odikrc aumpatepovng Stexmn
TpoawpIvA 1| 0ploTIKA. € G0 MePITTAAELC OnuEBNKaV ONUAVTIKEC QUEROELC OTIC TIHES Twy GOKIHAOIEY NaTIKNG Aettoupyiag (BAeme
napdypago Fidikéc mpoetdomoiqaeic ki mpoguAdéeig katd m xprion). Ot dbo autol aoBeveic Le uatohoyik nratiki Aerroupyia
Katd v évapén g Hehetng, eppavioav avéroelc oty ALT 1 v AST 15 €wg 40 x ULN kat auéhoelg oti Tipeg g xohepuBpivng 2
¢w¢ 6 x ULN. Kard m diakom) ¢ Bepaneiac, ot uég twv Sokipactayv nmatikic erroupyiag opahonotnkav kai atoug 600 aobeveig
Kat 0 évag aoBevric ouvéyoe T Bepaneia xwpic va enaveppaviotodv avéioeic. 2t pehétn 302, napatnprinkav auéhoelg fadiol 3
14 oty ALT v AST o€ 35 (6,5%) aoBeveic mou éhaBav Bepaneia e ofik apmpatepovn. Ot auEAOEIS TG apVOTPAVOPEPAONG
arnokataotdBnkav og GAoug KT amd 3 aoBeveic (2 e véec moMamhéc petaotdogic oto fmap kat 1 e avgnon oty AST mepimou 3
€BSopddec Hetd Ty Teheutaia Soon o k¢ apmpatepdvng). Atakom o Bepaneia Aoyw Twv augioewv Twv ALT kat AST avagépbnke
010 1,7% Kat 1,3% Twv aoBevav mou AduBavav Bepancia e 0§tk apmpatepovn kat oto 0,2% kat 0% Twv aobevav mov AapBavav
€IKOVIKO @dppako, avrioTolya. Aev avagépBnkav Bdvatol Ayw nmatotoéikod oupBaatos. 2Tic KAVIKEG GOKIEC, O Kivouvog
NMATOTOSIKOTNTAG LETPIAOTNKE and Tov amokelold aoBevav pe nratida katd v évapén A onuaviiké avwpahies atoug deikteg
NG Nratikng Aettoupyiac. 2 Sokir 301, e§aipebnkav ot aoBeveic e apyikr ALT kat AST > 2,5 x ULN anouoia Hetaotdoewy oto
Amap kat > 5 x ULN mapouoia petaotdoewv oto imap. Xt dokir 302 ot aoBeveic [ petaotaoelg oto friap dev frav KataMnhot yla
évtaén kat ot aoBeveic e apyikr ALT kat AST > 2,5 x ULN e€aipéBnkav. Ot maBohoyikég Tipég otic dokipaoteg nratikiic Aertoupyiag
IOV €1(avioTnKay aToug aoBeveic mou ouLLETENAV OTIC KAWVIKEC [1ENETEC QVTILETWTIOTNKAY EVTATIKA i€ UTTOXPEWTIKI) TIPOCWPVH
dlakom TG Bepaneiac kar duvatoTa ouvéyiong e Bepameiag povo epooov ol TIHEC Twv SOKILAOIY NIATIKAG Aeovpyiag Tou
aoBevol efyav emotpépel ota apyikd enineda. O aoBeveic e enmeda ALT i AST > 20 x ULN v akohouBnoav enavaBepaneia.
H aogdheta ¢ emavabepaneiag otoug aoBeveig autodg Oev eival wwatr. O {nyaviopdg mou mpokahel NratoToéIkoTTa Gev éxel
yivel katavontoc. Avagopd mBavohoyobpevwy avemBounTwy evepyeldv: H avagopd mBavohoyoupeviwy avemBOopnTwy evepyeiov
LleTd amd ) opriynon adetag kukhoopiag Tov GapHAKEUTIKOY MPaTovTog €fvat onuavrik. EmTpénel T ouvexr napaxohovBnon e
0K€0NG 0QENOUC-KIVOUVOU TOU (PAPHAKEVTIKOY POT6VTOG. ZnTeftal amd Toug enayyehatie Tou Topéa g uyetovopkiic mepiBahyng
va avagépouy omoleadiimote mBavoloyoUpieves avemBULNTES evépYELEC [1Eaw Tou €BVIKOY 0UOTAATOC avapopdg mou avaypdgeTal
070 [lapdptnua V. KATOXOZ THE AAEIAX KYKAO®OPIAE: Janssen-Cilag International NV, Turnhoutseweg 30, B-2340 Beerse,
Béyio. APIOMOZ(OI) AAEIAZ KYKAOOPIAL: EU/1/11/714/001. HMEPOMHNIA ANAGEQPHIHE TOY KEIMENOY:
10 AexepBpiou 2015. Aermopepr MAnpo@opLakd oTolyela yia TO TIAPOV QAPHAKEVTIKO TPoiov eival SlaBéatua oTov OIKTUaKG Témo
Tou Eupwmaikou Opyaviapod Oappdkwy: http://www.ema.europa.eu. TPOMOX AIAGEZHE: Oappakeutiké mpoidv yia To oroio
anarefTat atpkr ouvrayn.

IYXKEYAZIA/TIMH:
MeprekTikéTTa MéyeBog ouokevaaiag Nogokopetaki Tpn Mavikn Tip
AIZKI0 250 MG/TAB OIAAH (HDPE) x 120 AIXKIA 2.652,00€ 3.196,96€




To ZYTIGA® mapéyel onpavTiko 6gelog otnv kabnuepivi moidtnTa {wng Twv acBevwy!

|

NEYPOAOTIKEZ AIATAPAXEL

OAHIHEH

MNTOEEIE

AYNATOTHTA ZYTXOPHIHZIHE

To ZYTIGA® BEATIONEI THN KOMOZH oe aoBeveic petd and anotuyia
ynueoBepaneiac ki AEN NMPOKAAEI NEPAITEPO KONOEIH

o€ aubEevelc PeTa and anotuyia Bepaneiag oTépnong avipoyovww®
To ZYTIGA® AEN NPOKAAE! Siatapayéc Tou VEUPIKOD OUOTHAHATOC,
Onwg EMANATIKES Kpioelc 1} buyaTpikeg diatapayec

To ZYTIGA® AEN ENHPEAZE] tnv \kavatnta obrjynonc

To ZYTIGA® AEN NMPOKAAE! mwoeac

To ZYTIGA® AEN AANHAEMIAPA pe ouvriBin apuaka
Onwe otatives, B-anokAEIOTES M) avTINNKTIKG

Bafihzcrepanpicr 1, b &
E x {4 al-Ar

JANSSEN-CILAG @APMAKEYTIKH A.E.B.E.
Arzopipor Dipvn 56, 151 21, Reden, Alrjea, Tnac 200 3050000
WAL JANESEN LOMLGr

once-daily tablets

abiraterone acetate

BonBrioTe va yivouy ta @appaka mo aopaki ko -
AvopépeTe
MMWMmmwm Janssen ,
Eupmhnpinvovrag Ty <KITPINH KAPTAs o ook



Detour”
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Detour

Subcutaneous ureteral bypass

e Large internal diameter to prevent obstruction
e Renal tip & bladder end made of silicone
e Radiopaque ring for easy identification during placement

e External polyester sheath for good anchorage in tissue

Bypass Amplatz sheath Tunneling device

Inner @ | Length | Inner@ | Length | Inner@ | Length
(Ch/Fr) (cm) (Ch/Fr) (cm) (Ch/Fr) (cm)

17 84 30 19 33 57.5
' co‘oplast ‘Edpa: ATtk Mkiwvag 1A, T.K.: 14451 Metapopdpwon M AV ROG E N | S

TnA.: 210 20 20 232, ®ag: 210 20 20 775 www.coloplast.gr AmnoKAeIoTIKOC AvTimpoowog Coloplast A/S



ELITYRAN® DPS

LEUPRORELIN ACETATE  Depotinj.3,75mg/ 11,25mg

Kalw¢ npbeg miow...

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

* KoviG Kat OLaAUTNG yla EVECLUO
evawwpnya. Kabe npoyepiopévn
oUplyya neplexet 3.75 mg
Leuprorelin acetate.

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

* Kovig Kat 0LlaAUTNG yLa EVEGLUO
evawwpnya. Kabe npoyepiopévn
ouptyya neptexet 11.25mg
Leuprorelin acetate.

DPS: Dual Prefilled Syringe = Atxwpn npoyepiopévn olplyya

Mepattépw NAnpowopiec diatiBevial and tov KAToxo Adelag
KUKAO@Oop(ag KaTtdny althNoswg.

Bon6roTe va yivouv Ta ¢Aappaka mo acpaln Kal
Avagépete
OAEZ Tig avemOUunTeg eVEPYEIES YIa
OAA Ta pdppaka
SupmAnpwvovtag Thv «KITPINH KAPTA»

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

ELI-FPA-122015-001




MEPIAHWH XAPAKTHPIZTIKQN TOY NMPOIONTOZX

1. ONOMAZIA TOY ®APMAKEYTIKOY MPOIONTOE: Arvekap 11,25 mg/vial (3 pnvcov). 2. NOIOTIKH
KAI MOZOTIKH LYNOEZH: Eva piadidio nepiéxel 15mg triptorelin pamoate, nou avuotoixei og
11,25mg triptorelin. MNa tov nAnpn katdioyo twv ekdoxwv BAéne napaypago 6.1. 3. DAPMAKOTE-
XNIKH MOPOH: Kévis kai Siaiutns yia evéaipo evaidpnpa. 4. KAINIKEZ MAHPO®OPIEE: 4.1. ©¢pa-
neuukés Evoeiels: - Kapkivos tou npootdtn: Ogpaneia Tou TonikG npoxwpnpévou n JETAoTatikou
Kapkivou tou npoatdn (euvoikn enibpaan tns Bepaneias ival eppavéotepn Kal CUXVOTEPN o€ aobe-
veis nou Sev gixav AaBer nponyoupévws GAAn oppovikn Bepaneia). - Evéopntpiwon: Fevvnukh kai
e§wyevvnukn evdopntpiwon (otédio I-1V). - Ivopumpata pntpas: Bepaneia twv IVOPUWHATWY PATPAS.
- Mpaipn APn: Mpo s nAikias twv 8 €1V ata kopitala Kal twv 10 twv ota aydpia. 4.2. Aocodoyia
Kal tpénos xopiynons: - Kapkivos tou npoatdtn: Mia evopuikn éveon tou Arvekap 11,25mg kGBe
Tpels pnves. - Evbopntpiwaon: Mia evbopuikn évean tou Arvekap 11,25mg kGBe tpeis paves. H Bepa-
neia Npénel va apxizel Us NPATeES NEVIE NPEPES TOU Katapnviou kKUkAou. Aidpkela ts Bepaneias evbo-
untpiwons: auth eEaptatal and mv apxikn Baputnta tns evbopntpiwans kai us adfayés nou napamn-
pouvtal otnv kAIvIKA gikova (Rertoupyikés kal avatopikés) katd t diapkeia tns Oepaneias. Mevika, ou-
vigtdtai n evbopntpiwon va Bepanevetal yia Sidotnpa 3 pnvav kai pévov av anodeixBei atous 3 pnves
o6u n Bepaneia anédwoe Pnopei va ouvexioBei 1o avmtepo Péxpl 6 pnves. Aev npénel va xopnyeital
6eUtepn oeipd Bepaneias pe auto T appakeutikd npoiov h dilo avaioyo yovadopedivns. - Ivo-
pudpata: Mia evbopuikn éveon tou Arvekap 11,25mg ke tpeis pnves. H Bepancia npénel va apxizel
US NPWTES NEVIE NPEPES TOU Katapnviou kUkAou. Mevikd, ouviotdtal t Ivopumpata va Bepanedovial
yia Sidotnpa 3 pnvav kal povov av anodeixBei atous 3 prves du n Bepaneia anédwaoe Pnopei va ouve-
xI100€i 10 avatepo péxpl 6 pnves. - Npaipn APn: Naidid Bdpous dvw twv 20 kg AauPdvouv pia evbo-
puikn éveon tou Arvekap 11,25mg kd0e tpeis pives. H Bepaneia Oa npéner va diakonei dtav ninaidzel
n guaiodoyikh niikia s hBns kai dev Ba npénel va ouvexizetal o€ Kopitala e ooukh nAikia peyafv-
epn v 12 €10V, Yndpxouv nepiopiopéva Siabéaipa 6edopéva o ayopia oXeUKA UeE TV GpIoTo XpOvo
Siakonns tns aywyns Bacel s ooukns nAikias, woTGoo NPoTeivetal n S1akonh s aywyns o€ ayopia
pe ooukn niikia 13-14 ewbv. Ma Aentopepeis odnyies otn puéBodo xopnynans, BAéne napdypapo 6.6
"'0bnyies xpnaons / xeipiopou”’. 4.3. Avievbeiteis: - Ynepeuaiobnaia otn yovadopedivn, ta avanoyd
s h o€ onolodhnote dAfo ouatauko tou gappdkou (BAéne napdypago 4.8 ' AveniBupntes evépyel-
€s""). - L& aoBeveis e KAPKivo TOU NPOGTATN NOU NAPOUGIAZOUV GUHMIEDN TOU VwTiaiou pUgAoU i ev-
Seiels petaotaons. - Kunan. Mpiv tnv évap§n tns aywyns npénel va eniBefaidvetal 6u n acbevis dev
eival éykuos. 4.4, Eibikés npoeibonoinaeis kai npo@uAdgers katd tn xphon: Le evhdikes, n napate-
tapévn xphon avanoywv GnRH pnopei va odnynaoel otnv andgia ootikns pdzas yeyovos nou augavel
Tov kivbuvo oateondpwans. PUBuIoN ts avuuneptacikhs Bepaneias pnopei va anarteital oe aoBeveis
o1 onoiol AapPdvouv ttoia aywyn. - Kapkivos tou npootdrn: H tpintopedivn, 6nws kai w difa avd-
floya GnRH, npokadei apxika pia napodikin atgnon ota enineda opoU tns teatoatepdvns, Kai nibavd
€nakoAoudn eNIGEIVWON TwV CUPNTWHATWY MOU OXETIZOVTaI YEVIKG HE TOV KapKivo Tou npoatdtn. fNa
VO avUPPOMNIOTEl aUTh N apxikh algnon twv eninédwv teaT0oTEPGVNS, PNOpEi va e§taatei n xopnynon
avuavdpoydvwv katd tnv évapén tns Bepaneias. AoBeveis nou napouaidzouv h éxouv au§npévo kiv-
6uvo yia avantgn anoepagns twv oupo@dpwv 06wV H gupnieans tou vwuaiou pueloU npénel va
napakoiouBoUvtal oteva. Eival xphaipos o nepiodikés £NeyXos TwV ENINESWV TETTOOTEPGVNS aipIATOS,
kaBas autd 6ev npénel va Eenepvoulv to 1 ng/ml. - Evéountpiwon - Ivopuwpata: H xopiiynon tpinto-
pedivns otn guviotwpevn Soconoyia npokadei cuvexn unoyovadotpodikn aunvoppola. EGv oupPei
untpoppayia petd and tov npwro piva, npénel va petpnBouv ta enineda tns olotpadidins oto ndopa
ka1 €dv autd ta enineda eival kdw and 50 pg/ml, npénel va avazninBolv niBavés opyavikés PAGRES.
H woBnkiki Agtoupyia enavépxetar petd anod tn diakonn s Oepaneias kai n woppnéia oupPaivel ne-
pinou 5 pAves petd tnv tedeutaia évean. Mia pn oppovikin péBodos avuouiinyns Ba npénel va xpno-
ponoigital og 6An  1dpKeIa s aywyhs nepiapPavopévwv Kal 3 Pnvav petd iy tefeutaia évean. -
Mpaun APn: H apxikh Siéyepon twv woBnkmv ata Kopitola, pnopei va npokafécel aipoppayia and
wn phtpa. EmPBanAetar n touddxiotov thaia napakofoubnan twv acBeviv péxpr tn Siakonh tns Be-
paneias. 4.5. AdAnAembpaceis pe anfa pappaka kai dAies poppés adAnAenidpaans: Na pn xo-
pnysital tautéxpova pe appaka nou npokadolv unepnpoAakuvailpia (PEIdGVOUV tov apiBuod twv
unodoxéwv ths GnRH otnv undpuan). Aev éxel napatnpnBei aAn kAvikd onpavuki adfnAenidpaon
e GAla papuakeutka npoidvta. 4.6. KGnon kai Fadouxia: - Kunon: Menétes o€ neipapatézwa dev
£beigav tepatoyovo enibpaon. Katd tn didpkeia tns eniipnans petd tv kukdogopia atnv ayopd kai
0€ NePIOPIoPEVO apIBud eykUwv yuvaikmv pe ékBean atnv tpintopedivn, dev unhp&av avagopés yeve-
uk®v avepafidv h ppuotogikdtntas ol onoies va anodidovtal ato npoiév. Evioutols, eneibin o
ap1Buds wwv acbevav ival noAy pikpds yia v e§aywyn oupnepaopdtwv 6oov apopad otov Kivbuvo
ouyyevmv avwpanidv h gPpuotoikdtntas, av n acBevis kataotei éykuos eve AapPavel tpintopedi-
vn, n Bepancia npénel va Siakonei. Mia pn oppovikn péBodos avuotiinyns Ba npénel va xpnoipo-
nolgital o€ 6An tn didpkeia tns aywyns nepiiapBavopévou kai 1 pnvos petd tnv eieutaia évean. - Fa-
Aouxia: H tpintopenivn dev ouviotdtal va xpnaiponolgital katd v nepiodo tou BnAacpou. 4.7. Eni-
Spaon otnv Ikavotnta 0dAynans kai XeIPIOHOU Pnxavav: Aev éxouv napatnpnBei enidpdoeis otnv
IKavoTNTa 06MYNONS Kai XEIPIGHOU pnxavav. 4.8. AvemBupntes evépyeies: Euneipia and us kAIvikés
pedétes: Ta oroixeia Nou avapépovial Katwtépw Baaizoval otnv avaduon twv aBpolotk@v Hedopé-
V@V nou avapépBnkav katd i S1apkela KAIVIK®OV PEAETMV PE TV Pnvidia Kal Ty Tpipnvn Hop@h 1ou
pappdkou (ouvodikos nAinBuopds nepinou 2400). H nAcioyngia twv aveniBUpnTwy EVEPYEIDY NoU
avaeépBnkav katd i SidpkeIa TV KAIVIKGOV HEAETV OXetizotav pe Us appakoioyikés Spdatls,
6nws o unoyovadotpo@ikds unoyovadiopds, h n apxikn Siéyepan tns undeuons Kai twv yovadwv. H
oUXVOTNTA TV aveniBUpNTWV EVEPYEIDV NOU avaépovial Napakatw, opizetal Y aon tnv ak6ioudn
apxn: MoAU ouxvés (> 10%) - Zuxvés (> 1% - <10%) - Mn ouxvés (>0,1 - <1%) - Zndvies (>0,01 - <0,1%)
- MoAU anavies (<0,01%). [evikh avoxn ot evidikes: MoAU ouxvés: Hnies Péxpl évioves eEayels kai
€QI5paEls ol onoies auvnBws dev anartolv Siakonn s Bepaneias. [evikn avoxn oe dvbpes: MoA
ouxvés kata v évapén tns Bepaneias (BA. napaypago 4.4 “Eibikés npoeibonolnaels kal npo@uiGels
Katd i xpfion"): EMdeivion oupntwpdtwy €K TOU 0UPONOINTIKOU, 00TIKAS NOVOS PETAOTATIKAS aITio-
floyias ka1 oUPNT@UATA NOU OXETiZovtal PE CUMMIEON TOU vwuaiou puelol and onovouiikés petaota-
oeis (novos oopuos, aduvapia, napaiodnaia twv kdw akpwv), 6tav ta enineda teatootepdvns NAd-
opatos au§avovial apxikd kal napodikG katd tnv évapgn s aywyns. Autd ta cupntdpara givai na-
poSIKA kal cuvnBws §apavizovial e pia £ws U0 eBOopades. Zuxvés katd t Sidpkeia tns Bepaneias:
EAatiwpévn oeouadikih eniBupia kal avikavotnta otions NoU OXETiZOVTal LE Tn PEiWON Twv eninédwy
nidopatos teatootepdvns Adyw tns pappakonoyikhs Spdans tns tpintopenivns. [evikh avoxi o€ yu-
vaikes: Moy ouxvés katd v évap&n tns Bepaneias: - Enideivwon oupntwpdtwy evéountpiwons (nue-
flik6s novos, Suapnvéppola) katd tn Sidpkela tns apxikhs kal napodikns avgnans twv eninédwv ol-
otpadioAns nAdopatos. Autd ta cupntdyata eival napodikd kal cuviBws eEagavizovial ot pia éws
600 efbopades. -Aipoppayia €k Tou yevvntikoU ouotipatos nepiiappavovias pnvoppayia, untpop-
payia, ynopei va cupBei katd tov phva nou akoouBei tnv npwn évean. MoAU ouxvés katd i diap-
Kela s aywyns: Katd tn 8idpkeia v kAvIK@v PRtV otny evdountpiwon ol avemiBupntes evépyel-
€s £6eI§av pia yeviKh HOP@N UNOOIGTPOYOVIKOV CUINTWHATWY MOU OXELZOVIAV E TNV KATaotoAh tns
unoéguons kal twv wobnkdv, 6nws Siatapaxés unvou, kepanadyia, Siatapaxés Bupikoy, koAnikh §n-
pdtnta, Suonapelvia kai peiwpévn oeouanikh eniBupia. MoAU ouxvés katd t Sidpkela s aywyns
YE TNV pUnvidia Hop®h ToU Gappakou: novos othBous, puikés kpdpnes, apBpadyia, alEnon Bapous,
vautia, koifiakés novos / Suapopia, eEaoBévnan. [evikn avoxn oe naibid: Avudpdoeis unepeuaiodn-

