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Bulten Hakkinda

Uroonkoloji Biilteni, Uroonkoloji Dernegi'nin siireli yayin organidir, (ic ayda bir (Mart, Haziran, Eyliil ve Aralik) yayinlanan bagimsiz, uluslararasi
hakemli bir dergidir.

Uroonkoloji alaninda temel ve klinik arastirma makalelerinin yani sira glincel konulara yénelik derlemeleri, sira disi olgu sunumlarini yayinlamak
Uzere kabul etmektedir.

Derginin temel amaci, roonkoloji alanindaki arastirma sonuglarinin etkin bir sekilde Tirkiye ve bdlgesinde calismalarini strdiren basta Grologlar
olmak Uzere tim hekimlere hizla, etkin bir sekilde ulasmasini saglamaktir. Ayrica belirli sayida derleme yazilar ve olgu sunumlari ile hekimlerin
meslek ici egitimlerinin devamliigini saglamak da hedeflenmektedir.

Dergi dijital ortamda makaleleri kabul etmektedir ve eserlerin tam metinleri dernek internet sayfasina Uye olan hekimlerin erisimine bu sayfa ya
da dernegin mobil uygulamalari araciligr ile her hangi bir bedel talep edilmeden sunulmaktadir.

Online makale génderiminin ardindan makaleler alanlarinda fikir dnderi hakemler tarafindan kisa strede deg@erlendirilerek yazarlara bitin
gorusler iletilecektir.

Dergi yazarlarin emekleriile ortaya cikan eserlere daha yogun erisimi saglamak amaciyla dnde gelen indekslere kisa stirede girmeyi planlamaktadir.
Uroonkoloji Biilteni yayin dili Tiirkce ve ingilizce'dir.

Yazilarin bilimsel sorumlulugu yazarlara aittir.

Uroonkoloji Biilteni; Emerging Sources Citation Index (ESCI), Directory of Open Access Journals (DOAJ), EBSCO, CINAHL Complete
Database, Research Bib-Academic Resource Index, ProQuest, Tiirk Medline ve Tirkiye Atif Dizini'nde indekslenmektedir.

Acik Erisim Politikasi

Dergide agik erisim politikasi uygulanmaktadir. Acik erisim politikasi Budapest Open Access Initiative (BOAI) http://www.
budapestopenaccessinitiative.org/ kurallari esas alinarak uygulanmaktadir.

Acik erisim, (hakem degerlendirmesinden ge¢mis bilimsel literatlirlin), internet araciligiyla; finansal, yasal ve teknik engeller olmaksizin, serbestce
erisilebilir, okunabilir, indirilebilir, kopyalanabilir, dagrtilabilir, basilabilir, taranabilir, tam metinlere baglanti verilebilir, dizinlenebilir, yazilima veri
olarak aktarilabilir ve her tirli yasal amacg icin kullanilabilir olmasidir. Cogaltma ve dagitim UGzerindeki tek kisitlama yetkisi ve bu alandaki tek
telif hakki roli; kendi calismalarinin bitlnligu Gzerinde kontrol sahibi olabilmeleri, gerektigi gibi taninmalarinin ve alintilanmalarinin saglanmasi
icin, yazarlara verilmelidir.

Abone islemleri
Dergiye abone olmak icin Uroonkoloji Dernedi ile iletisime gecilmelidir.

Reklam
Reklam icin basvurular Uroonkoloji Biilteni Editérligii‘ne yapiimalidir. Reklam iceriklerinden reklam veren kisi veya kurum sorumludur.

Yazarlara Bilgi
Yazarlara Bilgi bélimUne, dergiye www.uroonkolojibulteni.org adresinden ulasilabilir.

Uroonkoloji Biilteni Editérliigii

Adres: Serif Ali Mevkii, Pakdil Sokak, No: 5, 34775, Yukar Dudullu, Umraniye, istanbul, Tirkiye
E-posta: bulten@uroonkoloji.org

Telefon: +90 216 594 52 85

Faks: +90 216 594 57 99

Sahibi

Uroonkoloji Dernedi adina Dr. Simer Baltac

Yayinci: Galenos Yayinevi

Adres: Molla Giirani Mah. Kacamak Sk. No:21 34093 Findikzade, istanbul, Tirkiye

E-posta: info@galenos.com.tr

Telefon: +90 212 621 99 25

Faks: +90 212 621 99 27

Bu eser Creative Commons Alint-Gayriticari-Tretilemez 4.0 Uluslararasi Lisansi ile lisanslanmistir.



About us Bulletin

Bulletin of Urooncology is the periodical publishing organ of Urooncology Association. The journal is an independent, peer-reviewed,
international, published quarterly in March, June, September and December.

The journal accepts research articles in basic and clinical sciences, reviews regarding current issues, and extraordinary case reports to be
published.

The main aim of the journal is to enable all doctors -especially urologists- in Turkey to reach the research findings from urooncology field rapidly
and effectively. Also it is aimed to contribute the vocational training of the doctors with specific numbers of reviews and case reports.

The journal accepts online submission of the manuscripts. The fulltexts can be reached through the website of the association and via mobile
applications of the association for free by the members.

After online manuscript submission, the key opinion leader reviewers from the related fields will evaluate the papers and send the comments
to the authors in a short time.

In order to increase the access to the manuscripts, it is planned to be in the leading indices in a short time.

Manuscripts in Bulletin of Urooncology are published both in Turkish and in English.

The scientific responsibility of the manuscripts belongs to the authors.

Bulletin of Urooncology is indexed in Emerging Sources Citation Index (ESCI), Directory of Open Access Journals (DOAJ), EBSCO,
CINAHL Complete Database, Research Bib-Academic Resource Index, ProQuest, Turk Medline and Turkiye Citation Index.

Open Access Policy

This journal provides immediate open access to its content on the principle that making research freely available to the public supports a greater
global exchange of knowledge.

Open Access Policy is based on rules of Budapest Open Access Initiative (BOAI) http://www.budapestopenaccessinitiative.org/. By “open
access” to [peer-reviewed research literature], we mean its free availability on the public internet, permitting any users to read, download,
copy, distribute, print, search, or link to the full texts of these articles, crawl them for indexing, pass them as data to software, or use them for
any other lawful purpose, without financial, legal, or technical barriers other than those inseparable from gaining access to the internet itself.
The only constraint on reproduction and distribution, and the only role for copyright in this domain, should be to give authors control over the
integrity of their work and the right to be properly acknowledged and cited.

Subscription

You should contact Urooncology Association in order to subscribe to the journal.

Advertising

The application for advertising should be made to the Editorial of Bulletin of Urooncology. The advertisers (person or institution) are responsible
for the advertisements’ content.

Instructions to Authors

Instructions to authors section can be reached from www.uroonkolojibulteni.org or www.uroonkoloji.org/ebulten.
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Yazarlara Bilgi

1. Genel Bilgiler

Uroonkoloji Bilteni, Uroonkoloji Dernedi’nin bilimsel icerikli resmi yayin
organidir. Mart, Haziran, Eylul ve Aralik aylarinda olmak Uzere yilda 4
sayl yayinlanir. Yil icinde gerektiginde 6zel sayilar da yayimlanabilir.
Uroonkoloji Blilteni mesane kanseri, prostat kanseri, bébrek-testis ve
Ust Uriner sistem Urotelyal kanserleri ile iyi huylu prostat biylmesi (BPH)
ve diger Uroonkolojik konularda klinik ve temel bilim orjinal arastirma
makaleleri, derlemeler, editér gorlsleri ve olgu sunumlari yazilarinin
yayinlandigr “cift-kér” danismanlik (peer-review) ilkelerine dayanan
uluslararasi bir dergidir.

Uroonkoloji Biilteni'nde makale basvuru Gcreti veya makale islem Ucreti
uygulamamaktadir. Yayinlanan yazilar icin herhangi bir Gcret ya da
karsilik da 6denmez.

Dergiye gonderilen yazilarin baska bir Tiirkce veya ingilizce yayinlanan
dergide yayinlanmamis, yayina kabul ediimemis ya da yayin icin
degerlendirme asamasinda olmamasi gerekir. Bu gereklilik bilimsel
toplantilarda bildiri olarak sunulmus ve &zeti yayinlanmis vyazilari
kapsamaz; ancak bu durumda bildirinin sunuldugu toplanti adi, tarihi
ve yeri belirtiimelidir. Eger makalede daha 6nce yayimlanmis; alinti
yazi, tablo, resim vs. mevcut ise makale yazari, yayin hakki sahibi ve
yazarlarindan yazili izin almak ve bunu makalede belirtmek zorundadir.

Uroonkoloji Bilteni'nin  uluslararasi indekslerde ve veritabaninda,
ingilizce adi “Bulletin of Urooncology“dir ve kaynaklarda belirtilirken
"Bull Urooncol” kisaltmasi ile belirtiimelidir.