oias, kepadadyia, eEayels, kal aiHoppayia ek TOU YEVWNTKOU CUGTANATOS ota Kopitala (BA. napdypa-
@0 4.4 "Eidikés npoeidonoinaels kai npo@uidters katd tn xphon'). Tonikh avoxn: Zuxvés: novos,
epubpdtnta kar piieypovn oto onpeio tns éveons. Euneipia petd tnv kukdo@opia tou npoidvtos: Le
evidikes: Katd tn 8idpkeia ts enithipnons petd v kukopopia tou npoidvios éxouv avapepBei eni-
niéov noAU ondvies aveniBupntes evépyeles. AUTES Ta§ivopoUvtal Katd Katnyopia 0pyavwy odpaAtos
Kal Katd PEIOUPEVN ouxvotnta eppavians. - Evookpivikés diatapaxés: yuvaikopaatia. - Wuxiatpikés
Siatapaxés: katabaiyn, adAayn ts npoownikGTNTas. - Alatapaxés veupikoU cuothpatos: zaAn, na-
paioBnaia oe avipes. - OpBanpikés Siatapaxés: Boh dpaon f Siatapaxés s 6paons. - Alatapaxés
wtwv kal AaPupivBou: iflyyos Nou PEPIKES POPES OXETiZETAI PE YAOTPEVIEPIKA oUpNT®@YAT. - Alata-
paxés avanveuotikés, Bcdpakos kal pecobwpakiou: Suonvoia. - Faotpeviepikés Siatapaxés: Hidppola,
épetos. - Alatapaxés 6¢ppatos kai unodopiou 10toU: avudpdacels unepguaiadnaias nou nepinapPa-
vouv kvnopd, kvibwan, e§avBnpa, ayyeiooidnua (BA. napdypago 4.3 “’Avievbeieis”). - Alatapaxés
UUOOKeNETIKES, 0OTIKES Kal oUVOETIKOU IotoU: apBpandyia, puadyia kar puikn abuvapia oe avbpes kal
yuvaikes, eneic6d1a ooukoU névou oe Avbpes katd tn Hidpkeia s aywyns (BA. enions napdypago
4.4 "Ei61kés npoeidonoinaeis kar npopudgels katd tn xphon'’, oxeukd pe Tov kivduvo ooteonopw-
ons). - Algtapaxés Tou avanapaywyikoU cuctPatos Kal HaotoU: G YUVAiKES, napatetapéves diata-
paxés NepIGGoU 6Nws aunvoppola, Unvoppayia Kal untpoppayia PEtd v aywyn. BA. oxeukd pe tv
evbopnTpiwan Kal ta IVopudpata phtpas otnv napdypago 4.4 “Eidikés npoeibonolnaels kai npopu-
Aagers kata i xphon”. - Tevikés H1aTApaAxEs Kal KaTaoTtaaels onpgiou xopnynans: nupegia, Kakouxia. -
E€etdoeis: au§npévn aptnpiakn nieon. Ze naibid: TOp@wva Pe tnv cucwpeupévn epneipia aoaneias
s tpintopedivns og naidia nou éAapav aywyn yia v npaipn P, ol akéAoubes ondvies avemOupn-
Tes evEpyeles Exouv avaepBei emniov katd v enithpnon petd tv KukAo@opia Tou NPoiovtos: av-
ubpdoeis unepeuaiobnoaias, kepanadyia, av§non Bdpous, au§npévn aptnpiakn niean, eneicodia Bo-
fins h Siatapaypévns Gpacns, SuGPOPIa K TOU YAOTPEVIEPIKOU HE KOIAIaKO NOVO Kal EPETO, eniotagn,
Kakouxia, puadyia, cuvaioBnpatikn aotaBeia, veupikdtnta. 4.9. Ynepbooodoyia: Aev éxouv ava-
oepBei avemBUpntes avudpdoeis opeifdpeves oe unepdoagonoyia. Ze nepintwon unepdoconoyias,
evoeikvutal oupnwpaukh avupetonion. 5. @APMAKOAOTIKEL IAIOTHTEE: 5.1. ®appakobuvapi-
Kkés 1610tntes: ANAAOMO THE EKAYTIKHE OPMONHXE TQN TONAAOTPO®INQN. Kwbikés ATC:
LO2AE04 (avtiveonAaatiko kai avoootpononointikd). H tpintopedivn gival ouvBetko dekanentidio
nou eival avaioyo tns puaikis eKAUTKAS 0ppOVNS Twv yovadotpodivav (yovadopedivn, GnRH, LH-
RH). Medétes o€ zia kal atov avBpwno éxouv Seifel du n cuvexis xophynon tpintopenivns, petd anod
pia apxikn diéyepan, avaotéAel tnv €kKpion Twv yovadotpo@ivav pe enakdAoudn kataotodh tns
fertoupyias twv 6pxewv kai tns wobnkns. H np@tn éveon tou Arvekap 11,25 mg Sieyeipel tnv ane-
AeuBépwan twv unoguaiakmv yovadotpogwv LH kai FSH npokadmvtas pia napodikh at§non twv
eninédwv teatoatepdvns atous Gvdpes kai oiotpadidnns aus yuvaikes (flare-up). H napatetapévn xo-
phynon odnyei, nepinou 20 npépes petd kai kad’ 6An tn Sidpkeia anefeuBépwans tns Spactikhs ou-
oias, o€ peiwon v eninédwv LH kai FSH kai katd cuvéneia o€ Ntdon s t€otoatepdvns h 01otpadio-
fins nAdopatos o€ enineda euvouxiopoy. Mia napodikn ai§non Twv 6§IVwV PuOPATACMY UNopEi va
naptnpnBei o€ avbpes katd v évapén tns Bepaneias. Lnv np@ipn AN n avactoin tns uNoPUGIAKNS
yovadotpo@ikhs unepdpaotnpidtntas kai ota 5Uo eUAa, odnyei otnv kataoton s aixpns tns LH
peta and Sieyepukn dokipacia LHRH kal ouvends kataatodn ts ékkpians olotpadionns i teatoote-
povns kai o€ BeAtiwon tou Adyou nAikia ws npos to Uyos / oouki nAikia Kai tou teAikoU Uyous. 5.2.
®appakoKIvnukés 1616tntes: Metd v evbopuikn éveon tou Arvekap 11,25mg otous aoBeveis pe
KApKivo Tou npoatdtn, napatnpeital pia péyiotn uph tns tpintopeivns nidopatos nepinou 3 wpes
petd v éveon. Metd ané pia pdon eAdTiwons nou ouvexizetal katd tn SIGPKEIN TOU NPMTOU phva, Ta
enineda tpintopeAivns otnv kukiopopia napapévouv otabepa péxpl tv npépa 90. To eninedo teato-
OTEPOVNS OTO aipia POAVEI 0T 6pIo EUVOUXIGHOU NEPiNou 20 NPEPES PETA TNV EVEDN Kal NAPAPEVE! on-
pavukd kdtw and auto 1o 6pio kab' 6An tn Sidpkeia aneeubépwans tns Hpactikis ouaias avuatol-
X@vtas e i paon otabeponoinpévns cuykévipwons oto nAdopa. 5.3. MpokAivika atoixeia yia tnv
aoadeia: Ta pova npokivika upApata ATav aUTd NOU OXETIZOVIAV PIE TNV aVAPEVOUEVN GAPHAKO-
floyikh 6pdon tns tpintopedivns, 6SnAadn tnv kataotonn tou unobanapo-unoguaoiakol —yovadikou
G€ova, pe 1o enakoiouBo anoténeapia ota enineda Twv oppHOVAV Tou GUAOU Kal GTOV avanapaywyikd
G€ova. Autd ta eupnpata htav o€ peyano Babud avaotpéyipa katd v nepiodo avakapyns. H tpinto-
pedivn dev éxel He1xBei va eival To§IKA aTo Yeveuko Uik otnv KAaaoikh oeipd dokipacidv petaiia-
§oyéveans. H eypdvion adevwpatwdmv OyKwv otnv uné(puan apoupaiwy nou napatnpABbnke pe 1o
Arvekap ota niaiola pakpoxpdviwv peRETOV kapkivoyéveons, ival pia €161kh 6pdon twv avandywv
s yovadopenivns o€ autd 1o i6os zdwv, nou npokadeital Péow evos 0ppovIKOU pnxaviopou Kai
bev éxel napatnpnOei atov novukd oUte éxel neplypagei otov avBpwno. H anoppoégnon tou Arvekap
11,25mg oflokAnpavetal og 120 npépes. 6. DAPMAKEYTIKA ETOIXEIA: 6.1. Katadoyos pe ta €k6o-
xa: Kovis: Polymere dl-lactide glycolide g.s.p., Mannitol, Carmellose sodium, Polysorbate 80, Nitro-
gen. Aiaddtns: Mannitol, Yowp eveaipwv. 6.2. AcupBatétntes: Aev avapépovral. 6.3. Aldpkeia
zwhs: 36 pnves. 6.4. 161aitepes npoguiagels katd tnv euAagn tou npoidvros: dUAagn oe Beppio-
Kpaoia 1o avitepo péxpl 25° C. Metd tnv avacUotacn va xpnoiponolgital apéows. 6.5. ®Uon kai ou-
otatkd tou nepiéktn: - fudnivo giafidio 4ml pe eRaotopepés ndpa kar kdAuppa aRoupiviou, nou
nepiéxel 1o ateped Aud@ino. - Tuanivn pualyya 2ml nou nepiéxel tov uypo diaAltn yia avacuataon. -
1 anoatelpwpévn auplyya and noAunponuiévio (3 ml). - 2 anoatelpwpéves BeAdves 0.9mm. 6.6. O6n-
yies xphons/xeipiopou: To oteped AudpiAo Ba npénel va avacuotabei pe tov uypd S1aAvtn apéows
npiv tnv éveon. Aev npénel va avapelyvoetal pe GAfa gdppaka. 1 - MPOETOIMAZIA ALBENOYZ: -0
aoBevis EanAdvel kal anofupaivetal n nepioxn tou yloutou 6nou Oa yivel n évean. 2 - MPOETOIMA-
ZIA THZ ENEZHE: -H napoucia puoadidwv atnv enipaveia tou otepeol Aud@iiou ival puaionoyikn.
-Indote 1o Aaipd tns Uaiyyas tou Siafvtn. -Avappo@nate 6Ao tov SiaAvtn atn alplyya pe v BeAod-
va. -Agaipéate 1o npdaivo kaAuppa and to eianidio tou otepeol Aud@ifou. -Metagépete tov diaAln
ané i aupiyya oto PIaidio nou nepiéxel 1o ateped Audgino. -TpaPhge i ouplyya pe tn BeAdva nd-
Vv ano v enipdvela tou uypou afid unv v agaipeite teneiws and to eianidio. -Avakiviote to ia-
Ai610 xwpis va 10 avaotpéyete £ws OTOU OXNPATIOTE éva opoloyevEs evaidpnpa. -EAEyEte yia v
anoucia GUCOWHATWHATWY NPIV AVAPPOPNTETE TO EVAIDPNHA (OE NEPINTWON NAPOUTIAS CUCCWHA-
twpdtwy, ouvexiote v avakivnon péxpl va eniteuxBei ninpns opoyevonoinon). -AvappoPiate pe T
oUplyya 6Ao o evalm@pnpa Xwpis va avactpéyete 1o iaiibdio. -Apaipéate and  oupiyya tnv BeAdva
MoU XPNGOIPOMNOINCATE YIa TV avacuotaon. Mpocapp6ate atn aupiyya v aAdn BeAdva (Biddote
OQIXTd) KPATOVTAS th Pévo and 1o xpwpauotd wnpa. -Apaipéote tov aépa and t ouplyya. 3- ENEZH:
-H éveon npénei va yivel xwpis kaBuatépnon. Kdvete tv évean atov yAouuaio pu. 4 - META TH XPHIH:
-Anoppiyte us PeAdves oe katdAinio doxeio. Katd tnv Sidpkeia twv napandve evepyeidv, Kabe and-
fiela npoidvtos peyafitepn ané auth nou guaiofoyikd napapéver oto giafidio kal i oUpiyya, npénel
va AapPavetal undyn ano tov Bepdnovia yiatpo. 6.7. Ovopaaia kal povipn €6pa tou YnetBuvou
Kukflogopias: IPSEN ENE, Ay. Anuntpiou 63, Adipos 174 56, ABhva. 7. APIODMOZ AAEIAL KYKAO-
O®OPIAL: 78741/04-11-2009. 8. HMEPOMHNIA MPQTHE
AAEIAL: 13-6-2000. 9. HMEPOMHNIA THE (MEPIKHE) ANA-
OEQPHIHI TOY KEIMENOY: 4-11-2009.
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‘Eykpion EO® onpaivel
anoteAeoparnkdmia & aocpdAeia
yia 6Aa Ta pappaka,
npwrdruna & yevdéonpa

O EO® eyyuaranr:

* 'O)a 1a pdappaka pe abeia kukhogpopias EOD, npwréruna & yevoonpa, eival aogpaln,
anoreAecparka kai idias Bepaneunkns afias.

* H abeia kuxhopopias dAwv Twv pappdkwy Siverar pe Baon v Eupwnaikn NopoBeaia.

* H noiétnra, n aopdleia kai n anoreAecpankémra Twv apudkwy Siacpalileral

pe ouvexeis eAéyxous perd tnv adeia.

O EO® ompila rov yiarpé. Impitre ki eoels mv exorpareia tou EOD.
EpmioteuBeire 1a yevonpa, xopnyhote otous aoBeveis oas péppaka pe xapnké kdaros, dnou PnopeTe, kai
eCoikovopniore népous yia va Pnopeite va Xopnyeirte kavordua Impm\c;u':__ kdoTous) pappaka, 6nou eival anapafmra.

g GOD | =

VNG national

APATH A TH TOETH WPHTH opyaviapds  organisation \TICHPIEID
TON SAPMAKDY poppawwy  for medicines VTEAT

www.eck gr www.moh.gov.gr




AwaoTe TOUC
TOV EAEYXO

Ot udpogirot kaBetpes VaPro
L€ TIPOCTATEUTIKO El0AYWYEQ
Kat KAAUPUa yla Xwpig naon
eLoaywyr divouv tov EAEYX0
0ToUC a0BeveiC 0ag Kat Toug
BonBouv va mapapeivouv
ave&apmrol.
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01 kaBetpeg VaPro mpoogEpouy
€UKOA{a oTnv ekmaideuon, mv

ekpdenaon kat m xpron.

0 mpoaTaTeuTIKAG El0AYWYEQG Kal
TO KAAUMUQ TTOU ETUTPETIEL TN XWPIC
€MNaQn elgaywyn pondolv om
dlat)pnon Twv UIKPOoPYavIoUWY
LaKPLA amo Tov KaBeTpa woTe oL
XPNoTES va atoBdvovrat veta pe
NV KaBapLotrta oroudnmoTeE Ki av
Bpiokovrat.
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Hollister EAAGG A.E.

Newpdpog Knowaiag 36, 15125 Mapouot
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VaPro

Yopogihog KaBeTripag yia
AlaAeimovreg KaBeTnpiaopoug

AiaB€aipog avopikag:

@ VaPro pocket

Ydpopihog KaBeTipag yia
AigAeimovreg KaBeTnpiaopoug

CE Hollister kat Aoydturo, VaPro kat VaPro Pocket eivat eunopika orjpata mg Hollister Incorporated © 2016 Hollister Incorporated
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Bon@rioTe va yivouv Ta pdppaka nio acpalr kai
WVapEPETE
OAES. Tig aveniBUnTeC evépyelec yia OAA Ta pdppaka
ZupnAnpuvovtag Tnv «KITPINH KAPTA» v
Avaviki Ty Betmiga 25mg, EMdSac: €48,24 G sy [ ™
Aavik T} Betmiga 50mg, EMGSag: €45,65 el e e ml a
- e
Tia mepioodtepeg mMAnpogopieg oupBouleuteite Ty [ ]
[1XT1 Betmiga mou SiatiBetar ané tov KAK. H
®APMAKEYTIKO MPOION F1A TO OMOIO m I rabeg ro n
ANAITEITAI IATPIKH ZYNTATH
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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:




HELLENIC UROLOGY

Instructions to Authors

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 eachillustration 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
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The role of postchemotherapeutic
lymphadenectomy in the treatment
of testicular germ cell tumors

Nebojsa Bojanic¢

Institute of Urology and Nephrology, Clinical Center of Serbia, Belgrade, Serbia

Objectives: To review the role of postchemotherapy retro-
peritoneal lymph node dissection (PC- RPLND) in patients
with the advanced testicular germ cell tumours (TGCT) with
special attention to indication, surgical technique and on-
cological outcome.

Methods: A structured review of the literature until June
2012 using the PubMed database was carried out.
Results: According to current guidelines and recommen-
dations, PC - RPLND in advanced seminomas with residu-
al tumours would be indicated only if PET scan performed 6
- 8 weeks after chemotherapy was positive. In nonsemino-
matous TGCT, PC - RPLND is indicated for all residual radio-
graphiclesions with negative or plateauing markers. Loss of
antegrade ejaculation represents the most common long-
term complication, which can be prevented by nerve - spar-

Introduction

Testicle tumors are the most malignant tumors in
males aged from 15 to 35 years. The largest number of
tumors (95 - 98%) includes tumors of germinal epitheli-
um, while the rest are stromal tumors (leydigeoma, ser-
tolioma and other rare tumors). Germ cell tumors are
divided by their histological characteristics in two large
groups - seminomatous and nonseminomatous tum-
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ing or modified template resection. The relapse rate after PC
-RPLND is around 12%; however, it increases significantly to
about 45% in cases with re - do RPLND and late relapses. Pa-
tients with the increasing markers should undergo salvage
chemotherapy. Only selected patients with elevated mark-
ers who are thought to be chemorefractory would undergo
desperation PC- RPLND if all radiographically visible lesions
were completely resectable.

Conclusion: PC- RPLND represents a major part of the man-
agement of patients with the advanced TGCT undergoing in-
ductive chemotherapy. Complete resection of all residual
masses after primary chemotherapy resultsin a long - term
disease - free survival of 95%. PC- RPLND requires complex
surgical approach and should be performed in the experi-
enced, tertiary referral centers only.

ors.Theincidence of these tumors is different in world
- they are extremely rare in Africa (0.1/100000), similar
in Asia, while the incidence in the Scandinavian coun-
triesis up to 8/100000. In our country, the incidence ac-
counts for about 3/100000. Earlier, these tumors were
detected mostly in metastatic phase (in up to 60% of
patients) while today the situation is quite different,
meaning that almost 80% of all tumors are detected
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in clinically initial stage of disease (CS - 1). In the last 30
years, treatment of these patients was improved by de-
velopment of effective multimodal therapy and signif-
icant success has been achieved in curing the majori-
ty of these patients, with the rate from 60%in 1970s to
almost 98% at the beginning of 21st century'?3. Intro-
duction of chemotherapeutical cisplatin protocols has
considerably contributed to complete cure of these pa-
tients. On the other hand, detailed anatomical studies
have confirmed primary sites of tumor spread to retro-
peritoneum. Retroperitoneal lymphad- /

enectomy (RPLND) has become an inte- '/

with NSGCTT who have postchemotherapeutic resid-
ual metastatic mass in retroperitoneum larger than 1
cm should undergo RPLND because they are at high-
er risk of mature teratoma finding in 40% - 45% and
vital tumor in 10% - 15% of cases'>782191112 The pa-
tients with the finding of teratoma in tissue obtained
by RPLND have disease - free survival (DSF) in 80%,
while the presence of live tumor in specimen is associ-
ated with lower odds for survival'>™. In residual sem-
inoma tumor changes in retroperitoneum, the size of

the tumor (smaller or bigger than 3 cm)

and FDG - PET scan results play a cru-

gral part of management and one of the Key words cial role in their management. In spite
mostimportant components in curative testicular germ of the above mentioned, there have
treatment of patients with the advanced cell tumors; been controversies on the issue of PC -
stage and whose residual postchemo- chemotherapy; RPLND. The first question is what to do
therapeutic metastatic tumor mass re- postchemotherapeutic with small residual tumor growth small-
mained in retroperitoneum*>®, Introduc- lymphadenectomy er than 1 cm, and second, if there was

tion of modified plan of operative field

and nerve sparing approach produced minimal mor-
bidity when the procedure was performed by experi-
enced surgeonin tertiary - level centers addressing this
problem. Nevertheless, RPLND is a challenging surgical
technique requiring good knowledge of RP anatomy,
expertise in surgical techniques of vascular and intes-
tinal structures as well as huge experience in manage-
ment of patients with testicular tumors.

Detailed histological studies have contributed to
identification of patients at high risk of metastatic dis-
eases. The percentage of embryonal cancers and lym-
phovascular invasion (LVI) signs in primary tumors ap-
peared to be independent risk factors of recurrence’22,
CS - | patients with over 80% of embryonal cancer (EC)
and present lymphovascular invasion (LVI) in histolog-
ical specimen of testicular tumor will be in stage Il in
88% and patients with less than 45% of EC and nega-
tive LVIin histological specimen of testicular tumor will
be without metastatic disease in 91.5%. The Testicu-
lar Cancer Intergroup study has shown that EC and LVI
percentage precisely predict pathological stage (PS - 1)
of patients in 86% of the time. These data significantly
helped in choosing the method of treatment and con-
tributed to better positioning of RPLND in treatment
of these patients.

Approach to treatment of patients with postchem-
otherapeutic residual metastatic mass largely de-
pends on histology of primary tumor. All patients

a possibility of anticipating the histolo-
gy of residual mass, what would be the role of PET CT
in decision - making for RPLND, how much this RPL-
ND should be extensive, and finally, should RPLND be
done under conditions of higher serum tumor mark-
er (STM) level.

Although PC- RPLND is a routine procedure in the
experienced medical centers, this procedure is asso-
ciated with significant complications, because itis not
rare (about 25% of cases) that it requires additional
surgical interventions such as nephrectomy and ma-
jor blood vessels surgery*'.

PC-RPLND in seminoma

The patients having residual mass after CHT used for
the advanced seminoma would be candidates for PC -
RPLNDif only the growth was larger than 3 cm in diam-
eter and had positive FDG - PET scan result. In all other
cases, the residual tumor mass will not be resected, but
its strict monitoring by STM determination and imag-
ing techniques is necessary. Another indication is late
recurrence of seminoma tumor in retroperitoneum.

After the applied induction CHT, vital cancer will be
seenin about 12% - 30% of patients with residual mass
larger than 3 cm, and in less than 10% of patients with
mass smaller than 3 cm. Nevertheless, according to
CHT protocols in manuals, the incidence of vital can-
cer in residual seminoma masses is up to 20% of the
time independently from its size’®.
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Following the recommendations that masses larg-
erthan 3 cmin diameter should be resected, there will
be almost 80% of unnecessary treatment without any
benefit for patients. In order to make the right choice
of patients who will have benefit from PC - RPLND, the
role of PET - CT in prediction of vital tumor in residu-
al masses of seminoma tumors was analyzed prospec-
tively. In this study, the patients with residual mass af-
ter CHT underwent PET CT and surgery or monitoring
-if the growth increased, it was considered malignant,
and if it was stable or decreased within 24 months, vital
tumor was considered absent. PET CT sensitivity and
specificity to detect vital cancer was 80% and 100%,
respectively, and there were no false positive and false
negative findings'”'8,

In accordance with EGCCCG (European Germ - Cell
Cancer Consensus Group) recommendations, upon
completion of CHT or RT, residual tumor growth in semi-
noma need not to be resected independently from their
size, but must be strictly clinically followed by imaging
techniques and measurement of tumor markers. In pa-
tients with residual mass smaller than 3 cm, PET CT is
optional. If PET CT scan results were negative, regular
follow - up would be sufficient, but if PET CT done after
4 - 6 weeks of therapy was positive, it would be a good
and accurate indicator of vital tumor in residual mass.
In such case, histological confirmation by biopsy or tu-
mor resection is required. Further treatment is based on
the obtained histological findings (monitoring, surgical
treatment, radiation, CHT). The patients with progres-
sion of disease are advised to have “salvage” CHT?1°,

On the other hand, surgical resection of residual
seminoma is technically challenging procedure due to
extensive desmoplastic reaction of residual mass and
adjacent vascular and visceral structures. Retrospec-
tive studies have demonstrated high incidence of com-
plications and need for additional surgical procedures
during PC - RPLND for seminomatous tumors. Addi-
tional nephrectomies and vascular procedures (par-
tial or complete resection of vena cava and placement
of aortic prostheses) are necessary in even 38% of pa-
tients in distinction from 25% of cases of PC - RPLND
patients with NSGCTT.

PC-RPLND in nonseminomatous germ cell testicular
tumors (NSGCTT)
In NSGCTT patients, PC - RPLND is indicated in cases
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where normalization or STM plateauing is achieved
and residual mass is over 1 cm?'°, In patients with small
residual mass smaller than 1 cm, there would be high-
er risk of residual teratoma if teratoma was present in
the initial histology. For this reason, these patients are
also candidates for PC - RPLND, because although the
residual mass is small, there is a predisposition to lo-
cal growth, malignant transformation of teratoma and
late recurrence. Residual mass with vital tumor inside
reflects internal or external resistance to CHT, meaning
that these changes would definitely progress if left in
place in spite of later second - line or salvage CHT.The
following indication for PC-RPLND is a recurrence with
negative STM at the site of previously done RPLND, or
negative residual STM or STM maintaining mass after
salvage CHT. There is one additional, though rare, in-
dication for so - called desperation PC - RPLND when
thereis CHT resistant tumor and potentially resectable
tumor mass. If surgeon succeeded in removing the tu-
mor in toto during surgical intervention, the probabil-
ity for five - year survival would rise to 60% of the time.

In patients who had, after the initial CHT, normaliza-
tion of STM values independently from the size of re-
sidual tumor in RP, the histological finding of resected
residual tumor mass will be necrosis in 40% - 50%, ma-
ture teratoma in 35% - 40% and vital cancer in 10% -
15% of patients. PC - RPLND carried out after salvage
CHT showed that the specimens of removed residu-
al tumors would contain vital cancer in about 50% of
the time.

The patients in good prognostic group according to
IGCCCG criteria, after the complete resection of residu-
al tumor containing less than 10% of vital cancer, have
excellent odds for positive outcome of disease. If more
than 10% of vital tumor was found or radicality of surgi-
cal treatment was questioned, the patients should un-
dergo two additional CHT cycles. The patients in whom
complete resection of residual tumor is not possible or
only partial resection of tumor is done along with the
increase of tumor markers, should receive a full dose
of salvage therapy'2,

The patients with residual mass smaller than 1 cm
are also candidates for PC - RPLND because different
studies have shown that up to 20% of patients have
mature teratoma and 8% have vital cancer as well. In-
creased risk of mature teratoma was also found when
teratoma was present in primary testicular histology.
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There have been suggestions, if technically feasible,
to resect all locations where tumor mass was initially
present independently from the fact whether any tu-
mor mass remained after the CHT. However, this ap-
proach should be the issue of serious considerations
and review following the publication of three retro-
spective studies completed in different centers?02':22,
The group led by Kollmannsberger?®, upon analysis of
276 patients who had received CHT due to initial met-
astatic NSGCTT tumors and responded to therapy by
reduction of tumor mass to less than 1 cm, found re-
currence in 6% of patients and no lethal outcome af-
ter salvage therapy within the follow - up period of
40 months on average (8 - 128). Among them, 94% of
subjects were in good IGCCCG prognostic group and
only 3% in moderate and poor prognostic group. In a
similar study on 141 patients during 15 - year follow -
up, Ehrlich et al.?' reported 9% of patients with recur-
rence and 3% of cases with lethal outcome. IGCCCG
classification appeared to be the best predictor of re-
sponse because the recurrence - free survival (RFS) and
cancer specific survival (CSS) were 95% and 99%, re-
spectively, for patients in good prognostic group, and
91% and 73%, respectively, for patients in moderate
and poor prognostic group. However, the disease re-
curred in RP only in 6 of 12 patients, and accordingly,
only 50% patients would benefit from PC - RPLND. Re-
cently published study (2011) by German group for tes-
ticular cancer analysis (GTSCG) analyzed the results of
392 patients who had undergone PC - RPLND for resid-
ual masses of all sizes; there upon, definitive histopa-
thology was compared with the size of residual tumor
mass and IGCCCG risk profile. The patients with resid-
ual tumor smaller than 1 cm had vital cancer and ma-
ture teratoma in 9.4% to 21.8% ratio. This proportion
has increased to 21% and 25% in patients with tumor
sized 1-1.5cm, and to 36% and 42% in patients with
tumor bigger than 1.5 cm. IGCCCG risk profile has not
appeared as an independent significant predictor of
final histology in small tumor growths, and therefore,
the authors concluded that all patients, irrelevant from
the size of their tumors, should undergo PC- RPLND in
referral tertiary centers.

The role of diagnostic procedures
Six to eight weeks upon completion of the initial CHT,
all patients should undergo CT scanning of the chest,

abdomen and small pelvis, STM determination, and
lung function tests should be done in patients with
higher risk of pulmonary toxicity (4 PEB cycles, age
over 40, smoking, renal failure). The condition of ma-
jor blood vessels should be especially examined in pa-
tients with large tumor masses in RP because the in-
volvement of the walls of vena cava and aorta ranges
from 6% to 10% of these patients. If the infiltration of
the walls of large blood vessels were suspected, MRI
would be the right choice for examination. If the inte-
rior vena cava (IVC) and/or aorta were involved, their
resection would be required because 2/3 of patients
have vital cancer or mature teratoma in tumor mass. It
is usual to use grafts designed only for aorta; venous
complications in case of resection without IVC graft are
seen in less than 5% of the time?,

Extensiveness of surgery

The question of surgical approach and need for the ex-
tensiveness of surgery has been raised. There are two
optionsto approach the residual tumor - classical open
surgery and laparoscopic surgery. By so far published
experiences, the classical open approach has been still
the method of choice, while the laparoscopic method
is reserved for the centers practicing exclusively lap-
aroscopy and in the event of small residual masses®,.