Makalelerin formati “Uniform Requirements for Manuscripts Submitted
to Biomedical Journals: Writing and Editing for Biomedical Publications
(http://www.icmje.org)” kurallarina gére diizenlenmelidir.

Yazilarin bilimsel ve etik sorumluluklar yazarlara, telif hakki ise
Uroonkoloji Dernegi'ne aittir. Yazilarin iceriginden ve kaynaklarin
dogrulugundan yazarlar sorumludur. Yazarlar, yayin haklarinin
devredildigini belirten onay belgesini (Yazarlik Katkilar, Yayin Hakki
Devri, Maddi Yardim ve Tesekkiir-Kabul izin Formu) uygun bicimde
doldurarak bllten editérligine gdnderilmelidir. Bu forma dergi web
adresinden (www.uroonkolojibulteni.com) ulasilabilir. Bu belgenin tim
yazarlar tarafindan imzalanarak dergiye gonderilmesi ile birlikte yazarlar,
gonderdikleri calismanin baska bir dergide yayinlanmadigi ve/veya
yayinlanmak Uzere incelemede olmadigi konusunda garanti vermis,
bilimsel katki ve sorumluluklarini beyan etmis sayilirlar. Bu asamadan
sonra makaleye yeni yazar eklenemez veya yazar isim siralamasinda
degisiklik yapilamaz.

Uroonkoloji Blteni'nde yayinlanmak amaciyla génderilen ve Etik Kurul
onayl alinmasi zorunlulugu olan deneysel, klinik ve ilag arastirmalari
icin uluslararasi anlasmalara ve 2016'de gbzden gegirilmis Helsinki
Bildirisi'ne uygun Etik Kurul Onay Raporu gereklidir (http://www.wma.
net/en/30publications/10policies/b3/index.html).

Deneysel hayvan calismalarinda ise yazarlar, “Guide for the care and
use of laboratory animals” (http://oacu.od.nih.gov/regs/quide/
guide.pdf) dogrultusunda hayvan haklarini koruduklarini belirtmeli
ve kurumlarindan Etik Kurul Onay Raporu almalidir. Etik Kurul onayi
ve “Bilgilendiriimis  GoOndlli Onam  Formu” alindi§i  arastirmanin
“Gere¢ ve Yontem” boliminde mutlaka (etik onay numarasi ile
birlikte) belirtilmelidir. Makalelerin etik kurallara uygunlugu yazarlarin
sorumlulugundadir.

Olgu sunumlarinda hastanin kimligi sakli kalacak sekilde hastalardan
“Bilgilendirilmis onam” (informed consent) alinmalidir.

Degerlendirme slrecinde gerek gorilirse editor tarafindan Etik Kurul
onayinin bir drnegi yazarlardan istenebilir.

Yazilar degerlendirme slrecinde asirma, yanilitma ve kopya yayin
acisindan denetlenecek ve etik disi durumlarin tespit edilmesi halinde
Committee on Publication Ethics (COPE) kurallari cercevesinde
yaptinmlar uygulanacakti. Makaleler yayinlanmadan énce intihal
programi olan iThenticate ile taranmaktadir.

2. Makale Basvurusu

Yazarlar makale gonderimlerini derginin online makale kabul sistemi
Uzerinden  yaparlar  (http://www.uroonkolojibulteni.com).  Butin
basvurularda Yazarlk Katkilari, Yayin Hakki Devri, Maddi Yardim ve
Tesekkiir-Kabul izin Formu doldurularak génderilmelidir. Yazarlar onay
formunu doldurarak, makalelerinin telif hakkini Uroonkoloji Biilteni'ne
biraktiklarini, bilimsel katki ve sorumluluklarini ve ¢ikar ¢atismasina yol
acabilecek mali ya da diger iliskilerini agiklamalidir. Tim yazarlar bilimsel
katki ve sorumluluklarini ve cikar catismasi olmadigini bildiren toplu
imza ile yayina katilmalidir. Arastirmalara yapilan kismi de olsa nakdi
ya da ayni yardimlarin hangi kurum, kurulus, ilag-gere¢ firmalarinca
yapildigi dipnot olarak bildiriimelidir. Yayina kabul edilmeyen yazilar,
sanatsal resimler haric yazarlara geriye yollanmaz.

Makale génderimi yapilirken sorumlu yazarin ORCID (Open Researcher
ve Contributor ID) numarasi belirtimelidir. http://orcid.org adresinden
Ucretsiz olarak kayit olusturabilir.

3. Hakem Degerlendirmesi

Uroonkoloji Bllteni bagimsiz, dnyargisiz ve ciftkér hakemlik ilkeleri
cercevesinde vyayin yapan sireli bir yayin organidir. Editor yayin
kosullarina uymayan yazilari; diizeltmek Uzere yazarina geri génderme,
bicimce dlzenleme veya reddetme vyetkisine sahiptir. Gdnderilen
yazilar, editér ve editor yardmacilar ile en az iki danisman (hakem)
incelemesinden gecip, gerek goruldigu takdirde, istenen degisiklikler
yazarlarca yapildiktan sonra yayimlanir.

Hakem belirleme yetkisi tamamen editér ve editérler kuruluna aittir.
Hakemler belirlenirken derginin ulusal veya uluslararasi yayin danisma
kurulundan isimler secilebilecegi gibi yazinin konusuna gore ihtiyag
duyuldugunda yurticinden veya yurtdisindan bagimsiz hakemler de
belirlenebilir. Yazarlar, yayina kabul edilen yazilarda, metinde temel
degisiklik yapmamak kaydi ile editér, editor yardimailar, dizeltme
yapmalarini kabul etmis sayilir.

4. Yazim Kurallar

Yazar Sorumlulugu

Makalelerin bilimsel kurallara uygunlugu yazarlarin sorumlulugundadir.
TUm vyazarlarin génderilen makalede akademik veya bilimsel olarak
dogrudan katkisi olmalidir. Yazar(lar) olarak belirlenen isim asagidaki
Ozelliklere sahip olmalidir:

(1) Makaledeki calismanin, planlama, fikir, yéntem asamalarinda veya
calismanin yurdttlmesinde gorev almali.

(2) Makalenin yazim asamasinda herhangi bir diizeyde katkisi olmalidir.
(3) Makalenin son halini kabul etmelidir.

Yayin, direkt ya da indirekt ticari baglanti iceriyorsa veya calismaya
materyal destegi veren bir kurulus varsa, yazarlar kullanilan ticari Grin,
ilag, firma vs. ile ticari hicbir iliskisinin olmadigini ya da var ise nasil
bir iliskisinin oldugunu (konsultan, diger anlasmalar), editére sunum
sayfasinda belirtmek zorundadir.



incelemeye sunulan arastirmada olasi bir bilimsel hata, etik ihlal siiphesi
veya iddiasiyla karsilasilirsa, bu dergi verilen yaziyi destek kuruluslarin
veya diger yetkililerin sorusturmasina sunma hakkini sakli tutar. Bu dergi
sorunun dlzgln bicimde takip edilmesi sorumlulugunu kabul eder
ancak gercek sorusturmayi veya hatalar hakkinda karar verme yetkisini
Ustlenmez.

Kisaltmalar

Makalede kullanilan kisaltmalar uluslararasi kabul gérmus sekilleriyle
kullaniimalr, ilk kullanildiklar yerde acik olarak yazilmali ve parantez
icinde kisaltilmis sekli gosterilmelidir. Ornegin, ilk gectigi yerde, Kasa
invaziv Olmayan Mesane Kanseri (KIOMK); biciminde verilmelidir. ilac
adlar kullaniminda ilaglarin jenerik adlarn Turkce okunuslaryla yazilir.
Olciim birimleri metrik sisteme uygun olarak verilmeli; érnegin, “mg”
olarak yazilmalidir. Nokta kullanilmamali; ek alirsa (') ile ayrilmalidir.
Laboratuvar Slciimleri Uluslararasi Sistem (US; Systéme International:
SI) birimleri ile bildirilmelidir.

istatistik Degerlendirme

Makalelerin  biyoistatistiksel ~ kurallara  uygunlugu  yazarlarin
sorumlulugundadir. TUm retrospektif, prospektif ve deneysel arastirma
makaleleri biyoistatistiksel olarak degerlendiriimeli ve uygun plan, analiz
ve raporlama ile belirtimelidir. Makalelerde p degerleri acik olarak
veriimelidir (p=0,033 gibi).

Yazim Dili

Derginin yayin dili Tirkce ve ingilizce olup Tiirkce makalelerde Tiirk Dil
Kurumu'nun Tirkge s6zIUgd veya www.tdk.gov.tr adresi esas alinmalidir.
ingilizce makalelerin ve &zetlerin, dergiye génderilmeden énce gerek
duyuldugunda, gramer kurallari yoniinden profesyonelce gdzden
gegirilmesi saglanmalidir. Ayrica génderilmis olan makalelerdeki yazim
ve dilbilgisi hatalar, makalenin icerigine dokunmadan, redaksiyon
komitemiz tarafindan duzeltiimektedir.

Makalelerin yazim ve dil bilgisi kurallarina uygunlugu yazarlarin
sorumlulugundadir.

5. Dergiye Génderilecek Yazi Tiirleri ve Ozellikleri

Uroonkoloji Biilteni (International Committee for Medical Journal
Editors: ICMIE) hazirlanan ve yeniden diizenlenmis 5. baskisi 1997
yilinda (International Committee of Medical Journal Editors. Uniform
Requirements for Manuscripts Submitted to Biomedical Journals. New
England Journal of Medicine, 1997; 336:309-315); kisaca “Vancouver
stili” diye anilan kurallara gére diizenlenmis yazilari yayinlar.

Makale, Microsoft Word programi ile yazilmalidir. Makaleler sayfanin
her bir kenarindan 2 cm kenar boslugu birakilarak ve cift satir aralikli
“arial veya times new roman” yaz formatlarindan biri ile yazilmalidir.
Makalelerde asagidaki sira takip ediimeli ve her bolim yeni bir sayfa ile
baslamalidir:

1) Baslik sayfasi,

2) Oz ve Anahtar Kelimeler (Tiirkce ve ingilizce)

3) Metin,

4) Kaynaklar,

5) Tablo ve/veya Sekiller.

Aksi belirtiimedikge gdnderilen yazilarla ilgili tim yazismalar birinci isim
yazarla yapilacaktir. Gonderilen yazilarda, yazinin yayinlanmak Uzere
gonderildigi ve derginin hangi bolimu (arastirma ya da olgu sunumu
gibi) igin basvuruldugu belirtiimelidir.

A. Arastirma Makaleleri

Bu vyazilar daha once yayinlanmamis, 6zgln arastirma verilerinin
degerlendirildigi ve asagida tanimlanan yazi diizenine timuyle uygun
hazirlanmis yazilardir.

Arastirma yazilari;

- Tlirkce ve ingilizce baslik,
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- Tiirkce ve ingilizce bélimlendirilmis 6zet (en fazla 300 kelime olacak
sekilde Turkge; Amag, Gereg ve Yontem/Hastalar ve Yontem, Bulgular,
Sonug ve ingilizce; Objective, Materials and Methods/Patients and
Methods, Results, Conclusion basliklar altinda yazilmalidir. Ozet
bolimii, “Oz" bashd ile yazilmalidir),

- Tlirkce ve Ingilizce anahtar kelimeler,

- Giris,

- Gereg ve Yontem/Hastalar ve Yontem,
- Bulgular,

- Tartisma,

- Calismanin Kisitliliklari,

- Sonug

- Tesekkdr (varsa) ve

- Kaynaklar kisimlarindan olusmalidir.

Arastirma yazilarinin ana metin bolimu (baslik sayfasi, kaynaklar, tablo/
sekil/resim hari¢) 3000 kelimeyi, kaynak sayisi 30'u gegmemelidir.
Arastirma makalelerinin hazirldi, sistematik derleme, meta-analizleri ve
sunumu ise uluslararasi kilavuzlara uygun olmalidir:

Arastirma makalelerinin hazirhiginda sistematik derlemeler ve meta
analizler icin asagidaki tasarim kilavuzlar: Randomize calismalar igin;
CONSORT (Moher D, Schultz K Altman D, for the CONSORT Group.
The CONSORT statement revised recommendations for improving the
quality of reports of parallel group randomized trials. JAMA 20017;
285:1987-91) (http://www.consort-statement.org/).

Sistematik derleme ve meta-analizlerin raporlamalari icin; PRISMA
(Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group.
Preferred Reporting Items for Systematic Reviews and Meta-Analyses:
The PRISMA Statement. PLoS Med 2009; 6(7): e1000097) (http://
Www.prisma-statement.org/).

Tanisal degerli calismalar icin; STARD (Bossuyt PM, Reitsma JB, Bruns DE,
Gatsonis CA, Glasziou PR, Irwig LM, et al, for the STARD Group. Towards
complete and accurate reporting of studies of diagnostic accuracy: the
STARD initiative. Ann Intern Med 2003;138:40-4) (http://www.stard-
statement.org/).

Gozlemsel calismalar icin; STROBE (http://www.strobe-statement.org/).

Meta-analizleri ve gézlemsel calismalarin sistematik derlemeleri icin;
MOOSE (Stroup DF Berlin JA, Morton SC, et al. Meta-analysis of
observational studies in epidemiology: a proposal for reporting “Meta-
analysis of observational Studies in Epidemiology” (MOOSE) group.
JAMA 2000;283:2008-12).

B. Olgu Sunumlan

Klinik degerlendirme, tedavi, izlem ya da bir baska agidan ozellik ve
bilimsel 6nem taslyan, bir ya da birden ¢ok olgunun &zelliklerini sunan
ve tartisan yazilardir.

Olgu sunumlari;

- Tlirkce ve ingilizce baslik,

- Tlrkge ve ingilizce ézetler,

- Tiirkge ve ingilizce anahtar kelimeler

- Ana metin (Giris, Olgu Sunumu ve Tartisma bdlumlerini icermelidir),
- Kaynaklar,

- Tablo/sekil/resim bollmlerini icerir.

Ana metin alt basliklar yazi iceriginin gerektirdigi bicimde dizenlenir.

Olgu sunumlarinin Giris ve Tartisma kisimlari kisa ve ¢z olmali, dzet
kismi tek paragraf olacak sekilde en fazla 150 kelime olacak sekilde
hazirlanmalidir. Bolimlendirilmis 6zet hazirlanmasina gerek yoktur. Olgu
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sunumlarinin ana metin bolumu (baslk sayfasi, kaynaklar, tablo/sekil/
resim haric) 1500 kelimeyi kaynak sayisi 15'i gegmemelidir.

C. Derleme

Uroonkoloji Biilteni’nde dogrudan veya davet edilen yazarlar tarafindan
hazirlanan bilimsel yazilar yayinlanmaktadir. Dogrudan gdénderilecek
derlemelerin degerlendirme icin kabull editériin  takdirinde olup
yurtdisindaki yazarlara éncelik verilmektedir. Uroonkoloji Biilteni’'nde
davet usull ile yer alacak derleme yazilarin konu ve yazar secimi
“Bolim Editorlugu” ve “Konuk Editorltk” sistemi esasina gdre
yapilmaktadir. Bolim editérleri, Uroonkoloji Dernegdi Calisma Grubu
Koordinatdrleri'nden olusur. Ayni calisma gruplarinin Gyeleri Bilten
Danismanlar Kurulu'nu olusturmaktadir. Bilten Editérliga her sayi igin
Boltm Editdrleri ile birlikte calisir. Ayrica Groonkoloji alaninda deneyimli,
ulusal veya uluslararasi bilim insanlari da “Konuk Editér” olarak davet
edilebilir. Bolim ve Konuk Editorleri icin yonergeler bilten internet
sayfasinda mevcuttur (www.uroonkolojibulteni.com).

Derlemeler en fazla Ui¢ yazar tarafindan yazilmis olmalidir. Trkce baslik,
Tirkce 6zet ve Tirkce anahtar kelimeler, ingilizce baslik, ingilizce ézet,
ingilizce anahtar kelimeler icermelidir. Derleme tir(i makalelerde &zet
tek paragraf olacak sekilde hazirlanmali ve 250 kelime ile sinirli olmalidir.
Su alt basliklar bulunacak sekilde bulunmalidir;

Derlemenin amaci; neden uygun ve iyi secilmis bir konu oldugu
agiklanmalidir.

Yeni bulgular; literatlrdeki makalelerin kapsadigi temel konular
belirtiimelidir.

Sonug; klinik calismalar ve arastirmalara ait ¢ikarimlar vurgulanmalidir.
Tam metin dosyasi en fazla 3000 kelime olmali, kaynak sayisi ise 40
adedi gegmemelidir.

Girig: Derlemenin anahatlarini icermeli ve konuyla ilgili daha 6nceki
calismalardan bahsedilmelidir.

Derleme metni: Metin basliklar ve konularla ilgili paragraflar icerir. Her
bir baslik en az bir hikme ulasmalidir.

Sonug: Derlemenin konusuyla ile ilgili ¢cikarimlari iceren kisa bir paragraf
hazirlanmalidir. Uygunsa, sonraki arastirmalarla ilgili dnerilerde bulunulur.
Soru: Derleme yazilarinda yazar(lar) metnin sonunda icerikle ilgili en az
3, en fazla 5 adet soru hazirlamalidir. Metnin iceriginde cevaplarin yer
aldigi ve okuyucuya konuya ait Snemli alanlari hatirlatmayi saglayacak bu
soru kismina verilecek yanitlar Editdrler Kurulu ve Dernek Yonetimi'nce
degerlendirilecektir.