PC-RPLND is a very complex surgical procedure re-
quiring profound knowledge of surgery of vascular
and intestinal structures as well as specificity in treat-
ment of testicular tumors. In relation to the size and ex-
pansion of residual tumor mass in RP, a surgeon may
modify the approach to RP space. Medial laparotomy
from the processus xiphoideus to symphysis may be
applied in the majority of patients with unilateral in-
frahilar disease, while Chevron incision may be used
in suprahilar and bilateral disease. Thoracoabdominal
approachis used in 10% of patients with the persistent
retrocrural disease and it requires brilliant knowledge
of retroperitoneal anatomy for avoiding significant sur-
gical complications.

The extensiveness of surgery has been analyzed
pretty much in literature, and the conclusion is that in
some cases (tumor smaller than 5 cm) a surgeon may
use so - called modified plan of operative field both for
the right - side and left - side tumors, which will not in-
terfere with the oncological treatment result, but will
have a significant effect on reduction of morbidity of
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operation.To what extent a modified plan of operative
filed may “miss” a residual tumor was shown by study
of Carver and associates'®. The study analyzed 532 pa-
tients who had PC - RPLND, and followed the localiza-
tions of residual tumors in relation to modified plan of
operative field. Residual tumor or teratoma was found
in 7% - 32% of patients depending upon how modi-
fied plan of operative field was defined. In the right -
side modification, residual tumors or teratoma were
found in 32% of paraortic and 23% of preaortic nodi,
while in the left - side in 29% of interaortocaval, 11%
of precaval and 10% of paracaval specimens. Residu-
al disease in contralateral iliac nodi was found in 4% of
both left - and right - side specimens. This study is only
a confirmation that the decision on the extensiveness
of surgery must be made by an urologist with great ex-
perience in treatment of testicular tumors.

lllustration of modified plan of operative field

A special entity is teratoma“growing” syndrome. It ap-
pears in patients during the initial chemotherapy who
have growing tumor mass in RP with normal or nor-
malization of STM values. It is the question of chemore-
sistant teratoma. An adequate mode of treatmentisa
complete surgical resection in the form of complete
bilateral lymphadenectomy since this teratoma is
chemoresistant and no “salvage” or other chemother-
apy will produce good response. Although teratomais
abenign tumor, it may cause a serious morbidity by its
growth, and eventually mortality. Early recognition of
this form of tumor will bring about early surgical resec-
tion of RP mass what will finally result in complete cure.
If tumor resection was not complete, this tumor would
recur in very high percentage (up to 83%)3".

Abdominal MSCT - Teratoma growing syndrome
Special forms of pc- rpind

Two forms of PCRPLND are singled out, termed as“sal-
vage”and“desperation”PC - RPLND. They are applied in
patients who, after the initial CHT, still have increased
STM values independently from radiological response
of the enlarged RP lymphatics, so they subsequently
receive “salvage” CHT which will result in restoration of
STM to normal. In these patients, the probability of the
presence of vital cancer in residual mass is as high as
55% of cases in comparison with patients after the in-
itial CHT. Probability of vital cancer will be lower if“sal-

The role of postchemotherapeutic lymphadenectomy in the treatment

of testicular germ cell tumors p. 26 - 33

vage”therapy is based on taxanes (14% vs 42%), while
teratoma incidence is approximately the same and ac-
counts for 30% - 35%?.

A special group includes patients with residual tu-
mor mass without any normalization of STM values
even after the “salvage” CHT. The patients, who under-
go “desperation” PC - RPLND, have teratoma and ne-
crosis in 20% - 40% and 10% - 20% of specimens, re-
spectively. One should be aware of the fact that some
conditions, which are not directly associated with tu-
mor, may consequently manifest the persistence of
STM values such as liver dysfunction (AFP), marihua-
na abuse and hypogonadism (hCG)?'.

PC-RPLND is not recommended in patients in whom
hCG level rises in spite of performed measures of treat-
ment because their prognosis of disease is very poor.

Two - year survival of patients with vital tumor found
in residual mass is 44%, and with increased AFP and
hCG levels is 17%2%.

Complications of pc- rpind

In comparison with primary RPLND, PC - RPLND results
in higher level of complications ranging from 7% to
30%, and mortality is around 1%. The complications
after this surgical intervention are most often minor
(wound infection, paralyticileus, transient hyperamyl-
asemia, lung atelectasis), while serious complications
appear in less than 2% of cases (injuries to renovas-
cular structures, acute renal failure, obstructive ileus,
chylous ascites...). Retrograde ejaculation with con-
sequential sterility is well known complication in pa-
tients with the complete bilateral lymphadenectomy.
Tumor size, its localization and postchemotherapeu-
tic desmoplastic reaction significantly affect the level
of complications. Fortunately, advancement of surgi-
cal techniques and perioperative treatment has led to
reduction of complications over time32,

In different series, a percentage of complications de-
pended on the experience of centers where operations
were performed. In a German series from Dusseldorf,
a total proportion of postoperative complications was
less than 12% (out of which, even 55% of patients with
moderate and poor ICGCCCG risk factors, 14% in late
recurrence and 10% in“redo” PC - RPLND)*'¢

Conclusion
PC-RPLND s an integral part of interdisciplinary man-
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agement of patients having testicular germ cell tumors
with the advanced metastatic disease upon the com-
pletion of CHT. Unfortunately, in spite of all attempts
and performed studies until these days, there are no
clinical parameters that may determine the histologi-
cal characteristics of residual tumor mass after the end
of CHT.

In patients with metastatic seminoma, PC - RPL-
ND would be indicated only if the finding of residual
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histology of testicular tumor. PC - RPLND is a complex
surgical procedure, which should be performed in ter-
tiary centers with great experience in treatment of tes-
ticular tumors.
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High risk prognostic factors
after radical prostatectomy

Stefanos Adamis, loannis Varkarakis
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Prostate cancer encompasses a wide spectrum of tumor phe-
notypes with differing prognoses and tumour recurrence is
observed in a significant number of these cases. As treat-
ment should be tailored to each individual patient depend-
ing on the features of their disease, urologists need to be
able to estimate treatment outcomes. This paper presents

Introduction

Prostate cancer is considered the 3rd most common
solid tumour condition in Western countries, after lung
cancer and colon cancer. It is estimated that 500,000
new patients are diagnosed with prostate cancer
worldwide each year? and every pa- ‘

tient is faced with two basic questions: 4"

the parameters that determine the risk of recurrence after
radical prostatectomy. These parameters are based on clin-
ical and histopathological findings, as well as on abnormal
changes in PSA values after surgery. Taking these parame-
ters into account, urologists can determine the further ap-
propriate treatment of patients.

subsequently, in increasing the probability of cure af-
ter local treatment. Therefore, the rate of clinically ad-
vanced prostate cancer out of all newly diagnosed
prostate cancers dropped, from 41% in the 80s, to <9%
in the 90s*>. However, despite this favourable shift in

the disease stage, which has led to a

significant reduction in mortalityand a

what should be done to better man- Key words significantincrease in disease - specific
age the dlsiase. a.nfj IWhat is his I;fg exh prostate cancer; su.r\l:nl:e?I Late:S,IIS % of patlﬁnts pLesent
p:ctancy a jcer mrl]tla tt;eatm;?g. Iot radical prostatectomy; Wlt. ' igh - rlls clalncedr, w oss;:‘ arac-
these questions have been difficult to histopathological teristics are locally advanced disease

answer up to now, because, despite the
fact that prostate cancer shows relative-
ly slow progression, exceptions to this
rule have often been observed and many cases of ag-
gressive forms of the disease have been described. In
fact, prostate cancer is still the second most common
cause of death in men3.

During the last two decades, PSA mass testing has
helped in the early diagnosis of prostate cancer and,
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findings; recurrence risk

or distant metastases®. The majority of
these patients have a worse 10 - year
cancer specific survival rate. Howev-
er, in many cases, this rule does not apply and prog-
nosis is better than expected’. On the other hand, in
15 - 40% of patients with early - stage prostate can-
cer, the disease will progress, despite appropriate in-
itial treatment®. Therefore, the inaccurate assessment
of the disease’s risk profile may lead to improper treat-
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ment, such as the indiscriminate use of hormonal ma-
nipulations or other adjuvants, as well as the incorrect
exclusion of certain patients from potentially healing
topical treatments®.

This review presents the risk factors for recurrence af-
ter radical prostatectomy (RP). Radical prostatectomy
(RP) is an effective method of treatment for patients
with locally localised disease and has been shown
to reduce the risk of death due to this. Approximate-
ly 40% of patients who choose treatment for curative
purposes undergo RP'°. One of the key advantages of
RP is the possibility of accurate staging, based on the
histopathological evaluation of the removed prostate.

A disease with advanced histopathological findings
is found in 38% to 52% of patients''. Any form of extra-
prostatic extension of the disease is linked to a signif-
icantly increased risk of recurrence and progression,
expressed through the early measurement of detect-
able PSA levels, known as biochemical failure (BCF)'™.
The natural history of prostate cancer with biochemical
failure after RP may vary. However, about two - thirds of
these patients will develop metastatic disease if there
is no therapeutic intervention and most of them will
die of the disease'. The most comprehensive study of
the natural history of prostate cancer and biochemi-
calfailure published was conducted in 1997, on a large
series of post - RP patients™. This study observed bio-
chemical failure in 15% of cases, while the mean time
between RP and BCF was 3.5 years. The five - year clin-
ical recurrence rate was 27 - 60% and was found to be
linked to the interval between RP and BCF, the Gleason
score of the prostatectomy preparation and the PSA
doubling time (PSA - DT). The mean time from BCF to
clinical recurrence was 8 years.

High risk pathological factors after RP
Gleason Score of the surgical preparation
As known, the histological differentiation of the tu-
mour usually reflects its aggressiveness. It is generally
accepted that the Gleason Score (GS) is one of the most
influential factors in determining the therapeutic treat-
ment of prostate cancer'®. Thus, a GS of 8 - 10is clearly
linked to disease progression and is considered a poor
prognostic factor.

In the surgical preparation, there can be more than
two primary Gleason grades. The third most preva-

lent pattern in Gleason grading, i.e. that occupying
the third largest tumour region, is called the tertiary
Gleason grade. In surgical preparations where the ter-
tiary Gleason grade is higher than the corresponding
primary and secondary grades (usually grade 4 or 5),
this is also recorded. There is increasing evidence that
small areas with a grade 4 or 5 tertiary Gleason score
are linked to aggressive abnormalities and a high risk
of BCF'®'%, Recently, in a prospective study, Alenda et
al.?° showed that the primary Gleason garde remained
a statistical prognostic factor for BCF (P =0.018) at mul-
tivariate analysis level. When the analysis was based on
the pathological stage and the surgical margins, the
prognostic value of the primary Gleason grade was im-
portant for pT2R0, pT3 - 4R0 and pT3 - 4R1 stage tu-
mours, while the survival curves showed no statistical
difference in tumour stage pT2R1 (P=0.672). The au-
thors concluded that the primary Gleason grade 4 was
an independent prognostic factor for BCF.

Moreover, a high Gleason Score of the surgical prepa-
ration is a more important factor than the extracapsu-
lar extension of the disease. Epstein et al.?' observed
that in patients with extracapsular disease extension
without invasion of the seminal vesicles and lymph
nodes, high - grade tumours showed a significantly
greater risk of progression compared to lower grade
tumours, suggesting that the extracapsular extension
of the disease alone, in the absence of other patho-
logical factors (e.g., high Gleason Score, positive surgi-
cal margins) does not imply a high risk for recurrence.

Positive surgical margins

Positive surgical margins (PSM) are defined as the pres-
ence of tumour at the inked surface of the resected
RP specimen. There are two types of PSMs: iatrogenic
and non - iatrogenic. In other words, PSMs can be the
result of resection in patients with extraprostatic dis-
ease (stage pT3a), or of capsular incision in localised
disease (stage pT2+)%. From an oncological viewpoint,
the presence of PSMs in the RP preparation theoret-
ically implies the inadequate removal of the malig-
nant tumour. Retrospective studies have demonstrat-
ed the existence of PSMs as a risk factor for future BCF
in all patients with clinically localised disease®. There-
fore, PSMs have been associated with poor prognosis
in several studies, and most researchers consider them
as an independent prognostic factor of prostate can-
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cer recurrence after RP?2%, However, other research-
ers question the above findings, claiming that PSMs
are not an independent prognostic factor of recurrence
and disease progression?. Furthermore, there are stud-
ies showing that, in the coexistence of abnormalities,
such as a rate of Gleason grades 4/5 in the RP prepara-
tion, invasion of the seminal vesicles and lymph node
invasion, the existence of PSMs plays no role in the as-
sessment of the oncological outcome?. Thus, the influ-
ence of surgical margins on disease progression in pa-
tients after RP remains controversial and it is debatable
whether PSMs are the result of the unfavourable bio-
logical behaviour of the tumour, of technical errors, or
both. Itis understood that iatrogenic capsular incisions
in low - grade localised prostate cancer have a differ-
ent prognostic value than PSMs due to extraprostatic
extension in high - grade tumours?. In a retrospective
study, Eastham et al.® found that PSMs were signifi-
cantly higherin patients with stage pT3 disease (35.7%)
than in patients with pT2 disease (13.6%). Similar find-
ings were reported by Vis et al.?%, in a similar popula-
tion study, in which the rates of PSMs in stage pT2 and
pT3 disease were 18% and 40% respectively (p<0.01).
However, in a recent retrospective study of 300 post -
RP patients, Psutka et al.* showed that the presence of
PSMs was associated with a shorter time to BCF in pa-
tients with stage pT2, but not in patients with stage pT3
disease, whereas, in the latter, the existence of PSMs
was not linked to an increased risk of BCF (HR: 0.747;
95% Cl: 0.328 - 1.703). However, there are also studies
showing that there are differences in the meanage and
mean preoperative PSA values between cases with and
without PSMs, concluding that the differences in the
rates of PSMs may depend on other parameters, other
than the histopathological stage of the disease, such as
preoperative PSA values and the Gleason score of the
prostatic biopsy3°3'. Alkhateeb et al." observed that
the preoperative PSA values and the Gleason Score of
preparation are linked to the rates of PSMs, and thus,
when patients were categorised according to the D’
Amico classification system in 3 risk categories for re-
currence, those who were low - risk presented lower
PSM rates than the corresponding mid - and high -
risk patients. (12.3% vs 21.8% and 34.5% respective-
ly, p<0.001).

Some studies have investigated the prognostic sig-
nificance of the location, number and extent of PSMs.

High risk prognostic factors after radical prostatectomy, p. 34 - 43

Some of them noted a difference in the risk of recur-
rence between focal or solitary PSMs and extensive or
multifocal PSMs*2, while others found no difference?,
Sofer et al. 32 demonstrated that BCF was significant-
ly more frequent in patients with multiple PSMs, com-
pared to patients with a solitary PSM (HR: 2.19; 95% Cl:
1.11 - 4.32); however, the anatomical location of the
PSM did not play a role. On the other hand, Eastham
et al.2® demonstrated that BCF was significantly affect-
ed by the specific anatomical location of the PSMs,
showing that a posterolateral prostatic location has
the greatest recurrence rates in the existence of PSMs.
Other studies report that solitary PSMs in the area of
the prostatic apex are linked to higher recurrence rates
and shorter times to disease progression®*, while other
studies show that PSMs in the prostate base area pres-
ent the greatest risk for BCF*, However, it remains un-
clear why PSMs in a specific area of the prostate can be
a prognostic factor for recurrence of the disease, while
in others not.

Extraprostatic extension

Extraprostatic extension (EE) of the disease is defined
as the presence of neoplastic prostatic glands outside
the prostate, in the periprostatic tissue. The term EE
was accepted in 1996 and replaced the hitherto used
terms, such as extracapsular or extraglandular inva-
sion, penetration, or perforation3®. Nevertheless, disa-
greements about what the term Extraprostatic exten-
sion comprises still exist. This definition is, however,
somewhat oversimplified as the prostate does not pos-
sess a histological capsule and it can be challenging for
pathologists to identify the boundary of the gland*’. It
therefore follows that the diagnosis of extraprostatic
extension can be made with varying criteria in different
regions of the prostate®®. In the posterior, posterolat-
eral and lateral aspects, the diagnosis of extraprostat-
ic extension is relatively easy, as the tumour is located
in the periprostatic fat®.