D. Makale-Yorum Yazilari

Blten editorliglndn belirleyecedi bir arastirma makalesinin ¢zet sekilde
cevrilmesi ve yazarin/yazarlarin arastirma ile ilgili yorumunun eklendigi
bilimsel bir yazidir. Derleme icin belirlenen yazim kurallari gecerlidir.
Makale-yorum vyazilarinda, orijinal makalenin degil, yazarin yorumuna
ait 6nemli noktalari iceren bir 6zet olmalidir. Bu yazilar 1500 kelime ve
10 kaynak sayisi ile sinirlidir.

E. Editéryal Yorum/Tartisma

Yayimlanan orijinal arastirma makalelerinin, arastirmanin yazarlari
disindaki, o konunun uzmani tarafindan degerlendiriimesidir. ilgili
makalenin sonunda yayimlanir. 500 kelime ve 5 kaynak ile sinirlidir.

F. Editore Mektup

Son bir yil icinde dergide yayimlanan makaleler ile ilgili okuyucularin
degisik gorUs, tecrlibe ve sorularini iceren en fazla 500 kelimelik yazilar
olup kaynak sayisi 5 ile sinirlidir. Baslik ve &zet bélimleri yoktur. Hangi
makaleye (sayi, tarih verilerek) ithaf olundugu belirtiimeli ve sonunda
yazarin ismi, kurumu, adresi bulunmalidir. Mektuba cevap verildigi

takdirde, editér veya makalenin yazar(lar)i tarafindan, yine dergide
yayimlanarak verilir.

6. Yazi Diizeni

Dergiye gonderilecek yazilar tirlerine gore, baslk sayfasi, Ozetler,
ana metin, tesekkir (acknowledgment) kaynaklar, tablo/sekil/resim
bolumlerini icerir.
A. Baslik Sayfasi

Tirkce ve ingilizce baglk yer almalidir. Yazinin bashg, yazarlarin adi,
Unvanlari, calistiklari kurum ve yazismalardan sorumlu yazarin yazisma
adresi, telefonu varsa faksi ve e-posta adresi yazilir. Btln yazarlar ve
kurumlar numaralar ile belirtilmelidir. Makale daha 6nce teblig olarak
sunulmus ise tebli§ yeri ve tarihi belirtimelidir. Potansiyel cikar iliskisi
varsa bu sayfada belirtilmelidir. Kisisel tesekkur ifadeleri de bu sayfada
yer almalidir.

B. Ozet ve Anahtar Kelimeler

Tirkce ve ingilizce olmak (izere iki dilde yazilir ve yazinin bashgini da
icerir. Ozet gdnderilecek yazi bicimine gore yapilandinimis (Amag, Gereg
ve Yontem/Hastalar ve Yéntem, Bulgular, Sonug) veya kisa 6zet olarak
her yazi tipine gdre ilgili béliminde belirtilen sekilde hazirlanir.

Ozetlerin sonunda her iki dilden en az 3, en cok 5 anahtar kelime
(keywords) yer alir. Anahtar kelimeler uygun nitelikte ve standart
terminolojide yaziimalidir. Tirkce anahtar kelimeler “Tlrkiye Bilim
Terimleri” arasindan secilmelidir. Yazarlar bilgilendirme icin http://www.
bilimterimleri.com adresini kullanabilir. “Trkiye Bilim Terimleri” MeSH
(Medical Subject Headings) terimlerinin, karsiliklarinin bulundugu bir
anahtar kelimeler dizinidir (http://www.nlm.nih.gov/mesh/MBrowser.
html).

C. Ana Metin

Yazinin ana metni Giris, Gereg ve Yéntem/Hastalar ve Yontem, Bulgular,
Tartisma alt bagliklar icinde duzenlenir. Giris béliminde yazinin
dayandigi temel bilgilere ve gerekgelere kisaca deginildikten sonra,
son paragrafinda amag acik bir anlatimla yer alir. Gere¢ ve Yontem/
Hastalar ve Yontem bdlumU gerekirse arastirma/hasta/denek grubu,
araclar, uygulama ve istatistik degerlendirme gibi alt basliklara gore
dizenlenebilir. Bu bolim calismaya katilimayan birisinin de rahatlikla
anlayabilecedi agiklikta yazilmalidir. Bulgular ¢alismanin  bulgularini
Ozetler ve temel bulgular gerekirse tablo ve sekillerle desteklenir. Tartisma
boliminde calismanin bulgular ilgili yurtigi ve yurtdisi calismalarin
sonuclar baglaminda tartisilir; genel bir gézden gecirmeyi degil, 6zgln
bulgularin tartisilmasini icerir. Tartisma bolimi son paragrafta elde
edilen degerler olumlu ve olumsuz yonleriyle tartisiimali, literatlr ile
karsilastinimalidir. Calismanin kisitliliklart boliminde calisma sirecinde
yapllamayanlar ile sinirlari ifade edilmeli ve gelecek calismalara iliskin
oneriler sunulmalidir. Sonug bolimiinde calismadan elde edilen sonug,
bir ya da iki paragraf halinde vurgulanmalidir.

D. Tesekkiir

Yazar(lar) gerekli gordiklerinde yaziya katkilari yazarlik dizeyinde
olmayan, ancak belirtilmeyi hakettigini distnddkleri kisilere birkag
cimlelik kisa tesekkir yazabilirler. Burada, tesekkir edilen kisilerin
katkilari (6rnegin; parasal ya da arag gere¢ destedi, teknik yardim, bolim
baskaninin genel destedi gibi) aciklikla belirtilerek (6rnegin; “bilimsel

danismanlik”, “taslakta dizeltme”, “veri toplama”, “klinik arastirmaya
katilma" gibi) yazilir.

E. Kaynaklar

Kaynaklar ana metindeki gegis sirasina gére numaralanir ve metinde,
tablolarda, tablo ya da sekil dipnotlarinda parantez icinde gésterilir. Dort
ya da daha az sayida yazar adi varsa tim yazarlarin isimleri belirtiimelidir.
Dort yazardan fazla ise ilk Ug yazar adi ve sonrasinda “et al” eklenerek



siralanabilir. Kaynak sayfa numaralari agik olarak yazilmalidir. Kaynaklarin
yaziminda, asagidaki ornekler dikkate alinir. Burada ornegi verilmemis
kaynaklarin yazim kurallar icin “Ortak kurallar”a basvurulur. Dergi adlari
Index Medicus'taki bicime gore kisaltilir; burada bulunamayan bir dergi
ise, kisaltlmadan yazilir.

Kaynaklarin agirlikli olarak son yillarda yayimlanmis olanlardan secilmesi
Onerilir.

Kaynaklarin dogrulugundan yazar(lar) sorumludur.

Dergi: Yazar A, Yazar B, Yazar C. Makalenin baslgi. Dergi adinin
kisaltilmasi 2011;4:25-27.

Kitap: Yazar A, Yazar B, Yazar C. BOlum bashdr. In: Editér A, Editor
B, Editor C, eds. Kitabin adi. Kagina baski oldugu. Yayinlanma yeri:
Yayinevi; 2011. s. sayfa(lar).

Kaynak yazimr icin 6rnekler:

Dergi Yazilari

Dergi: Soukup V, Duskova J, Pesl M, et al. The prognostic value of t1
bladder cancer substaging: a single institution retrospective study. Urol
Int 2014,92:150-156.

Yazar kurum ise: The Cardiac Society of Australia and New Zealand.
Clinical exercise stress testing: Safety and performance guidelines. Med
J Aust 1996,164:282-284.

Ek sayi: Goodman WK, McDougle JC, Price LH. Pharmacotherapy of
obsessive compulsive disorder. J Clin Psychiatry 1992;53(Suppl 14):29-
37.

Kitaplar

Kitap yazar(lar)i kisi ise: Jacobson E. The Self and the Object World. 2nd
Edition. New York: International Universities Press; 1964.

Kitap yazari kurum ise: Institute of Medicine (US). Looking at the Future
of the Medicaid Program. Washington: The Institute; 1992.

Kitap bolimu: Phillips SJ, Whisnant JP Hypertension and stroke. In:
Laragh JH, Brenner BM, editors. Hypertension: Pathophysiology,
Diagnosis, and Management icinde. 2nd Ed. New York: Raven Press;
1995. p. 465-478.

Ceviri kitap: Amerikan Psikiyatri Birligi. Mental Bozukluklarin Tanisal ve
Sayimsal El Kitabi. 4. Baski. Kéroglu E, cev. editéri. Ankara: Hekimler
Yayin Birligi; 1995.

F. Sekil, Tablo ve Grafikler

Sekil ve tablo seciminde dikkatli karar verilmelidir. Derleme ve orijinal
arastirmalar icin en fazla 4 adet, olgu sunumlari icin 2 adet sekil/tablo
kabul edilecektir. Tim resimler “Sekil” olarak adlandiriimali ve metin
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icinde numaralandirilmis olarak belirtimelidir. Sekiller tanimlayici bir
baslik ve aciklama icermelidir. Ana metinde bulunmayan ve sekillerde
kullanilan tim kisaltmalar, sekil aciklamalarinda tanimlanmalidir. Ozelligi
olan bir yazida dortten daha fazla sekil/tablo olmasi gerekiyorsa bu
durumda yazar, bulten editérligine bunu bildirmelidir. Bitln tablo ve
sekillere metin icinde atif yapiimalidir.

Her bir tablo ayri sayfaya basilarak, metin icinde gectigi siraya gore
numaralandirilir. Her tablonun bir bashgl bulunur ve gerektiginde
(6rnegdin, tabloda gegen kisaltmalar) tablo altina agiklamalari yazilir. Her
bir tablo ana metne basvurma geredi dogurmayacak bicimde anlasilir
olmalidr.

Daha once yayimlanmis bir sekil veya tablo kullanilmak istenirse,
yazarlardan cizimlerin temin edilmesi ve kaynagin tim detaylarinin
bildiriimesi  gereklidir.  Sekil Uretimi icin yayinevi izni arastirmasi
yapilacaktir. Sekil ve cizimlerin ilgili izinlerinin alinmasindan yazarlar
sorumludur.

Resimler/fotograflar renkli, ayrintilari gorilecek derecede kontrast ve
net olmalidir. internet {izerinden cevrimici olarak génderilecek olan sekil,
grafik ve tablolarin ¢éztnurllkleri en az 300 dpi olmalidir.

- Sekil, resim/fotograflar ayri birer .jpg veya .gif dosyasi olarak (piksel
boyutu yaklasik 500x400, 8 cm eninde ve 300 dpi ¢ézinirlikte
taranarak) sisteme eklenmelidir. Kullanilan kisaltmalar sekil, tablo ve
grafiklerin altindaki agiklamada belirtimelidir. Daha &nce basiimis sekil,
tablo ve grafik kullanilmis ise yazili izin alinmalidir ve bu izin agiklama
olarak sekil, tablo ve grafik agiklamasinda belirtilmelidir.

7. Yazinin Yayina Gonderilmesi

Dergiye gonderilecek tim vyazlarin gdnderilmeden &nce yazim
kurallarina uygunlugu mutlaka son bir kez kontrol edilmelidir. Yazlar,
www.uroonkolojibulteni.com web sayfasindan temin edilebilecek olan
“yazar kontrol listesi” tamamlanarak génderilmelidir. Yazilar, Uroonkoloji
Bllteni web sayfasi; www.uroonkolojibulteni.org Gzerinden cevrimigi
olarak génderilmelidir. Cevrimici sistemin disinda e-posta, normal posta
veya faks ile génderilen yazilar degerlendirme icin kabul edilmeyecektir.

Yazisma

Uroonkoloji Biilteni,

Bas Editor, Prof. Dr. Murat Kosan

Baskent Universitesi Tip Fakiiltesi, Uroloji Anabilim Dali, Konya, Tiirkiye
Telefon: +90 216 594 52 85 Faks: +90 216 594 57 99

E-posta: muratkosan@yahoo.com




Intructions to Author

1. General Information

Bulletin of Urooncology is the official scientific publication of the
Turkish Society of Urooncology. It is published quarterly (March, June,
September, and December). Supplements are also published during the
year if necessary.

Journal publishes basic and clinical research original articles, reviews,
editorials, case reports, and letters to the editor relevant to urooncology
i.e prostate cancer, urothelial cancers, testis and kidney cancer, benign
prostatic hyperplasia and any aspect of urologic oncology. Bulletin of
Urooncology is indexed by several international databases and the
journal commits to rigorous peer review.

Bulletin of Urooncology does not charge any article submission or
processing charges. Also manuscript writers are not paid by any means
for their manuscripts.

Manuscripts must be written in Turkish or English and must meet
the requirements of the journal. Articles are accepted for publication
on the condition that they are original, are not under consideration
by another journal, or have not been previously published. This
requirement does not apply to papers presented in scientific meetings
and whose summaries, not exceeding 250 words, are published. In
this case, however, the name, date and place of the meeting in which
the paper was presented should be stated. Direct quotations, tables,
or illustrations that have appeared in copyrighted material must be
accompanied by written permission for their use from the copyright
owner and authors.

In the international index and databases, the name of the journal has
been registered as Bulletin of Urooncology and it should be abbreviated
as “Bull Urooncol” when referenced.

All' manuscripts should comply with “Uniform Requirements for
Manuscripts Submitted to Biomedical Journals” produced and updated
by the International Committee of Medical Journals Editors (www.
icmje.org).

It is the authors’ responsibility to prepare a manuscript that meets
scientific criterias and ethical issues. Turkish Society of Urooncology
owns the copyright of all published articles. All manuscripts submitted
must be accompanied by the Authorship Statement, Copyright Transfer,
Financial Disclosure, and Acknowledgment Permission form that is
available in (www.uroonkolojibulteni.com).

The Journal adheres to the principles set forth in the Helsinki Declaration
October 2013  (http://www.wma.net/en/30publications/10policies/
b3/index.html) and holds that all reported research involving “Human
beings” conducted in accordance with such principles.

Reports describing data obtained from research conducted in human
participants must contain a statement in the Materials and Methods
section indicating approval by the ethical review board and affirmation
that Informed Consent was obtained from each participant.

All manuscripts dealing with animal subjects must contain a statement
indicating that the study was performed according to “The Guide for
the Care and Use of Laboratory Animals” (http://oacu.od.nih.gov/regs/
guide/guide.pdf) with the approval (including approval number) of the
Institutional Review Board, in the “Materials and Methods” section.
Case reports should be accompanied by informed consent and the
identity of the patient should be hidden. It is the authors’ responsibility
to prepare a manuscript that meets ethical criteria.

During the evaluation of the manuscript, the research data and/or
ethics committee approval form can be requested from the authors if
it's required by the editorial board.

We disapproval upon such unethical practices as plagiarism,
fabrication, duplication, and salamisation, as well as inappropriate
acknowledgements, and references regarding Committee on Publication
Ethics (COPE) rules. We use iThenticate to screen all submissions for
plagiarism before publication.

2. Manuscript Submission

Manuscript submission should be done online (www.uroonkolojibulteni.
com).

All submissions must include: Authorship Statement, Copyright Transfer,
Financial Disclosure, and Acknowledgment Permission forms. The
author and the co-authors should sign this form declaring acception
of full responsibility for the accuracy of all contents in accordance with
the order of authors. They should also whether there is a conflict of
interest regarding manuscript. If you are unable to successfully upload
the files please contact the editorial office by e-mail or through online
submission system. The names of the institutions, organizations or
pharmaceutical companies that funded or provided material support for
the research work even in form of partial support, should be declared
and acknowledged in the footnote of the article. Rejected manuscripts
are not sent back to the authors except for art work.

The ORCID (Open Researcher and Contributor ID) number of the
correspondence author should be provided while sending the
manuscript. A free registration can create at http://orcid.org.

3. Peer-Review Process

Bulletin of Urooncology is an independent international journal based
on double-blind peer-review principles. All articles are subject to review
by the editors and peer reviewers. All manuscripts are reviewed by the
editor, concerned associate editors and at least two expert referees.
The scientific board guiding the selection of the papers to be published
in the Journal consists of elected experts of the Journal and if necessary,
selected from national and international authorities. Editorial Committee
has the right of not publishing a manuscript that is not in compliance
with the authors’ instructions, request revisions from the authors and
reediting. The review process will be managed and decisions made by
editor-in-chief who will act independently.

The editor and editorial board is the complete authority regarding
reviewer selection. The reviewers are mainly selected from an national
and international advisory board. The editorial board may decide to
send the manuscript to independent national or international reviewers
according to the subject.

The authors of the accepted manuscripts should be in consent that the
editor and associate editors can make corrections without changing the
main text of the paper.

4. Editorial Policies

Scientific Responsibility

It is the authors’ responsibility to prepare a manuscript that meets
scientific criterias.

All' persons designated as authors should have made substantial
contributions to the followings:

(1) the conception and design of the study, or acquisition of data, or
analysis and interpretation of data,



(2) drafting the article or revising it critically for intellectual content,
(3) final approval of the version to be submitted.

If the article includes any direct or indirect commercial links or if any
institution provided material support to the study, authors must state
in the cover letter that they have no relationship with the commercial
product, drug, pharmaceutical company, etc. concerned; or specify the
type of relationship (consultant, other agreements), if any.

In case of any suspicion or claim regarding scientific shortcomings
or ethical infringement, the Journal reserves the right to submit the
manuscript to the supporting institutions or other authorities for
investigation. The Journal accepts the responsibility of initiating action
but does not undertake any responsibility for an actual investigation or
any power of decision.

Abbreviations

Use only standard abbreviations. Avoid abbreviations in the title and
abstract. The full term for an abbreviation should precede its first use in
the text, unless it is a standard abbreviation. Abbrevations that are used
should be defined in parenthesis where the full word is first mentioned.
Units of Measurement

Measurements should be reported using the metric system, according
to the International System of Units (SI).