Extraprostatic extension is a well documented
pathological prognostic factor for prostate cancer and
its precise diagnosis is imperative for correct further
treatment after RP. Both EE and PSMs have prognostic
significance. Although several studies show the supe-
riority of one over the other, in most of them, the sep-
aration of these two factors as to their prognostic sig-
nificance proved difficult®. The probability of assessing
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the prognostic significance of a factor in multivariate
studies depends on the type and number of other fac-
tors*. Thus, for example, in patients with invasion of
the seminal vesicles or regional lymph nodes, the PSMs
or EE of the disease are probably not independent
prognostic factors. Although their prognostic signifi-
canceisimportantin the absence of other factors, it is,
however, less important when other risk factors, such
as invasion of the seminal vesicles and lymph nodes,
coexist. The independent prognostic significance of
the EE of the disease is less certain than that of PSMs.
However, studies have shown that EE does have a cer-
tain prognostic value. More specifically, it has been re-
ported that the rates of 5 - year and 10 - year progres-
sion free survival in patients with EE without PSMs are
48% - 76% and 46% - 90%, respectively***, In patients
with EE and PSMs, these rates were 33% - 55% and 20%
- 53% respectively?*3044,

The relationship between EE and PSMs remains un-
known. Only a limited number of studies have evaluat-
ed the effect of these two factors on disease progres-
sion, in the absence of other risk factors. In one such
study, Cheng et al.** observed that there is a significant
correlation between these two factors, as patients with
EE and PSMs had higher rates of disease progression
compared to those with EE or PSMs alone.

Seminal vesicle invasion

Seminal vesicle invasion (SVI) is defined as the inva-
sion of the muscular wall of the seminal vesicles. SVl is
linked to poor prognosis, as it usually concerns pros-
tate cancer with a poorly differentiated large tumour,
which has a high likelihood of extraprostatic exten-
sion®. In patients with SVI, disease recurrence rates af-
ter RP are almost uniform worldwide*. Nevertheless,
few studies investigating tumours with isolated SVI
have attempted to stratify the prognosis based on the
parameter of SVl alone*’. Epstein et al.*® investigated
the above question in a study of 45 patients with SVl as
an isolated finding, who underwent long - term mon-
itoring. They observed that the prognosis of patients
with SVIwas not calculated based on the malignant tu-
mour, the extent of the SVI, or the bilateral localisation
of the SVI. On the contrary, the condition of the surgical
margins and the Gleason score of the RP preparation
(Gleason score <7 vs >7) served as prognostic param-
eters, although without statistical significance. How-

ever, Ohori et al.* reported that the condition of the
surgical margins does not affect disease progression
in cases with SVI. In a series of 137 patients with SVI
as an isolated finding, Salomon et al.*° observed that
only preoperative PSA values and the Gleason score of
the RP preparation were independent prognostic fac-
tors for disease progression, while both capsular inva-
sion and PSMs were not. According to the authors, the
5 - year progression - free survival rate was 33.8%, but
rates of 5% - 60% have also been reported>'.

Malignant tumour

The prognostic value of malignant tumours (MT) for
predicting BCF after RP has been questioned and has
not yet been fully clarified. Large malignant tumours
have been associated with the existence of other ab-
normal findings, such as a high Gleason Score, PSMs,
SVl and lymph nodes>?%3, However, the role of MTs as
an independent prognostic factor for BCF remains
controversial. In a retrospective study, Salomon et al.
*found that, in a univariate analysis, the Gleason Score
of the preparation, the pathological stage of the dis-
ease, PSMs and MTs were prognostic factors. In a mul-
tivariate analysis, however, it was found that only the
Gleason Score of the preparation and the patholog-
ical stage of the disease were risk factors for disease
progression, and if these parameters are known, MTs
provide no significant prognostic information. Contra-
ry to the above, Rampersaud et al. >> found that the MT
rate is a significant prognostic factor for BCF and can
be used as a basis for stratifying patients in relation
to their pathological stage. More recently, Thompson
et al. *® reported that the disagreement on the role of
MTs arises because of the way in which they are meas-
ured.The authors concluded that MTs are a significant
prognostic factor only if they are measured directly, by
planimetry, rather than by percentile calculation. The
above findings show that although a large MT can be
a high - risk parameter for recurrence after RP, its pre-
cise role has not been clarified yet.

Perineural invasion

Perineural invasion (PI) is an abnormal finding of dis-
putable prognostic value. It seems that Pl is the route
by which the disease can extend outside of the pros-
tate. In many studies, Pl is reported as simple finding,
which is just monitored. For example, in a study of 17
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Characteristics and prognostic significance of abnormal findings after RP

Abnormal finding Prognostic significance

Gleason Score (GS)

Positive Surgical Margins (PSMs)

Extraprostatic Extension (EE)

Seminal vesicle invasion (SVI)

«Well documented prognostic factor
«GS 8-10: poor prognostic factor

- Independent prognostic factor for biochemical failure
«Their prognostic value is still disputed in multivariate analyses

+Well documented prognostic factor

« Significant correlation between PSMs and EE
- Itsindependent prognostic value is not certain

« Linked to poor prognosis

«In the presence of SVI, other prognostic parameters such as PSMs do not play animportant role in prognosis

« Its prognostic value is questionable and has not been fully clarified

Malignant tumour (MT)

« Its role as an independent prognostic factor is controversial
«In univariate analyses, it is considered as a prognostic factor for disease progression

«In multivariate analyses, it has no prognostic value

Perineural Invasion (PI)

« Not considered as a robust independent prognostic factor

«Itis linked to the presence of other abnormal findings

Lymphovascular Invasion (LVI)

«Its role as an independent prognostic factor is controversial

« Does not have significant prognostic value in multivariate analyses

patients with disease recurrence, Pl was found in 14
(82%)*’. Apart from this, no other real relationship of
Pl with recurrence has been found. Therefore, based
on the data so far, Plis not an independent prognostic
factor for recurrence of the disease®®.

Lymphovascular invasion

Lymphovascular invasion (LVI) is an abnormal finding
after RP and is defined as the presence of tumour cells
in the vascular or lymphatic endothelial network. The
incidence of LVl in RP preparations has been report-
ed to be between 5% and 53%°. LVI has been associ-
ated with other abnormalities, such as a high Gleason
score, a high pathological T stage, PSMs and SVI®®®', Its
role as an independent prognostic factor for disease re-
currenceis disputed. Itis reported that LVlis linked to a
great extent with high rates of disease progression af-
ter RP®942, De Taille et al.®® observed that the biochem-
ical recurrence - free survival rate was 30% in patients
with LVIand 92% in patients without LVI. Ouden et al.**
consider that LVl is a significant prognostic factor for bi-
ochemical, local clinical recurrence, distant metastases
and overall survival. There are studies demonstrating
an independent, significant correlation of LVI with dis-
ease progression in multivariate analyses.52-%>, Howev-

er, other studies have found that LVl has no significance
in multivariate analysis, in the coexistence of other pa-
rameters, such as preoperative PSA values, lymph node
metastases, and the Gleason score®. Recently, Yee et
al.* made reference to the correlation of LVI with high
preoperative PSA values and Gleason scores, and a
greater likelihood for EE, PSMs, SVI and lymph node
metastases in a univariate analysis (P <0.001 for all). At
a median follow - up of 27 months, LVI was significant-
ly associated with an increased risk of BCF after RP in
both a univariate (P <0.001), and a multivariate analy-
sis. (HR: 1.77;95% Cl: 1.11 - 2.82; P=0.017). Despite this,
the authors concluded that LVI had a small contribu-
tion to prognosis as compared to other risk factors in
ashort follow - up.

Lymph node invasion

Lymph node invasion (LNI) is a well established inde-
pendent prognostic factor in patients with prostate
cancer and its existence implies a poor prognosis com-
pared to patients without LNI* %, Indeed, even today
RP is abandoned if lymph nodes positive for metastasis
are found during the resection of pelvic lymph nodes.
The above management was based on a theory, sup-
ported by many authors, according to which the sur-
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gical removal of the prostate in patients with positive
lymph nodes does not impart any benefit in survival,
due to the systemic nature of the disease ®.The above
theory was confirmed by a large randomised EORTC
trial’®, which investigated the difference between ear-
ly and late hormone therapy in stage pN1 - 3MO pros-
tate cancer, without topical treatment of the primary
tumour.

However, in 1999, a Mayo Clinic study in patients
with high - risk prostate cancer with positive lymph
node metastases showed that, compared to hormone
therapy, the combination of RP and hormonal thera-
py significantly improved overall survival in a care-
fully selected number of patients with similar ages,
T stages, numbers of positive lymph nodes and pre-
operative PSA values”. The 10 - year overall surviv-
al rate was 65% for patients who underwent RP and
hormonal therapy, versus 30% for patients who un-
derwent hormone therapy alone. More recently, En-
gel et al.”? published data from the Munich Cancer
Registry, which supported the Mayo Clinic study and
showed better survival rates in patients who under-
went RP despite the presence of lymph node metas-
tases, compared to patients in whom RP was aban-
doned after diagnosis.

Several studies have attempted to clarify what fea-
tures of LNI have significant prognostic value. Such are
considered, amongst else, the malignant tumours of
lymph nodes, the number of positive lymph nodes, the
density of lymph nodes, the extranodal extension of
the disease, lymphovascular invasion and tumour dif-
ferentiation. In the event of LNI, the small size and the
small volume of the tumour are considered favourable
characteristics’®. However, the current prostate cancer
staging system has no subcategory for lymph node
positive patients, which could provide a better picture
for the prognosis of these patients.

Changes in PSA values after RP

Changes in PSA values after RP have been thoroughly
investigated regarding their usefulness as prognostic
factors for clinical progression (CP) and prostate cancer
specific mortality (PCSM).The PSA doubling time (PSA
- DT) after RP is directly related to CP and PCSM. Zhou
et al.”*investigated the prognostic factors for PCSMin
a series of 489 patients with biochemical failure, which
included the PSA - DT, the Gleason score, and the inter-

val between RP and BCF. The authors found that a PSA
- DT of < 3 months was significantly linked to PCSM,
whose rate 5 years after BCF was 31% in patients with
a PSA - DT of < 3 months, compared to 1% in patients
with a PSA - DT of = 3 months. Pound et al.” found that
a PSA - DT of <10 months could predict the time un-
til metastatic disease progression. However, the PSA -
DT was dependent on the Gleason score of the prepa-
ration and a Gleason score of > 7 was a more robust
prognostic factor of metastatic disease progression.
This study nevertheless showed that the most signifi-
cant prognostic factors were the interval between RP
and BCF and the advanced histopathological stage of
the disease.

In general, many authors consider the PSA - DT rep-
resentative for PCSM’6, Patel et al.”” report a close rela-
tionship of a PSA - DT of < 3 months with clinical pro-
gression of the disease; however, 43% of patients with
clinical progression in their study had a PSA - DT of >
6 months. In addition, there are data supporting that
the majority of patients who die from prostate cancer
have a PSA - DT of =3 months’, and therefore that the
determination of the risk of disease progression should
not be based on the PSA - DT alone.

The following table summarises the main patholog-
ical findings after RP in conjunction with their prog-
nostic value.

Conclusion

Prostate cancer is a clinical entity that concerns a very
diverse group of patients. The complex natural histo-
ry of the disease and the lack of an accurate determi-
nation of risk can lead to delayed decisions on further
treatment. The aim of the initial treatment is to prevent
death and minimise complications. In other words, the
endpoint of every therapeutic intervention is the pa-
tient’s survival. Therefore, the inaccurate determina-
tion of risk may lead to improper treatment, such as
the indiscriminate use of hormonal therapy or other
therapeutic options, or, on the other hand, to the ex-
clusion of certain patients from curative treatment op-
tions. The determination of the risk of recurrence and
disease progression after RP is based on specific clin-
ical and histopathological findings. However, the as-
sessment of these findings should be done with great
care, to allow further treatment to be tailored to each
individual patient.
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Introduction and objectives: PSA measurement is used in
both mass and opportunistic prostate cancer screening while
most quidelines recommend informed decision making about
whether to undergo screening and PSA testing. Unfortunately,
patients'attitude towards screening and knowledge of the pros
and cons of the test has not been thoroughly assessed. The pur-
pose of this study is to review the patient de- p

mographic characteristics and PSA distribution ‘(

from 0.01to 109.4 ng/mL (mean 1.38 £ 2.31 ng/mL). De-
pending on the cut - off value (>2.5, >3.0 or 4.0 ng/mL), a
subsequent diagnostic evaluation (probable prostate biop-
sy) could be indicated in 13.5%, 9.8%, and 5.4% of the men
comprising our study group, accordingly. PSA was measured
for the first time in 27.9% of the study population.

Conclusions: Although our study is not
a cross - sectional one, it shows a favora-

in a self - selected population of men taking K_ey wprds i ble attitude of the Greek male popula-
advantage of a free PSA measurement during Prostatic speqﬁcanhgen; tion towards PSA testing since 72.1%
the 2014 Prostate Cancer Awareness Week. screening; of participants reported having a PSA

Materials and Methods: The study com-
prised 4,453 men presenting for the free
PSA test. All men provided unconditionally data of their de-
mographics, history of lower urinary tract symptoms (LUTS)
and history of their last PSA measurement and previous uro-
logical examination.

Results: The offer of a free PSA test attracted a total of
4,453 men. Men’s age ranged from 37 to 91 years (mean
57.1 £ 8.9 yrs). The majority was between 50 and 70 yrs
while 24.7% were <50 yrs and 7.6% >70 yrs. PSA ranged

self - selected population

test in the past. Free PSA testing at-
tracts younger people than those par-
ticipating in large, mass screening studies as well as a cer-
tain proportion of men undergoing testing without being
appropriate candidates for screening according to contem-
porary guidelines. Although offering free prostate screening
is a successful method of reaching men who might other-
wise not be tested, parameters of men’s knowledge, atti-
tudes, and health beliefs and behaviors should be further
exploited.
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Figure 1: Distribution of age groups in our cohort (bars in gray); bars in black
represent the distribution of the corresponding age groups in the population of
males in Greece (Hellenic Statistical Authority, 2011 population census)
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Figure 3: Percentage of cases with PSA levels exceeding 2.5, 3.0, and 4.0 ng/mL

Introduction

The prostate - specific antigen (PSA) test is a simple
blood test measuring a natural protein produced by
the prostate. Although mass and opportunistic pros-
tate cancer screening with PSA is widespread’ -3, PSA
testing remains controversial. While it may lead to the
detection of cancers at an earlier stage and a modest
reduction of prostate cancer mortality?, it also carries
a substantial risk for over - diagnosis and over - treat-
ment>. As a result, most professional guidelines rec-
ommend an informed decision making for prostate
cancer screening with PSAS. However, recent stud-
ies show low level of patient - provider communica-
tion” and variable effectiveness of decision aids for
decision - making in clinical or community settings®.
A community - or a nation - based intervention to
promote informed decision making for prostate can-
cer screening with PSA should take into considera-
tion patient, physician and system barriers. The annu-
al Prostate Cancer Awareness Week is a form of such
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Figure 2: PSA distribution in the study group
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Figure 4: Distribution of study attendees by time from last PSA measurement

an intervention giving the opportunity to assess the
characteristics of those who take a PSA test on their
own initiative.

Materials and Methods

In 2014, a privately owned diagnostic laboratory
offered a free PSA test during the Prostate Cancer
Awareness Week. The offer was publicized through
newspaper and television advertisements. All men
assessed agreed to provide a brief urologic histo-
ry including prior PSA screening. Men with known
prostate cancer were excluded. Blood samples were
analyzed using the Advia Centaur immunoassay sys-
tem (Siemens, Germany. A spreadsheet containing
all available information omitting patients’identifi-
cation was then donated to the Hellenic Urological
Association -the sponsor of Prostate Cancer Aware-
ness Week - for further analysis and optimal exploita-
tion. Analyses were conducted with SPSS software
(Version 21.0).
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Age specificmean PSA levels for US, European and Greek men without known

prostate cancer

Estimated mean PSA, ng/mL (95% Cl)

40-44 0.84(0.75-0.92) 0.74(0.68-0.81)
45-49 1.00(0.81-1.20) 0.81(0.70-0.92)
50-54 1.59(1.08-2.09) 1.08(0.98-1.19)
55-59 1.30(1.02-1.57) 1.34(1.23-1.46) 1.28101.70 1.64
60-64 1.49(1.28-1.70) 1.63(1.51-1.76) 1.75t02.87 1.80
65-69 1.89(1.35-2.44) 1.86 (1.71-2.00) 2.48103.06 2.18
70-74 2.37(1.94-2.79) 2.41(1.63-3.16)
75-79 3.66(2.87-4.43) 2.52(1.37-3.67)
80+ 4.04(3.05-5.03) 3.21(1.29-7.71)
Overall 1.56(1.37-1.74) 1.39(1.31-1.46) 1.7t03.3 1.90
*NHANES, National Health and Nutrition Examination Survey, **minimum and maximum values for different centers
Results Discussion

The offer of a free PSA test attracted a total of 4,453
men. Although the test was by guidelines recom-
mendation offered to men aged 50 to 75, men un-
derand over that age range were also assessed. Men'’s
age ranged from 37 to 91 years (mean 57.1 £ 8.9 yrs).
The majority was between 50 and 70 yrs while 24.7%
were <50 yrsand 7.6% >70 yrs (Figure 1). PSA ranged
from 0.01 to 109.4 ng/mL (mean 1.38 £ 2.31 ng/mL).
PSA distribution within the study cohort as well as by
age group is shown in Table 1 and Figure 2. Although
quite slight, mean PSA value increased significantly
(p<0.001) by age with significant variations within the
70to 74 and 80 to 84 age groups.