Statistical Evaluation

Al retrospective, prospective and experimental research articles must
be evaluated in terms of biostatics and it must be stated together with
appropriate plan, analysis and report. P values must be given clearly
in the manuscripts (e.g. p=0.033). It is the authors’ responsibility to
prepare a manuscript that meets biostatistical rules.

Language

The official languages of the Journals are Turkish or English. It is the
authors’ responsibility to prepare a manuscript that meets spelling and
grammar rules. Authors who feel their English language manuscript
may require editing to eliminate possible grammatical or spelling errors
and to conform to correct scientific English are encouraged to ask for
an expert. All spelling and grammar mistakes in the submitted articles,
are corrected by our redaction commitee without changing the data
presented.

5. Categories of Articles

Bulletin of Urooncology is in compliance with the uniform requirements
for manuscripts submitted to biomedical journals published by the
International Committee of Medical Journal Editors (NEJM 1997,
336:309-315, updated 2001). Manuscripts that do not meet these
requirements will be returned to the author for necessary revision
before the review.

The Journal requires that all submissions be submitted according to
these guidelines:

Manuscripts should be prepared as a word document (*.doc) or rich
text format (*.rtf).

Text should be double spaced with 2.5 cm margins on both sides using
12-point type in Times Roman or Arial font.

Each section of the article should be started in a new page and abide
to the below sequence:

1) Title,

2) Abstract and key words (Turkish and English),

3) Main text,

4) Acknowledgements (optional),

5) References,

Intructions to Author

6) Tables/figures (each table should be written with the titles and
footnotes in a separate page), legends of the figures.

All manuscripts submitted must be accompanied by the “Copyright
Transfer and Author Declaration Statement form” (www.
uroonkolojibulteni.com).

The corresponding author must give the full corresponding address
(including telephone, fax number and e-mail address). Contact
information for corresponding author is published in the journal.

A. Original Research Articles

Original prospective or retrospective studies of basic or clinical
investigations in areas relevant to urologic oncology.

Content:

- Title

Abstract (limited to 300 words; the structured abstract contain the
following sections:

Objective, materials and methods, results, conclusion)

- Keywords [List 3-5 key words using Medical Subjects Headings (MeSH)]
Introduction

- Materials and Methods/Patients and Methods

- Results

- Discussion

- Study Limitations

- Conclusion

- Acknowledgements

- References

- Tables/Figures

Preparation of research articles, systematic reviews and meta-analyses
must comply with study design guidelines:

CONSORT statement for randomized controlled trials (Moher D, Schultz
KF Altman D, for the CONSORT Group. The CONSORT statement revised
recommendations for improving the quality of reports of parallel group
randomized trials. JAMA 2001; 285: 1987-91) (http://www.consort-
statement.org/);

PRISMA statement of preferred reporting items for systematic reviews
and meta-analyses (Moher D, Liberati A, Tetzlaff J, Altman DG, The
PRISMA Group. Preferred Reporting Items for Systematic Reviews
and Meta-Analyses: The PRISMA Statement. PLoS Med 2009; 6(7):
€1000097.) (http://www.prisma-statement.org/);

STARD checklist for the reporting of studies of diagnostic accuracy
(Bossuyt PM, Reitsma JB, Bruns DE, Gatsonis CA, Glasziou PP, Irwig LM,
et al., for the STARD Group. Towards complete and accurate reporting
of studies of diagnostic accuracy: the STARD initiative. Ann Intern Med
2003;138:40-4.) (http://www.stard-statement.org/);

STROBE statement, a checklist of items that should be included in
reports of observational studies (http://www.strobe-statement.org/);
MOOSE guidelines for meta-analysis and systemic reviews of
observational studies (Stroup DF, Berlin JA, Morton SC, et al. Meta-
analysis of observational studies in epidemiology: a proposal for
reporting Meta-analysis of observational Studies in Epidemiology
(MOOSE) group. JAMA 2000; 283: 2008-12).

Figure Legends

A word count for the original articles (excluding title page,
acknowledgments, figure and table legends, and references) should be
provided not exceed 3000 words. Number of references should not
exceed 30.



Intructions to Author

B. Case Reports

Case reports should include cases which are rarely seen and different
in diagnosis and treatment. Brief descriptions of a previously
undocumented disease process, a unique unreported manifestation
or treatment of a known disease process, or unique unreported
complications of treatment regimens, and should contribute to our
present knowledge.

Content:

- Title

Abstract (limited to 150 words; without structural divisions

-Keywords [List 3-5 key words using Medical Subjects Headings (MeSH)]
Introduction

Case Presentation

Discussion

References

Tables/Figures

Figure Legends

A word count for the original articles (excluding title page,
acknowledgments, figure and table legends, and references) should be
provided not exceed 1500 words. Number of references should not
exceed 15.

C. Review Article

These are manuscripts which are prepared on current subjects by
experts who have extensive experience and knowledge of a certain
subject and who have achieved a high number of publications and
citations. The reviews are usually accepted for the journal with invitation
of editorial board. Submitted reviews within the scope of the journal
will be taken into consideration by the editors. The content of the
manuscript should include the latest achievements of a subject and
information and comments that would lead to future studies in that
area. Number of authors should be limited to 3.

Content:

- Title

Abstract (maximum 250 words; without structural divisions;
-Keywords [List 3-5 key words using Medical Subjects Headings (MeSH)]
Introduction

Main Text

Conclusions

Tables/Figures

Figure Legends

Short Quiz (list 3-5 questions about the context of article as for CME
credit. Editoial board and Turkish Society of Urooncology executive
committe will evaluate the answers and members submitting correct
answers may be granted for educational purposes).

D. Literature Review

These are solicited by the Editor, will go through the peer review process,
and will cover recently published selected articles in the field of Urologic
oncology. It is a mini-review article that highlights the importance of a
particular topic and provides recently published supporting data. The
content is same with review article. Word count should not exceed
1500 and references are limited to 10.

E. Editorial Commentary

They are solicited by the Editor and should not be submitted without
prior invitation. Evaluation of the original research article is done by the
specialists of the field (except the authors of the research article) and
it is published at the end of the related article. Word count should not
exceed 500 words and number of references limited to 5.

F. Letters to the Editor

These are the letters that include different views, experiments and
questions of the readers about the manuscripts that were published in
this journal in the recent year and should be no more that 500 words
with maximum 5 references. There’s no title and abstract. Submitted
letters should include a note indicating the attribution to an article (with
the number and date) and the name, affiliation and address of the
author(s) at the end. When the answer to the letter is given by the
editor or the author(s) of the manuscript it is published in the journal.

6. Manuscript Preparation

Each section of the article should be started in a new page and abide
to the below sequence according to manuscript categories: Title page,
abstract, main text, acknowledgements, references, tables/figures and
legends of the figures.

A. Title Page

The title page should include the following:

Full title (in English and in Turkish) Turkish title will be provided by the
editorial office for the authors who are not Turkish speakers.

Authors’ names and institutions.

Corresponding author’s e-mail and address, telephone and fax numbers.
Any grants, or financial supports for the paper.

B. Abstract and Keywords

The abstracts should be prepared in accordance with the instructions
in the categories of articles. A structured abstract should be provided
for the original articles using the following headings:objective, materials
and methods, results and conclusions.

Provide 3-5 keywords. English keywords should be provided from
Medical Subject Headings (http://www.nlm.nih.gov/mesh).

C. Main Text

Introduction: Brief explanation about the topic should be done,
the objective of the study should be indicated and these should be
supported by the literature information.

Materials and Methods: The study plan should be given, it should be
indicated whether it is randomized or not whether it is retrospective or
prospective, the number of trials, the characteristics, the used statistical
methods should be indicated. If any, it should be indicated that the
results should be scrutinized.

Results: The results should be given, the tables and the pictures should
be given in numerical order and, the results should be indicated in
accordance with statistical analysis methods.

Discussion: The obtained values should be discussed with its favorable
and unfavorable aspects and, they should be compared with literature.
Study Limitations: Limitations of the study should be discussed. In
addition, an evaluation of the implications of the obtained findings/
results for future research should be outlined.

Conclusion: The conclusion of the study should be highlighted.

D. Acknowledgement

An acknowledgment is given for contributors who may not be listed as
authors, or for grant support of the research. Any technical or financial
support, or editorial contribution (statistical analysis, English/Turkish
evaluation) contributions towards the study should appear at the end
of the article.

E. References

The author is responsible for the accuracy of references. Cite references
in the text with numbers in parentheses. All authors should be listed if
four or fewer, otherwise list the first three authors and add the et al.



Number references consecutively according to the order in which they
first appear in the text. Journal titles should be abbreviated according
to the style used in Index Medicus (consult List of Journals Indexed in
Index Medicus).

Examples for writing references;

Format for journal articles; initials of author’s names and surnames,
titles of article, journal name date; volume: inclusive pages.

Example:

Journal: Soukup V, Duskova J, Pesl M, et al. The prognostic value of t1
bladder cancer substaging: a single institution retrospective study. Urol Int
2014,92:150-156.

Format for books; initials of author’s names and surnames. chapter title.
In: editor’s name, Eds. Book title. Edition, City: Publisher; Year. p. pages.
Example:

Book Chapters: Lang TF, Duryea J. Peripheral Bone Mineral Assessment
of the Axial Skeleton: Technical Aspects. In: Orwoll ES, Bliziotes M, eds.
Osteoporosis: Pathophsiology and Clinical Management. New Jersey,
Humana Pres Inc, 2003;83-104.

Books: Greenspan A. Orthopaedic Radiology a Pratical Approach. 3th
ed. Philadelphia: Lippincott Williams Wilkins; 2000. p. 295-330.

F. Figures, Pictures, Tables and Graphics

For figures, pictures, tables and graphics; if you use data from another
published or unpublished source, obtain permission and acknowledge
that source fully. Number of figure/tables are restricted to four
for original article and reviews and two those for case reports. Any
manuscript need more figure/table above limitations author should
contact with editor and get permission.

Intructions to Author

Tables: Supply each table on a separate file. Number tables according to
the order in which they appear in the text, and supply a brief caption
for each. Give each column a short or abbreviated heading. Write
explanatory statistical measures of variation, such as standard deviation
or standard error of mean. Be sure that each table is cited in the text.
Figures: Authors should number figures according to the order in which
they appear in the text. Figures include graphs, charts, photographs,
and illustrations. Each figure should be accompanied by a legend.
Figures should be submitted as separate files, not in the text file. Image
files must be cropped as close to the actual image as possible. Pictures/
photographs must be in color, clear and with appropriate contrast to
separate details. Figures, pictures/photographs must be added to the
system as separate .jpg or .gif files (approximately 500x400 pixels, 8 cm
in width and scanned at 300 resolution).

7. Manuscript Submission

As part of the submission process, authors are required to check off their
submission’s compliance with authors instructions, and submissions
may be returned to authors that do not adhere to these guidelines.
Bulletin of Urooncology only accepts electronic manuscript submission
at the web site www.uroonkolojibulteni.org.

Correspondence

Bulletin of Urooncology

Editor-in-Chief, PhD, MD, Murat Kosan

Baskent University Faculty of Medicine, Department of Urology, Konya,
Turkey

Phone: +90 216 594 52 85 Fax: +90 216 594 57 99

E-mail: muratkosan@yahoo.com




70

77

81

86

92

95

101

105

Icindekiler/Contents

Orijinal Makaleler / Original Articles

Extract Fractions with Potential Inmunotherapeutic Activity for Bladder Cancer

Mesane Kanseri icin immdinoterapétik Potansiyele Sahip Mycobacterium Brumae Ekstresi Fraksiyonlari
Zeliha Erttirk MD, Esra Bliber MD, Haluk Ozen MD, Omiir Celikbicak MD, Bekir Salih MD, N. Leyla Acan MD

Kastrasyon Direncli Prostat Kanserinde Dosetaksel Kemoterapisinin Etkinligi: Tek Merkez Deneyimi
The Efficiency of Docetaxel Chemotherapy on Castration Resistant Prostate Cancer: Singe Center Experience
Dr. Evren Siier, Dr. Nurullah Hamidi, Dr. Mehmet ilker Gokge, Dr. Siimer Baltaci

The Effect of Sex and Age Differences on Pathology Results in Primary Bladder Cancer Patients

Primer Mesane Kanseri Tanisi Alan Hastalarin Cinsiyet ve Yas Farkliliginin Patolojik Sonuclara Etkisi
Hakan Tirk MD, Stki Un MD, Batuhan Ergani MD

Pozitif Cerrahi Sinirin Uzunlugu ve Tiimor Derecesinin Prostatektomi Sonrasi Biyokimyasal Niikse Etkisi Var midir?

Do Length and Tumor Grades of Positive Surgical Margin Have an Impact on Biochemical Recurrence After Prostatectomy?
Dr. Murat Yavuz Koparal, Dr. Cenk Acar, Dr. Bettil Ogit, Dr. Eda Tokat, Dr. Fatih Bicaklioglu, Dr. ipek Isik Génil, Dr. Ali Furkan Batur, Dr. Tevfik Sinan Sézen

Derlemeler / Reviews

insan Papilloma Viriisii ve Mesane Kanseri iliskisi

Relationship Between Human Papilloma Virus and Bladder Cancer
Dr. Osman inci, Dr. Ebru Tastekin, Dr. Hakan Akdere

Prostat Kanserinde; Uriner, Serum ve Doku Biyomarkerlerinde Yeni Gelismeler Nelerdir?

What are the New Developments in Urinary, Serum and Tissue Biomarkers in Prostate Cancer?
Dr. Hayrettin Sahin, Dr. Mehmet Cetinkaya, Dr. Hasan Deliktas

Olgu Sunumlari / Case Reports

A Rare Presentation of Germ Cell Neoplasia: Persistant Miillerian Duct Syndrome
Germ Hucreli Neoplazinin Nadiir Bir Prezentasyonu: Persistan Mullerian Kanal Sendromu
Alp Tuna Beksag MD, Muhammet Irfan Dénmez MD, Cisel Aydin MD, Dilek Ertoy Baydar MD, Mustafa Sertac Yazici MD, Ali Ergen MD, Blilent Akdogan MD

Primer Adrenal Lenfoma: Olgu Sunumu

Primary Adrenal Lymphoma: A Case Report
Dr. ilke Onur Kazaz, Dr. Ayhan Arslan, Dr. Nergiz Erkut, Dr. Omer Kutlu




Editorden / Editorial

Uroonkoloji Biilteni'nin Degerli Okuyuculari ve Degerli Meslektaslarim,

Biiltenimizin 2017 yilina ait Gglincl sayisinda, editér yardimaisi arkadaslanm Dr. Ender Ozden ve Dr. Baris
Kuzgunbay'in gayret ve katkilariyla ilginizi cekecegini diistindigimuz derleme, arastirma makaleleri ve olgu
sunumlari bulunmaktadir.

Blltenimizin akademik atama ve ylkseltme kriterleri yéniinden arastirmacilara katki saglayacak énemli yurt ici
ve yurt disi indekslerde taranmasi konusunda gerek yénetim kurulumuzun gerekse énceki editérlerimizin degerli
katkilari ile ciddi yol alindigi bir stirecteyiz. Bu konuda Uroloji ve Giroonkoloji camiasinin cok degerli destedi alinmis
olup, giderek artmaktadr. Ozellikle ulusal yayinlanmizin degerlendirilmesi konusunda basta, TUBITAK/ULAKBIM
Turk Tip Dizini olmak Uzere cesitli indekslerde taranan bir dergi olmasi bu destegin en dnemli gostergelerindendir.
Uluslararasi 6nemli indeksler yonlinden gayretlerimiz de strmektedir.

Bu sayida, derlemeleriyle, olgu sunumlari ve arastirmalariyla bilgi birikimlerini bizlerle paylasan degerli
arastirmacilara ve saygideger hocalarimiza editérler kurulu adina ¢ok tesekkir ediyorum.

Arastirma makaleleri ve ilging olgu sunumlarini kabul etmeye yeni saylarimizda da devam edecegiz.
Ozellikle akademik calismalarini degerlendirmek isteyen arastirmacilarimizin biltenimizi tercih etmesi bizi
gururlandirmaktadir. Bu baglamda, 6nemli indekslerde taranma konusunda gayretlerimiz devam edecektir.
Uroonkoloji Dernegi Yénetim Kurulu'nun, tiim Groloji ve Giroonkoloji camiasinin degerli destedi ve ézverili gayreti
temel dayanagdimiz olmaya devam etmektedir.

Saygilarimla,

Dr. Murat Kosan




Original Article / Orijinal Makale

DOI: 10.4274/uob.905
Bulletin of Urooncology 2017,16:70-76

Mycobacterium Brumae Extract Fractions with Potential

Immunotherapeutic Activity for Bladder Cancer
Mesane Kanseri icin Immdiinoterapétik Potansiyele Sahip Mycobacterium Brumae
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Abstract

Objective: Immunotherapy with intravesical Bacillus Calmette-Guérin
(BCG) application is a gold standard treatment for high risk non-muscle
invasive bladder cancer (NMIBC), despite its local and systemic side
effects. We aimed to develop less toxic and more powerful therapeutic
agents for the treatment of bladder cancer than live strain.

Materials and Methods: Non-pathogenic Mycobacterium brumae strains
resembling BCG in immunostimulating and cytotoxic activities were used.
The bacteria were sonicated after heat treatment. Samples prepared by
aqueous solution and acetone were subjected to high performance liquid
chromatography on reverse phase and strong ion exchange columns.
Tumour necrosis factor-o. (TNF-a) stimulating activities and the matrix-
assisted laser desorption/ionization-mass spectroscopy findings of the
samples were analysed.