Depending on the cut - off value (=2.5, 23.0 or >4.0
ng/mL), a subsequent diagnostic evaluation (prob-
able prostate biopsy) could be indicated in 13.5%,
9.8%, and 5.4% of the men comprising our study
group, accordingly. Cases with PSA levels exceeding
the cut - off values mentioned above where identified
along all age groups (Figure 3).

Based on participants’ statement, PSA was meas-
ured for the first time in 27.9% of the study popula-
tion. The rest of them had a PSA measurement in the
past 1to 15 years (Figure 4).

Community - based free prostate cancer screening
programs have helped in overcoming, among oth-
ers, the financial constraints that could hinder seeking
screening®'’. Prostate cancer awareness week during
which prostate carcinoma screening with digital rec-
tal examination and PSA testing is provided free or at
low cost has become the largest screening programiin
USA sinceits inceptionin 1989 and has contributed to
the early detection of prostate carcinoma and a shift
in stage of disease at diagnosis''. The rates of PSA test-
ing to detect prostate cancer vary significantly across
countries. A USA population survey reported that 41%
of men aged 50 or older reported having had a PSA
test within the past year'. In Australia a cross section-
al survey reported that 67% of family practice attend-
ees aged 40 or older recalled having a PSA test in the
past five years'. In comparison, in the United Kingdom,
only 6% of men aged 45 - 89 in the family practice set-
ting undergo testing each year'. Data as such are not
available in Greece. Although our study is not a cross
sectional survey, it may suggest a favorable attitude of
the Greek male population towards PSA testing since
72.1% of our study participants reported having had a
PSA testin the past. This is comparable to the percent-
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age (72%) reported by those attending the East Har-
lem Partnership for Cancer Awareness free screening
program’®.

Patient characteristics including PSA kinetics and
mean PSA values by age group are available only from
large mass screening programs or community - based
studies™ s, Mean age at entry was 60 yrs (range, 55 -
69) for the ERSPC (European Randomized Screening
for Prostate Cancer) and 63.5 yrs (range, 55 - 74) for the
PLCO (Prostate, Lung, Colorectal and Ovary cancer) tri-
al'>. Similarly, the mean age of those who accepted -
upon invitation - to participate at the ProtecT (Prostate
Testing for Cancer and Treatment) study in the United
Kingdom was 62.3+4.8 (range, 50 - 70 yrs)". Likewise,
the mean age of the whites participating in the 1993
and 1994 Prostate Cancer Awareness Week was 61.4 yrs
(range, 40 - 79 yrs)'S. However, age of those attending
other free prostate cancer screening programs seems
to be different: ages spanned from 40 to 68 years with
a mean age of 50 £ 7.4 yrs in a study from Southeast-
ern United States®, from 34 to 86 years with a mean
age of 58 years at the East Harlem Partnership for Can-
cer Awareness free screening program'®, from 40 to 83
years with amean age of 57.4 + 10.1 in those attending
a free prostate cancer screening program at an equal
access tertiary care center in the USA', and from 37
to 91 years with a mean age of 66.5 years in those of-
fered prostate cancer screening in the Knoxuville, Ten-
nessee metropolitan area'. Age in our study cohort
ranged from 37 to 91 years (mean 57.1 £ 8.9 yrs) indi-
cating, in accordance to similar studies, that free PSA
testing attracts younger people than those participat-
ing in large, mass screening studies. Another finding
from our study and from those offering free PSA test-
ing®1%181% is the proportion of men undergoing test-
ing without being appropriate candidates for screen-
ing according to contemporary guidelines. The reasons
for this might denote inappropriate knowledge or
guidance about PSA testing and/or exaggerated anx-
iety and/or fear of prostate cancer; nevertheless, the
phenomenon must be further exploited. The distribu-
tion of PSA values among men without known pros-
tate cancer in the general male population seems to be
no different among countries or even continents. De-
spite of not being a mass screening study, our cohort
showed comparable characteristics to men from large
cross - sectional surveys and screening trials (Table 1)'>

2, PSAvaluesincrease with age; the factors involved in-
clude increasing prostate volume, prostate infections,
prostatic infarction, microscopic prostate cancer, and
prostatic aging. Age - specific PSA reference ranges are
aresult of the increasing mean PSA and increasing PSA
variance in successively older cohorts of men's.
“Normal”and “abnormal” PSA levels have haunted
the scientific community from the 1980s. After several
trials, a level of more than 4 ng/mL became the stand-
ard for prompting further diagnostic evaluation?'.
However, data from a large, multicenter trial showed
that over 15% of men with PSA < 4 ng/mL who under-
go prostate biopsy may be found to have prostate can-
cer?2, This has reignited the discussion over “normal”
PSA levels and whether the threshold for prostate bi-
opsy should be lowered despite of the concomitant
lowering in specificity. In the ERSPC trial PSA cut - offs
varied from 2.5 to 4.0 ng/mL while in the PLCO study
it was set at 4.0 ng/mL'">. The percentage of men with
PSA levels =4.0 ng/mL in our study group was 5.4%;
however it increased to 7.4% if men aged less than 55
and over 70 were excluded. The increased percentage
of young men (< 40 years) with PSA levels >2.5 ng/
mL (12.2%) can be attributed to contamination with
possible prostatitis cases. In the ERSPC trial the corre-
sponding percentage of men with PSA levels 4.0 ng/
mL ranged from 8% in Finland and Spain to13% in Bel-
gium (1%, 12% and 8% for Italy, Portugal and Spain, re-
spectively)’, while in the PLCO trial it was 7.9%%.
Despite the relatively high rates of opportunistic PSA
testing worldwide, routine screening remains contro-
versial given the results of a recent meta - analysis of its
effect on mortality®. Nevertheless, prior to undertaking
PSA testing, a number of risks and benefits should be
disclosed to patients*; consequently, shared decision
- making is recommended by all major urological soci-
eties®. Prior research has, however, shown poor knowl-
edge of the risks and benefits of PSA testing among
men reporting having received a PSA test in the past'>*.
Although offering free prostate screening is a suc-
cessful method of reaching men who might otherwise
not be tested'’, they may also attract men who are not
candidates for screening or have an incomplete or in-
accurate knowledge of prostate cancer. Parameters of
men'’s knowledge, attitudes, and health beliefs and
behaviors should be further exploited as they could
assist in the design of educational interventions.
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NMepilnyn

Ikomag: 0 mpoadiopiopd Tou PSA ato aipa pnotpomoteital
0TOV TTPOCUHMTWHATIKG éNey)0 TOU TTPOGTATIKOU KaPKivou T000
Hadika 660 kat evkaiptakd. Avatuywg dev

EXEL PEXPL TWPA YiveL pia depebvnon Twv

AnmoteAéopata: H nAikia Twv avdpwv kupdvenke amo 37
¢w¢ 91 étn (péon 57,1 £ 8,9 €m). H mhewpneia frav peta-
€0 50 ka1 70 eTwv, eve 24,7% frav < 50
€twv Kat 7,6 % > 70 etwv. To PSA Kupdv-

UTTEP KL TWV KaTa 600V apopd T0 TEOT Kal N Aé€eng , Onke amd 0,01 éw¢ 109,4 ng/ml (péon
TN CUPTEPIPOPA TwV aBEV@V € oxéon e EupeTNPIacHOY 1R 1,38 = 2,31 ng/ml). Avahoya pie 1o
TOV TIPOOUUMTWUATIKG ENEYX0. ZKOTOC TG €101KO POOTATIKG 0pto (=2,5= 3,01 =4,0ng/ml), ével-
pelémng eivain diepedvnon Twv dnuoypagl- avtiyovo, &n ywa Boyia mpoékuye o€ 13,5%, 9,8%
KWV XapaKTnPIoTIKGV Kat Tng Slavopi¢ Tou TIPOCUUMTWHATIKOC kat 5,4% twv avépwv. To PSA petprn-
PSA a¢ évav avtoem\eypévo minBuopd katd é\eyyo¢, auto - KE Yla mpwtn 9opa oo 27,9% tou mAn-

v ePdopdda emiyvwaong Tov mpooTaTIKOY emheypévoc mAnBuopog Buopol TG perétng.

kapkivou, mov é\ape xwpa o 2014.

MéBodoc: H pehétn oupmepiéhape 4.453

avdpec, ot omoiot umofARBnkav otkel0BeN WS o dwpedv mpoo-
d10ptopo Tou PSA aipatog. Ohot mapeixav dnpoypagikd otot-
Xeia, kabwg kat ototyeia o€ oxéon pe ta LUTS, mponyolpeveg Ti-
HéC PSA, kabuwg kai mponyoupEves oupohoyIKES EEETATELC.
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Management of anastomotic strictures
after radical retropubic prostatectomy

Nikolaos Kostakopoulos, Vassilios Argiropoulos, Panagiotis Tekerlekis, Athanassios Kostakopoulos

Objective: To examine the incidence, management and out-
come of anastomotic strictures after bladder - neck sparing
radical retropubic prostatectomy (RRP).

Patients and methods: We retrospectively reviewed 445
consecutive patients (mean age 62 years, range 49 - 72) who
had open radical retro pubic prostatectomy by one surgeon
between 2004 - 2014.

Introduction

Bladder neck stricture is a well recognized complication
after radical prostatectomy reportedly occurring in 0.4 -
32%"3. Itis usually the result of scar tissue
encircling and narrowing the reconfigured
bladder neck. The constracture of bladder
neck may resultin symptoms of urinary fre-
quency, urgency, poor steam and incom-
plete emptying of the bladder. Sometimes
urinary retention may develop. The objec-
tive of the present study was to examine
the incidence, the management and out-
come of vesico - urethral anastomotic strictures after
bladder - neck and nerve - sparing open retropubic radi-
cal prostatectomy.

»4

Patients and methods
We retrospectively reviewed 445 consecutive patients

Corresponding author:

¥ Keywords

prostate cancer;
radical prostatectomy;
anastomotic stricture;
management

The IASO General hospital, Athens Greece

Results: The mean follow - up was 32 (8 - 48) months. 28
(6,2%) patients developed an anastomotic stricture. Dilata-
tion of the stricture was an effective treatment.
Conclusion: Stricture of the vesico - urethral anastomosis
after bladder - neck sparing RRP is not a rare complication,
but can usually be successfully managed with one graduat-
ed dilatation.

(mean age 62 years, range 49 - 72) who had open rad-
ical retropubic prostatectomy (RRP) by one surgeon
for clinically localized prostate cancer, during the pe-
riod 2004 - 2014. The operative tech-
nique of RRP was similar to that de-
scribed by walsh and Mostwin'. The
prostate and seminal vesicles were re-
moved through an horizontal abdomi-
nal incision with as much bladder neck
preserved as feasible, according to in-
dividual circumstances. The bladder
neck was reconstructed with mucosal
eversion and a vesico - urethral anastomosis fashioned
over a 20 F catheter using four absorbable anastomot-
ic sufures (polyglactin 3%).

One suction drain was left in situ after RRP. The ure-
thral catheter was left indwelling for 12 days. Patients
were reviewed every 3 months for the first year by

Vassilios Argiropoulos, IASO General hospital, Mesogion St.Athens, Greece, E - mail: argvas@otenet.gr
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The Incidence of bladder neck strictures in reported series of RRP since 1980

(5) 36 6

1980

(6) 1981
) 1983
(8) 1987
) 1989
3) 1990
(10) 1992
) 1996
(1) 1996
(1) 1998
(15) 2004
Present 2006

PSA assay and an enquiry about urinary symptoms.
Anastomotic strictures were generally managed by
dilatation using sounds up to 26F. After dilatations
a 16F urethral catheter was left in situ for = 12hours.
Patients who developed recurrent acute urinary re-
tention had a transurethral incision under general
anesthesia.

Results

The mean (range) follow - up was 32 (8 - 48) months,
during which 28 patients (6,2%) developed some de-
gree of bladder neck contracture. The contracture
occurred within 3 months of surgery in 20 patients
(71,4%), at 4- 12 monthsin 4 (14,3%) and at>12months
in 4 (14,3%). In addition, five men (17,8%) required
transurethral incision. All patients eventually stabilized
and voided well with a normal flow. At 1 year 96% of
men were pad - free and only two reported that incon-
tinence was a serious problem. After the transurethral
incision two patients had to use pads for 4 months dur-
ing the day only. The remaining patients were com-
pletely dry.

Discussion

The reported incidence of bladder neck stricture after
open RRP (0,4 - 32%) propably depends on the surgical
technique and patient - related factors, including the

50 6
75 3
150 13
100 9
156 15
620 0.5
135 12.6
81 49
239 15
510 9.4
445 6.2

presence or absence of previous surgery of the pros-
tate (table 1)"%35-1,

The cause of bladder neck stricture after open RRP
is probably multifactorial in most cases and to date
the fundamental mechanisms have not been well de-
fined. The factors that might contribute, include the
technique of bladder neck reconstruction, postoper-
ative urinary extravasation, previous transurethral or
simple retropubic prostatectomy, the duration of cath-
eterization after RP, overzealous diathermy for hemo-
stasis of the bladder neck and previous radiotherapy
treatment. In our series, none of the patients devel-
oped a local recurrence that could have contributed
to pour urinary flow. However, two patients had had
a previous radiotherapy as part of the management
for positive surgical margins. Also three patients had
had a previous simple prostatectomy, which potential-
ly could have made bladder neck stricture more likely
because of fibrotic changes in the periprostatic tissue
and bladder neck®',

Probably the bladder neck stricture is the result of
failure of accurate apposition of the bladder neck to
the urethral mucosa, especially posteriorly, where
it may sometimes be technically difficult to achieve
perfect urethra - vesical continuity™. In this location
there is possibility of a gap remaining between epi-
thelial surfaces, which eventually heals with fibrous
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tissue formation. A well - vascularized, watertight su-
ture line is obviously ideal for optimal healing of the
anastomosis'Z

Excessive blood loss during the operation or hemat-
oma formation soon after RRP might potentially com-
promise the vascular supply to the urethra and bladder
neck.The number and the location of the anastomotic
leakage, which could lead to subsequent fibrosis and
scarring®. However, an over - tight bladder neck re-
construction may increase the chance of subsequent
stricture.

In our patients the drain was removed the third post-
surgical day in all cases, suggesting that extravasation
was not a contributing risk factor for anastomotic stric-
trure. We also applied the technique of bladder - neck
sparing, assuming that preserving the bladder neck
might result in an earlier return of continence and re-
duce the number of anastomotic strictures without
compromising surgical margins'?.

We believe that the dilatation of stricture is the best
management which haw the minimal risk of urinary in-
continence'’. The outcome after dilatation of the stric-
ture probably depends on the length, thickens and
location of the stricture, as well as on the interval be-

MepiAnyn

IKomac: H diepebvnon g eMmTwong, TG AVTIHETWTIONG KAl TV AMOTEAEOHATWY TV
AVAOTOPWTIKGV 0TEVWHATWY PeTd amd pr{ikn mpootatektopr (PM) pe datipnon tov

auxéva Tng oupodoyov KHOTNC.

MéBodoc: Avadpopikr pehétn 445 aoBevwv (péon nAikia 62 £, €0pog 49 - 72), oL omoi-
otumoPARBnkav o avorytr omaBonPikn PIlIKN TposTaTEKTOUN A0 évav XElpoupyo amo

1020017 ew¢ 10 2014.

Anoteléopara: H péon didpkeia mapakolouBnong frav 32 (8 - 48) prvec. 28 (6,2%)

tween the original surgery and stricture development.
The cold - Knife incision of the stricture alone is effec-
tive in only 62%?3.

Moreover, incising the stricture results in urinary in-
continence almost in all patients. Reconstructive sur-
gery is very seldom required to resolve persistent blad-
der neck obstruction™. All our patients were managed
with a graduated dilatation without jeopardizing uri-
nary continence. Dilatation (sounds, bongies, balloon
catheter), stricture incision (over a guide wire) or resec-
tions have all been proposed for treatment and should
be effective. It is important to counsel patients before
radical prostatectomy about the potential risk of blad-
der neck stricture. As they have been well informed in
advance is easy to explain the necessity of dilatation
of itis required.

In conclusion, stricture of the vesico - urethral anas-
tomosis after bladder - neck sparing RRP is not a rare
complication, but can usually be successfully managed
with one graduated dilatation. All patients seemed to
be stabilized satisfactorily without recourse to more
extensive surgical procedures. Patients should be in-
formed of the possibility of stricture before and after
surgery.

» ,
v NéSag
EvpeETNpLacpov
TIPOOTATIKOC KapKivoc,
P{IKI MPOCTATEKTOHI,
aVACTOPWTIKO OTEVWHA,
AVTIHETWMION

aoBeveic avémtuéav avaoTopwTiko oTévwpa. H S1a0ToAr Tou oTevwpatog ftav pia -

TUXNC AVTIHETATION.

Tvpmépacpa: To avaoTopwTIKO 0TAVWpA PeTd amd P pe datrpnon Tou avyéva T oupodoyov KOGTNG dev ival pia omavia

emmAokr), aAd pmopei va avTipeTwmoBei emruywg pe S1aoToln.
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Evaluation of two novel urodynamic
parameters in the diagnosis
of female obstructive voiding

Kostas Vaios Mytilekas, Eleni loannidou, Marina Kalaitzi, Evangelos loannidis, Apostolos Apostolidis
2nd Department of Urology, Aristoteles University of Thessaloniki, Greece

Introduction: The Blaivas-Groutz nomogram for female blad-
der outlet obstruction (fB00) has received a lot of criticism con-
cerning its diagnostic accuracy , especially in the zone of mild ob-
struction. Our purpose was to compare the diagnostic value of two
novel urodynamic parameters, the PdetQmax > 2 Qmax (equivo-
cal BOOI=PdetQmax-2Qmax >0) and the urethral resistance fac-
tor URA >20.

Material -Study: Females with mild BOO according to B-Gnomo-
gram were divided into three groups. Group A (BOOI <0), Group B
(BOOI > 0and URA < 20) and Group C (BOOI=>

0-+URA > 20). Uroflow and pressure flow pa- ‘;

PdetQmax (detrusor’s pressure during maximum flow, p=0.002)
and of course BOOI (Bladder Outlet Obstruction Index, p<0.0001).
The proposed PdetQmax > 2 Qmax (= B0OI > 0) agreed with the
overall diagnosis of mild obstruction according to the B-G nomo-
gramin 77.78% (n=49/63) of cases while the proposed URA >
20 onlyin 41.27% (n=26/63) (Fishers exact test p<0.0001). As it
was expected, based on the high percentage of agreement, none
uroflow parameter where found to be statistically significant dif-
ferent between mild obstructive females according to B-G nom-
ogram (n=63) and the obstructive females ac-
cording to PdetQmax > 2Qmax (n=49). On the

rameters were compared between those three Key words contrary, -BVE was found to be statistically sig-
groups of females. Females with totally dys- Urodynamic study; nificant different between the B-G mild ob-
functional abdominal urination , without any female bladder outlet structive (n=63) and the URA > 20 (n=26) ob-
detrusor’s contraction or without urinary flow obstruction structive females (67.58 % vs 52.54%,unpaired

during P-F study, were excluded from the study.

One way ANOVA ,unpaired two tailed t test and fishers exact two
tailed test were used for statistical analysis .

Results: Sixty three females fulfill our inclusion criteria. Those
were categorized as non obstructive (Group A, n=14) as obstruc-
tive only with BOOI > 0 (Group B, n=23) and as obstructive with
both BOOI > 0 + URA > 20 (Group C, n=26). According to one
way ANOVA test, statistically significant differences between those
three groups were found for: f-PVR(Post Void Residual during uro-
flow, p=0.005), f-BVE (Bladder Vioiding Efficiency during uroflow,
p=0.001), Qmax (maximum flow during pressure flow study,
p<0.0001) Pdetmax (maximum detrusor pressure, p=0.01),

Corresponding author:

two tailed t test=0.017). PdetQmax (29.87 vs
36.69,unpaired two tailed t test p=0.0085) and Qmax during P-F
study (10.57 vs 6.69, p=0.0015) were found to be statistically sig-
nificant different during the direct comparison between Groups B
and C, respectively. Finally, we found that from the total 37 females
withincomplete bladder emptying during uroflow (f-BVE<80%),
62.2%,21.6% and 16.2% were already categorized in groups (,B
and A, respectively.
Conclusion: According to our results, we recommend the use of
URA cut off value 20 instead of PdetQmax > 2Qmax as a second
more strict urodynamic parameter especially in the grey (mild)
zone of female BOO.
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Uroflow parameters. Mean values and one way ANOVA test statistical analysis

f-Qmax

(ml/sec)
GroupA 59.43 19.30
Group B 74.62 15.61
Group C 181.76 13.35
ANOVA p=0.005 p=0.059

77.47 202.36 276.97
78.56% 226.83 286.25
52.54 166.35 344.26
p=0.001 p=0.216 p=0.4

Pressure Flow parameters. Mean values and one way ANOVA test statistical analysis

PdetQmax Qmax
(em H20) (ml/sec)
GroupA 26.71 19.14
Group B 29.87 10.57
Group C 36.69 6.69
ANOVA p=0.002 p<0.0001
Introduction

Despite the sufficient number of UDS parameters,-
indexes and nomograms for the diagnosis of uro-
dynamic obstruction in males, only limited and not
generally accepted parameters are being proposed
for defining female BOO. Subjective urodynam-
ic definition of obstructed voiding in females with
voiding symptoms (reduced flow, hesitancy, sensa-
tion of incomplete bladder emptying ,difficulty void-
ing) is not yet generally established'. The Blaivas -
Groutz nomogram is probably the most simple and
generally used nomogram for female BOO. Howev-
er this nomogram has received a lot of criticism as it
concerns its sensitivity and specificity, with a trend
to overestimate BOO, especially in the zone of mild
obstruction?3.

Our purpose was to compare the diagnostic value
of two novel urodynamic parameters, which both
was presented during the annual 2014 European As-
sociation of Urology (EAU) Congress, at Stockholm.
The PdetQmax =2 Qmax (4) (equivocal Bladder Out-
let Obstruction Index, BOOI = PdetQmax - 2Qmax =
0) and the Urethral Resistance Factor, URA = 20 (5).
Both of them were retrospectively evaluated in a co-
hort of females with mild BOO according to the Blai-
vas - Groutz nomogram.

36.14 1277 12243

41.74 8.65 82.70

46.58 231 70.15
p=0.01 p <0.0001 p <0.0001

Overall agreement between mild BOO [B-G)
'PdetOman22Qmax and URAZZ0

® Fiibopis il o 1 o 1

B Mild BO0[B-G)

[ﬂ&&?&i] .
Prirtimar 2 Qman Raz30

Figure 1. Overall agreement (FBOO) between mild BOO (B-G) and BOOI = 0
and URA = 20

Material - Methods

Females with urodynamic evaluation of refractory
lower urinary tract symptoms (r - FLUTS) which were
already categorized as mild obstructed according to
the B - G nomogram, were retrospectively reviewed.
Females with totally abdominal voiding, without any
detrusor’s contraction or without urinary flow during
P - F study, were excluded from the study. Exclusion
criteria were also the history of neurogenic bladder,
any obvious bladder pathology or a prior lower uri-
nary tract system reconstruction intervention.Those
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Figure 2. PdetQmax and Qmax from P-F study, plotted to the B-G nomogram. Proposed chart flow from very loose to very strict definition of F-B00

females with mild BOO according to B- G nomogram
which finally included to the study were further divid-
ed into three groups of patients. Those with bladder
outlet obstruction index (BOOI) below zero (Group
A), those with both BOOI equal or above zero and ure-
thral resistance factor, (URA) below 20 (Group B) and
finally those with both BOOI equal or above zero and
URA equal or above 20 (Group C). Group A were con-
ventionally defined as non obstructive and was used
as a control group for our study. Uroflow and pres-
sure flow parameters were compared between those
three groups of females and a number of correlations
were made. One way ANOVA , two tailed unpaired t
test and two tailed fishers exact test were used for sta-
tistical analysis .

Results

Sixty three females were fulfilled our inclusion criteria.
Those were categorized as non obstructive (Group A,
n=14) as obstructive only with BOOI = 0(Group B, n=23)
and as obstructive with both BOOI = 0 + URA = 20 (Group
C, n=26). According to one way ANOVA test, statistical-
ly significant differences between those three groups
were found for: f - PVR(Post Void Residual during uro-

flow, p=0.005), f - BVE (Bladder Voiding Efficiency during
uroflow, p=0.001), Qmax (maximum flow during pres-
sure flow study, p<0.0001) Pdetmax (maximum detrusor
pressure, p=0.01), PdetQmax (detrusor’s pressure during
maximum flow, p=0.002) and of course as it was expect-
ed for BOOI (Bladder Outlet Obstruction Index, p<0.0001),
(Table 1a and 1b). The proposed PdetQmax > 2 Qmax
(= BOOI=0) agreed with the diagnosis of mild obstruc-
tion according to B - G nomogram in 77.78% (n=49/63)
of cases while the proposed URA>20 only in 41.27%
(n=26/63) (Fishers exact test two tailed, p<0.0001), (fig-
ure 1). As it was expected, based on the high percent-
age of agreement, none uroflow parameter where found
to be statistically significant different between mild ob-
structive females according to B - G nomogram (n=63)
and the obstructive females according to PdetQmax >
2Qmax (n=49) (Table 2a). On the contrary, f - BVE was
found to be statistically significant different between the
B-Gmild obstructive (n=63) and the URA = 20 (n=26) ob-
structive females (67.58 % vs 52.54%, unpaired two tailed
t test=0.017), (Table 2b). PdetQmax (29.87 vs 36.69,un-
paired two tailed t test p=0.0085) and Qmax during P - F
study (10.57 vs 6.69, p=0.0015) were found to be statis-
tically significant different during the direct comparison
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Not statistical significant different uroflow parameters between mild BOO, according to B-G nomogram
and the proposed PdetQmax >2Qmax (B00I=0)

Mild BOO(B-G) PdetQmax >2 Qmax . .
(n=63) (n=49) Unpaired t test Two tailed
f-Qmax (ml/sec) 15.505(sd:7.599) 14.418(sd:5.704) 0.4060
f-WV (ml) 196.43(sd:120.8) 194.73(sd:123.62) 0.9420
f-PVR (ml) 113.295(5d:144.527) 124.345(sd:154.324) 0.6976
f-BVE (%) 67.5832(sd:27.33) 64.7571(sd:26.9919) 0.5855
f-BC(ml) 308.137(sd:177.09) 317.039(sd:183.062) 0.7953

Uroflow parameters between mild obstructive, according to B-G nomogram
and the URA cut offvalue of 20

Mild BOO(B-G) . :
(n=63) Unpaired t test Two tailed
f-Qmax(ml/sec) 15.505(sd:7.599) 13.358(sd:5.148) 0.1906
f-WV(ml) 196.43(sd:120.8) 166.35(sd:110.20) 0.2765
f-PVR(ml) 113.295(sd:144.527) 181.769(sd:187.864) 0.0667
BVE(%) 67.5832(sd:27.33) 52.54(sd:24.61) 0.017
f-BC(ml) 308.137(sd:177.09) 344.27(sd:214.56) 0.4134

Pressure flow statistical differences between groups B (PdetQmax=>2Qmax + URA<,20)
and C (PdetQmax = 2Qmax + URA=20)

Group B (n=23)

Group C(n=26)

(BOOI=0+ URA<20) (BOOI>0+ URA>20) hpaee (s
PdetQmax 29.87(sd:9.5) 36.69(sd:7.89) 0.0085
Qmax 10.57(sd:4.9) 6.69(sd:3.04) 0.0015
Pdetmax 41.74(sd:14.27) 46.58(sd:5.6) 0.1171
BCl 82.70(sd:32.36) 70.15(sd:19) 0.1001
BOOI 8.65(sd:6.46) 23.31(sd:8.52) 0.0001

between Groups B and C, respectively, (Table 3). By plot-
ting the PdetQmax and Qmax from pressure flow study to
the Blaivas - Groutz nomogram we constructed, based on
four urodynamic parameters( Pdetmax, f - Qmax, PdetQ-
max, and Qmax) a modified B- G nomogram with surpris-
ingly three distinct zones of the mild BOO zone. (figure 2).

Discussion
According to the most recently published definitions of
the Internation Continence Society (ICS) and the Inter-

national Urogynecological Association (IUGA) there is
not a definitive urodynamic definition for female out-
flow obstruction®. Additionally, the definition of detru-
sor underactivity (DU) according to the ICS, is at least
partially quite general both for males and females. In-
complete bladder emptying it is in a constant correla-
tion between the detrusor’s contraction (isometric and
isotonic) and the outflow resistance(active and passive).
In both genders, pathologic post void residual after uri-
nation should be considered to be due detrusor’s insuf-

57
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ficiency only when bladder outlet obstruction has been
excluded. Without a generally accepted definition of fe-
male obstructive voiding, it is also not possible to define
with accuracy female Detrusor Underactivity (DU) and
the urodynamic diagnosis of obstruction versus under-
activity will be partially objective and operative physi-
cians depended, especially in the equivocal cases. There-
fore, it is urgently needed for the international medical
community to define a number of more strict urody-
namic parameters for increased outflow resistance (an-
atomic or functional), especially at females.

Females with symptom of voiding difficulty probably
represents an heterogeneous patients population. Ac-
cording to Nitti et al., only 29%(n=76) of females with
non neurogenic voiding dysfunction had been diag-
nosed with outflow obstruction. while the rest 71%
(n=184) was not obstructed during videourodynam-
ic evaluation’. According to Gomez MCet al., in elderly
patients lower urinary tract, symptoms suggestive of
BOO frequently have other than outflow obstruction
pathophysiology. Even females may have obstructive
symptoms although they are not obstructive®. Lowen-
stein L et al., came to the same conclusionin a more re-
cent published study®.

As already mentioned, there are no generally ac-
cepted urodynamic criteria for the definition of BOO
at females. Different cut off values from pressure flow
study parameters, with different sensitivity and speci-
ficity has been proposed'® 213 There are also limited
published data about the diagnostic value of Urethral
Resistant Factor (URA) in the diagnosis of female BOO.
Kranse R. and van Maastrict proposed the idea of rela-
tive obstruction not only for males but also for females
using a new urodynamic parameter (URA/W20)". Ac-
cording to Méndez - Rubio S. et al., after videourody-
namic evaluation of 88 females with significant PVR,
positive linear correlation was found between PVR
and the URA parameter (p=0.001) and between PVR
and voiding with abdominal straining (p<0.05)'. In-
complete bladder emptying at females was also as-
sociated with increased urethral resistance (URA pa-
rameter) according to Salinas JC et al.’s. According to
Virseda Chamorro M. et al. the only urodynamic param-
eter which showed statistically significant correlation
with voiding dysfunction and the PVR in 80 females (24
controls with a maximum flow percentile greater than
or equal to 50 and no residual volume, and 56 cases

Evaluation of two novel urodynamic parameters in the diagnosis
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with a maximum flow percentile less than or equal to
10) was the URA". Even less studied in the diagnosis of
female BOQ, is the BOOI. Quite interesting and ground-
breaking was the study of Gravina G et al.’®. According
to their results, the BOOI cut - off > or = - 8 provides
a sensitivity of 80.8% and specificity of 86.1%. On the
other hand, the proposed BOOI cut off value 0 as pro-
posed by Solomon et al.* separates the radiographical-
ly obstructed and unobstructed with 0.94 sensitivity
and 0.93 specificity. According to our material the BOOI
with the cut off value - 8 and the cut off value 0 had an
95.23% (n=60/63) and 77.8% overall agreement with
the mild BOO according to B - G. Itis obvious that both
of those different cut of values of BOOI are not enough
to“make the difference”in order to increase the over-
all sensitivity and specificity of the mild BOO zone and
subsequently there is no reason to be combined with
the B - G nomogram.

According to the“title” of wisdom“Detrusor contractil-
ity - order out of chaos”by Griffiths D' it seems a little bit
easier and wiser for both functional urologists and gy-
necologists to be sustained focused primarily in an af-
ford to find a generally accepted and definitive urody-
namic diagnosis of female BOO.Then the approximation
of DU diagnosis will be mainly a diagnosis by exclusion,
based basically on repeatedly and reproducibly incom-
plete bladder emptying during uroflow. As Aganovitz
etal.® proposed the use of URA cut off value 29 in those
equivocal cases of male BOO in order to define “clear”
BOO, we respectively recommend the use of the same
parameter but with a lower cut off value (URA = 20) in
order to approximate the“clear” obstructive females, es-
pecially in the grey (mild) zone of female BOO. The par-
abolic area of the mild zone of BOO, as it was defined in
our study by the URA = 20 (Group C, (figure 3), it seems
to concentrate less probabilities for wrong diagnosis of
obstruction compared to the other two distinct areas of
the same zone. Based on voiding dynamics proposed by
Schéfer w., it is also our opinion that the non parabolic
urodynamic parameters are less precise than the para-
bolic parameters, because they do not take into account
the detrusor’s contribution to the flow rate adjusted to
the different bladder capacity, at each voiding?'.

Our proposed cataract from very loose to very strict
urodynamic criteria of female BOO are also showed in
figure 3. It is always a matter of personal choice how
strict or how loose criteria wants a researcher or a phy-



HELLENIC UROLOGY

Evaluation of two novel urodynamic parameters in the diagnosis
of female obstructive voiding, p. 54 - 60

sician for a study or for the real’s - life daytime medical
practice. Unfortunately that makes data and articles a
little bit objective and physicians depended especial-
ly in the “grey” zones of medicine.

Limitations of our study is the retrospective nature
and the relatively small number of females with mild
BOO . Functional or anatomic increased outlet resist-
ance was not the primary point of our study. A larg-
er ,prospectively designed and multicenter study is
considered necessary in order to validate the sensitiv-
ity and specificity of the mild BOO zone and the URA
combination.

Conclusion

The grey zone of female BOO, the mild BOO accord-
ing to B - G, represents an heterogeneous group of
females .We recommend the use of URA cut - off val-

MepiAnyn

Ykomd¢ ¢ mapolhoag avadpopknig peAétng rav n a&loAoyn-
0N 800 TPOTEVOEVWV 0UPOSUVALIKGV TIAPApETPwWY 0NV O1d-
Yvwon T ykpiCag {wvng TG amo@paKTkrg

ue 20 as a second more strict urodynamic parame-
ter for the differential diagnosis of female BOO es-
pecially in those cases of physicians’ disagreement,
the grey (mild) zone of female BOO of the Blaivas -
Groutz nomogram. We recommend the URA cut off
value 20 especially in this group of patients in an af-
ford to increase the diagnostic accuracy of female
BOO and indirect the diagnosis of female underac-
tive bladder.
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Spontaneous abscess of the corpus cavernosum

Georgios Zervopoulos, Konstantinos Bouropoulos, Athanasios Argyropoulos, Iraklis Poulias
Department of Urology, Hellenic Red Cross Hospital “Korgialeneio - Benakeio’, Athens, Greece

Corpus cavernosum abscesses are very rare. They have been as-
sociated with intracavernosal injection therapy, foreign bodies,
perineal abscesses extension, priapism and bloodstream seed-

Introduction

Abscess of the corpus cavernosum is an uncommon
infection. Only 23 cases have been reported in the lit-
erature’. Precipitating factors include intracavernous
injection therapy, foreign bodies, perianal abscess ex-
tension, priapism and bloodstream seeding from an-
other primary site'. Diabetes is a major
risk factor for cavernosal abscess due to
the presence of microvascular disease
and the relative immune system suppres-
sion. The causative organisms are Staph-
ylococcus aureus, Streptococci, Entero-
cocci, Bacteroides, Neisseria gonorrhea,
Mycobacterium tuberculosis, Escerichia coli, Klebsiel-
la and Actinomyces'>We present a case of corpus cav-
ernosum abscess in a diabetic patient who was treat-
ed with surgical drainage and antibiotics.

Case Report

A 69 year old patient was presented in the emergen-
cy department with urinary irritative and obstructive
symptoms and fever to 39.5 °C. He was diabetic and
the remaining history was unremarkable. Digital rec-
tal examination demonstrated an enlarged non ten-
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ing from another primary site. We report a case of an abscess of
the corpus cavernosum in a 69 year old diabetic patient and dis-
cuss the management and the complications.

der prostate. Mild penile swelling at the right base
was observed with induration and tenderness along
the right penile shaft. From the laboratory tests there
was a leucocytosis (25,5x109/ml) with polymorphonu-
clear type and a C - Reactive Protein (CRP) of 187.The
rest of blood investigators were normal. The urinalysis
was normal as well. He underwenta CT
scan which showed an abscess in the
corpus covernosum with dimensions
7.2x2.5x5 cm (figure 1).

The decision for surgical drainage
was taken. We placed a suprapubic
cystostomy tube and we did a midline
perineal incision and the abscess was drained and ir-
rigated (figure 2). We left a penrose drain inside the
corpus cavernosum and the trauma was left open
to heal by secondary intention. There was no signif-
icant haemorrhage from the cavernosal body. In the
surgical management we followed the similar princi-
ples with Fournier’s gangrene. We did extensive de-
bridement of all the necrotic and infected tissue. The
culture from the purulent drainage revealed Entero-
coccus faecalis sp. and meropenem was prescribed
according to the sensitivity test.

Konstantinos Bouropoulos, Hellenic Red Cross Hospital “Korgialeneio - Benakeio” Department of Urology, Athanasaki 1, 11526, Athens,

E - mail: cbourop@gmail.com




HELLENIC UROLOGY

Spontaneous abscess of the corpus cavernosum: report of a case p. 61 - 63

S — s e

Figure 1. (T scan which demonstrates an abscess of the right corpus

cavernosum
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Figure 2. Purulent drainage from the right corpus cavernosum

Discussion

Spontaneous cavernosal abscess has been described
as an abscess without an identifiable underlying
cause?. In previous reports of spontaneous cavernosal
abscesses, attempts have been made to identify an un-
derlying cause as an infection from the overlying skin,
external trauma, and hematogenous spread with sub-
sequent seeding of the cavernosa®. Some authors re-
ported on a patient in whom oral pathogens were
isolated from the culture of the cavernosa with coex-
istence of a periodontal abscess*. Tuzer E., reported a
spontaneous corpus cavernosum abscess in a healthy
man using long term androgenic anabolic steroids.
These drugs has been considered to be immunosup-
pressive. In our patient the overlying skin was clearly

uninvolved in the infection and there was no evidence
to suggest an occult traumatic event leading to sec-
ondary infection. Enterococcus faecalis sp. is known to
inhabit the gastrointestinal tract but it can cause signif-
icant distant infections under appropriate conditions.

Corpus cavernosal abscesses are also associated to
diabetes mellitus (25% of the cases) and other forms of
immunosupression or use of steroid drugs’ The most
common presenting symptoms were penile pain and
swelling. Overall in one third of the the cases the ab-
scesses were bilateral'. Clinical manifestations may
vary from painless penile volume increase and tume-
faction, which can be confused with priapism to poten-
tially fatal septic conditions.

Ultrasound of the corpora is the most widely used
and displays hypoechogenic, heterogeneous zones
with no Doppler signal in their interior. CT scan pro-
vides the presence of gas and fluid inside the corpus.

Some authors reported that the most common etio-
logic agent s E. Coli followed by Neisseria gonorrhoe-
ae in patients with previous history of sexually trans-
mitted diseases®. Other authors reported that the most
common causative organisms were S. Aureus (25%),
Streptococci (21%), Fusibacteria(13%) and Bacteroids
(13%)".

Standard treatment consists of drainage via incision,
followed by broad - spectrum antibiotics. Postopera-
tive drainage has been obtained with open packing,
penrose drains as well as closed suction drains. The
most commonly possible complications include poor
erectile function, secondary fibrosis leading to pe-
nile deviation or abscess recurrence, although most
patients regain normal anatomical and erectile func-
tion'. These postoperative complications can be man-
aged by implantation of penile prosthesis or surgical
intervention to correct the penile deviation. In our case
the patient has reported sexual dysfunction before the
operation.

According to some authors less invasive interven-
tional techniques may offer a lower risk for long term
sequelae. Thanos L et al., described a case of a cav-
ernosal abscess that was successfully treated with CT
quided aspiration and pigtail catheter placement as
well as broad spectrum antibiotics’. The procedure
was performed under local anesthesia with mini-
mal trauma to the corpus cavernosum. They report-
ed complete resolution of the abscess with no result-
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ant erectile dysfunction. Some authors reported that
three weeks after the initial operation one patient de-
veloped a recurrent abscess with methicillin resistant
Staphylococcus aureus and a total penectomy was
performed?. Other authors also reported abscess res-
olution with single aspiration and systemic antibiot-
ics®. Estimating the risk of cavernosal fibrosis and ab-
scess recurrence with incomplete evacuation of the
abscess, incision and drainage remains the mainstay
of therapy.
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In conclusion abscess of the corpus cavernosum is
a rare infection that is frequently idiopathic. It may be
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al abscess extension and septic metastases. It should
be suspected in the differential diagnosis in patients
with penile swelling and well established risk factors
such as diabetes, immunosupression, instrumentation
and chronic infection. Surgical drainage is the effec-
tive treatment of choice but carries a substantial risk of
erectile dysfunction and penile deviation.
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Combined minimal invasive methods
for renal angiomyolipomas treatment

Angiomyolipomas are composed of variable amounts of
three components: blood vessels (angioid), smooth muscle
(myoid) and mature fat (lipoid) components and consists
the most common benign non cystic renal

Konstantinos N. Stamatiou’, Hippocrates Moschouris?
' Department of Urology, Tzaneio General Hospital of Piraeus
? Department of Radiology, Tzaneio General Hospital of Piraeus

cidentally are usually small and so require no therapy. Le-
sions that present with retroperitoneal haemorrhage often
require emergency embolization as a life saving measure.

Preventing treatment for larger AMLs, or

lesion. Most of AML cases are found inci- ‘; those that have been symptomatic, in-
dentally when the kidneys are imaged for Key words clude tumor resection or partial nephrec-
other reasons. However they do have the embolism; tomy or selective arterial embolization.
risk of rupture with bleeding or secondary radiofrequency ablation; Although itis considered effective in pre-
damage of surrounding structures as they angiomyolipoma; venting hemorrhage, the last seems less
grow. The risk of bleeding and surrounding solitary kidney efficient in reducing AML regrowth risk

tissue damage is proportional to the size

of the lesion (>4 cm diameter). Other symptoms and signs
include palpable mass, flank pain, urinary tract infections,
haematuria, renal failure, or hypertension. AMLs found in-

Introduction

Angiomyolipomas (AMLs) have been classified among
the perivascular epithelioid cells tumour group (PECo-
mas). They are composed of variable amounts of three
components: blood vessels (angioid), smooth mus-
cle (myoid) and mature fat (lipoid) components. AMLs
consists the most common benign non cystic renal le-
sion. The liver is the second most frequent site'. Two
types have been described: the sporadic and multiple.
The first occurs as a single tumour in one kidney. It ac-
counts for 80% of renal AMLs and it is typically identi-
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especially in patients with multiple or
large AMLs. Here we discuss the combination of selective
arterial embolism and radiofrequency ablation in the treat-
ment of giant renal angiomyolipomas.

fied in adults, with a strong female predilection. The
second occurs as larger tumour and/or multiple tu-
mours in both kidneys and accounts for 20% of renal
AMLs. It affects both sexes at a younger age than spo-
radic AML. It is seen in association with neuro-ocu-
lar-cutaneous disorders such as tuberous sclerosis,
Von Hippel-Lindau syndrome and neurofibromato-
sis type 1. AMLs are benign and usually asymptomat-
ic. In fact, most of AML cases are found incidentally
when the kidneys are imaged for other reasons how-
ever they do have the risk of rupture with bleeding or
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Figure 1. Axial CTimages prior to intervention. (A) Unenhanced image shows the typical appearance of a large angiomylipoma with fat and soft - tissue (*) den-
sities. The mass compresses the inferior vena cava (arrow). (B) Contrast - enhanced image (venous phase) shows a thrombus causing an enhancement defect (ar-

row) at the lowest part of the inferior vena cava

Figure 2. Axial CTimages post embolization and ablation. (A) Unenhanced image shows that the angiomyolipoma is smaller, with relative shrinkage of the soft -
tissue component (*) in favor of the fat. The compression of the IVC is now less striking. (B) Contrast - enhanced image (venous phase) shows complete resolution

ofthe caval thrombus (arrow)

secondary damage of surrounding structures as they
grow.Therisk of bleeding and surrounding tissue dam-
age is proportional to the size of the lesion (>4 cm di-
ameter). Other symptoms and signs include palpable
mass, flank pain, urinary tract infections, haematuria,
renal failure, or hypertension. AMLs found incidental-
ly are usually small and so require no therapy? Lesions
that present with retroperitoneal haemorrhage often
require emergency embolization as a life saving meas-
ure. Preventing treatment for larger AMLs, or those that
have been symptomatic, include tumor resection or
partial nephrectomy or selective arterial emboliza-
tion. Although it is considered effective in preventing

hemorrhage, the last seems less efficient in reducing
AML regrowth risk especially in patients with multiple
or large AMLs.

Case Presentation

A 78 y.o. patient with known AMLs on the left kidney,
history of right nephrectomy dew to mass renal
haemorrhage caused by spontaneous rupture of a large
pelvic AML and mild renal and cardiac insufficiency, was
referred to the emergency department for abdominal
pain, weakness, light-headedness and shortness of
breath. Clinical symptoms and decreased haematocrit
were suggestive for internal haemorrhage. In the
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ultrasound, fluid accumulation in the perirenal space
and a 5 cm nodular hyperechoic lesion in the left
kidney suggested a heterogeneous AML and probable
haemorrhage. Radiological investigation confirmed
the above findings and showed that haemorrhage
was limited to the perirenal space. Despite transfusion
and intravenous fluid replacement blood loss wasn't
stopped and therefore patient underwent selective
arterial embolism. Patient was haemodynamically
stabilised and none of the usual complications of arterial
embolism occurred except a slight increase of body
temperature. Upon follow up visit, no tumor regression
was detected. Moreover, the tumor was found in close
proximity to inferior vena cava where a thrombus of
1,5 cmin diameter was developed. The caval thrombus
was treated with anticoagulant (warfarin in an average
maintenance dose of 5 mg on the first and second
days for an INR value in the range of 2.0 to 3.0). Since
anticoagulant treatment had proved ineffective ten
months later, it was decided to definitely manage
the patient. A combined interventional treatment
(consisted of a second selective arterial embolism
session along with radiofrequency ablation of the AML
plus conservative management of inferior vena cava
thrombus) was decided. Transarterial embolization was
performed first. Superselective approach was achieved
and embolization was performed with tightly calibrated
microspheres (Embozene, Celonova) with diameters of
250and 400 micrometers. Post-embolization angiogram
showed devascularisation of the AML and no signs of
renal infarction. Radiofrequency ablation (with the use
of radiofrequency electrode Jet-Tip, RF Medical Co) was
applied 20 days later. The procedure was monitored
ultrasonographically, and no complications were
observed. The patient received intravenous hydration
and antibiotics and was discharged the following day.
Anticoagulation treatment was for continued for 2
more months. Upon follow up evaluation, AML size
was reduced with relative shrinkage of the soft-tissue
component in favor of the fat. The compression of
the inferior vena cava was less striking while the caval
thrombus was completely resolved.

Discussion

Management of symptomatic AMLs can be problem-
atic in patients not suitable for surgery3. Moreover,
nephron preservation is essential for patients with

impaired renal function and remain a key treatment
consideration in many other patients (eg those with
tuberose sclerosis complex and those who can have
multiple, bilateral and very large AMLs). In these cas-
es interventional radiology techniques can provide an
alternative approach. In our case treatment intentions
were both to decrease the risk of haemorrhage recur-
rence and decrease tumor size -and thus to facilitate
theresolution of IVC thrombus- with the minimal effect
on the renal function. Given the general health condi-
tion our patient and the fact that the thrombus was not
actually resulted from vascular spread from the AML to
the inferior vena cava, interventional radiology treat-
ment was preferred instead of nephron-sparing sur-
gery plus caval thrombectomy.

Selective arterial embolization of renal AMLs is cur-
rently uniformly performed to prevent hemorrhage in
patients with AMLs larger than 4 cm. Although sever-
al studies have shown a low incidence of recurrence
after embolization, this is true only for isolated renal
AMLs*3, In fact, patients with multiple AMLs and pa-
tients with tuberous sclerosis and Von Hippel-Lindau
syndrome as well, suffer of recurrences after embolo-
therapy®. Moreover, while regular selective embolo-
therapy can reduce the tumor size, there is a danger of
non-target embolization. On the other hand, superse-
lective embolization guarantees minimal tissue loss’
however it may be ineffective both in the prevention
of recurrences and tumor size reduction?. Of note, the
true long term recurrence rate is currently unknown
and depends of the number of coexisting AMLSs&,

Radiofrequency ablation therapy (RFA) was pro-
posed as an alternative to angio-embolization and
nephron-sparing surgery for AML treatment. In fact,
focused RFA is a nephron-sparing treatment option
since destroys only the solid and vascular elements of
the tumor, without encroaching on any normal renal
tissue®. The efficacy of RFA against AML was proven in
a small number of cases and mainly for small, growing
AMLs'™: Castle et al., treated successfully 15 cases of
small renal AMLs. They report alow complication rate
(13.3%) and no radiographic recurrences at a mean fol-
low-up of 21 months'" It should be mentioned that
tumors -especially large- could not be significantly
reduced after RFA and thus treatment may be misin-
terpreted as failed. Actually even when no change in
overall tumor volume on follow-up radiological im-
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aging occur, in most of the cases the tumors became
fattier with involution of the soft-tissue elements (de-
crease in mean soft tissue-to-total tumor ratio) Fur-
ther evidence of treatment effect is the development
of a visible capsule around the ablation zone'. Grego-
ry etal., treated four large AMLs (maximal axis 6.1-32.4
cm). They report no complications and significant de-
crease in mean soft tissue-to-total tumor ratio during
a minimum 48-month period. Prevoo et al., however,
report a decrease in tumor size from 4.5 cm to 2.9 cm
at 12 months after RFA of a sporadic AML in a patient
with a solitary kidney. No complications occurred and
no AML recurrence was observed during the 12-month
follow-up™.

Little information exists regarding the efficacy of the
combination of selective arterial embolism and radiof-
requency ablation in AML treatment: Sooriakumaran
et al. treated two large sporadic AMLs (tumour size
greater than 9cm) who had received selective arteri-
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al embolization before RFA and found a reduction in
tumour mass of 20% with evidence of significantly re-
duced vascularity after RFA and minimal enhancement
of the treated areas on CT or MRl in all two cases aftera
median follow-up of 7,5 months®. The above findings
are comparable with that of our case.

Conclusions

Both selective arterial embolization and RFA are effec-
tive for AML of < 4 cm however their efficacy in the treat-
ment of larger tumours is questionable. For this reason
complementary radiofrequency ablation therapy to
super-selective arterial embolization of renal AMLs is
a reasonable alternative approach. Current data sug-
gests that the above combined interventional treat-
ment appears to be effective in the treatment of large
AMLs but is insufficient to provide conclusive evidence.
Large randomized prospective studies would be need-
ed to establish the efficacy of this treatment.
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