Results: As a result, it was revealed that two components, m/z ratios
around 1800 and another around m/z 3600 could be responsible for
TNF-a stimulating activity.

Conclusion: These components have a potential to develop of new
agents for NMIBC treatment.

Keywords: Mycobacterium brumae, non-muscle invasive bladder
cancer, high performance liquid chromatography, matrix-assisted laser
desorption/ionization-mass spectrometry, tumour necrosis factor-o

Oz

Amac: Lokal ve sistemik yan etkilerine ragmen, ytiksek riskli kasa invaziv
olmayan mesane kanserinde (KIOMK) Bacillus Calmette-Guérin (BCG)
uygulanmasi altin standart tedavidir. Biz mesane kanseri tedavisi icin canli
suslar yerine daha az toksik ve daha gliclu terapotik ajanlar gelistirmeyi
hedefledik.

Gere¢ ve Yoéntem: imminostimilan ve sitotoksik aktiviteleri BCG
ile benzerlik gosteren patojen olmayan Mycobacterium brumae susu
kullanildi. Bakteriler 1st muamelesinden sonra sonike edildi. Sulu ¢ozeltiyle
ve asetonla ekstre edilerek hazirlanmis 6rnekler ters faz ve kuvvetli iyon
degistirici kolonlar kullanilarak ylksek performansh sivi kromatografisi
uygulandi. Orneklerin tiimér nekroz faktorii-o (TNF-o) uyarici aktiviteleri
ve matriks-yardimli lazer desorpsiyon-iyonlastirmali-kiitle spektrometri
ciktilar incelendi.

Bulgular: Sonug¢ olarak, m/z oranlart 1800 ve 3600 dolayindaki iki
bilesenin TNF-a uyarici aktiviteden sorumlu olabilecegi ortaya cikarildi.
Sonug: Bu bilesenler KIOMK tedavisi icin yeni ajanlar gelistirme
potansiyeline sahiptir.

Anahtar Kelimeler: Mycobacterium brumae, kasa invaziv olmayan mesane
kanseri, yiiksek performansli sivi kromatografisi, matriks-yardimh lazer
desorpsiyon-iyonlastirmali kiitle spektrometri, timor nekroz faktori-a

Address for Correspondence/Yazisma Adresi: N. Leyla Acan MD, Hacettepe University Faculty of Medicine, Department of Medical Biochemistry, Ankara, Turkey
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Erturk et al.
Mpycobacterium brumae Fractions for Bladder Cancer

Introduction

Bladder cancer is the fourth most common cancer among men,
and the 14" most common type among women (1). Non-
muscle invasive bladder cancer (NMIBC) (which makes up 80%
of the disease) has a low mortality rate, but a high recurrence
rate (up to 70%) which requires attention with novel therapies.
Immunotherapy with intravesical Bacillus Calmette-Guérin
(BCG) application is a gold standard treatment for certain high
risk NMIBC. International Bladder Cancer Group recommends
this therapy for intermediate and high risk diseases (2,3,4,5).
For high risk disease it is recommended to continue intravesical
immunotherapy for 1-3 years (2,6).

It seems that mycobacteria stimulate the Toll-like receptors at
the target cells to cause secretion of tumour necrosis factor-o
(TNF-a) and several other cytokines. Antitumoural effects
started by BCG include the interaction of several soluble and
cellular immune system regulators, eventually destroying the
tumour cells by an indirect immune cytotoxic action (7,8).
Although immunotherapy with BCG is an effective method,
it has several local and systemic side effects such as cystitis,
haematuria, lung infection, liver toxicity and sepsis (9) and
protracted (maintenance) therapy period potentiates the risk of
the side effects.

Research has been carried on to find less toxic and more potent
immunotherapeutic agents. Mycobacterium phlei was found to
be a promising strain for this purpose (10,11,12). It is shown
that cell wall extracts of M. phlei (10,12) and Mycobacterium
smegmatis (13) rich in proteins had immunostimulating activity.
Our group searched the TNF-a stimulating activities of the cell
wall extracts of 88 mycobacterium strains and found out that
there are some more candidates for the treatment of bladder
cancer (14). Mycobacterium brumae was among these strains.
It is a non-pathogenic, rapid growing mycobacterium strain
and the cell wall extract of which was as efficient as that of
BCG for TNF-a stimulating activity. Its cytotoxic activity for
human bladder cells measured by MTT test was found to be
comparable to that of M. phlei (15). Recently, it was reported
that in vivo antitumour activities of BCG and M. brumae were
similar in tumour bearing mice (16).

It was previously reported that autoclaved BCG had no
effect on tumour growth (17), but we obtained significant
immunostimulating activity with heat treated M. phlei (12)
and M. brumae (14) extracts although less efficient when
compared to live bacteria. Recently, antitumour effect was also
observed with gamma irradiated M. brumae cells although less
efficiently (18). M. brumae is reported to be non-pathogenic for
humans, but inactivated cells diminish the risk of inflammation
completely. Therefore, it was of interest to fractionate the
M. brumae cell wall extract by high performance liquid
chromatography (HPLC) and try to determine the fractions
responsible of the TNF-a stimulating activity.

Materials and Methods

Materials

M. brumae (ATCC 51384) cells were obtained from Salubris A.S.,
Turkey. Human monocyte cells (THP-1) were obtained from the

Foot and Mouth Disease Institute, Cell and Virus Bank (HUKUK),
Ankara, Turkey. Middlebrook 7H9 broth was from Difco, USA;
ELISA plates and cell culture plates were from NUNC A/S,
Denmark; TNF-o ELISA kits (KHC3011) were from BioSource
(Invitrogen, USA). Lowenstein-Jensen culture media was from
Salubris A.S., Turkey. Penicillin, streptomycin and RPMI-1640
medium were from Gibco (Gaithersburg, Maryland, USA). All
the other chemicals were analytical grade.

Growth of Mycobacteria

M. brumae was grown as previously described (14). The
cells were inoculated into Lowenstein-Jensen culture media
supplemented with 10% oleic acid-albumin-dextrose complex
and incubated at 37 °C. When colonies were visible, they
were transferred into Middlebrook 7H9 broth culture media
containing 0.2% glycerol; incubated in a rotary shaking
incubator (Nive, Turkey) at 37 °C for 1 week. The purity of the
culture was checked with acid-fast staining.

Preparation of the Samples

M. brumae cell wall extracts were prepared with some
modifications of the previous method (14). Cells were harvested
by centrifugation at 1000 x g, washed twice with 50 mM
potassium phosphate buffer, pH 7.4. The pellet was suspended
in two volumes of the same phosphate buffer. The suspension
was incubated at 95 °C for 10 minutes, sonicated for 2 min (at
40% amplitude, Sonics Vibra Cell VCX 750, USA), centrifuged
for 20 minutes at 27000 x g. The supernatant was concentrated
at rotatory evaporator (BUCHI R210, Swiss), dissolved in 50 mM
potassium phosphate buffer, pH 7.4, and filtered through a filter
with 0.45 mm mesh. This procedure for cell wall preparation
did not disrupt the cell membrane as observed by microscopy.
UV absorption spectra did not indicate the presence of DNA
either.

Treatment of Monocytic Cell Lines with Mycobacterial
Extracts

The monocytic cell line THP-1 was cultured in a humidified
atmosphere of 5% CO, at 37 °C as previously described
(14). The culture medium was RPMI-1640 containing heat-
inactivated foetal calf serum (10%), penicillin (100 U/mL)
and streptomycin (100 pg/mL). 500000 cells/mL/well were
dispensed in 24-well microtiter plates in the same medium.
Cells were incubated with 200 nm of phorbol-12-myristate-13-
acetate (PMA)/mL for 48 h at 37 °C. PMA-treated THP-1 cells
were treated with mycobacterial extracts (5 pg sugar/mL). After
48 h of incubation, the culture supernatants of THP-1 cells were
collected, centrifuged at 13000 x g and stored at -80 °C until
used. Lipopolysaccharide was used as positive, and dilution
buffer was used as negative control (19). Sugar content of the
samples were measured by phenol sulphuric acid method with
glucose as standard (20).

Measurement of Tumour Necrosis Factor-a Activity

ELISA for TNF-a. was performed according to the manufacturer’s
instructions (Biosource, Invitrogen, USA). 50 pL of standard
diluent buffer was added to the wells containing cell culture
samples and 100 pl of the standard diluent buffer were added
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to blank wells. 100 pL of standards, samples or controls were
included to the appropriate microtiter wells. The plates were
incubated for 2 hours at room temperature. Solution from
wells was discarded and wells were washed 4 times. 100 yL
of biotinylated anti-TNF-a solution was pipetted into each
well except the chromogen blank(s), and mixed. The plates
were incubated for 1 hour at room temperature. The solution
was discarded and the wells were washed 4 times. 100 pL
streptavidin-horseradish peroxidase working solution was added
to each well except the chromogen blanks. The plates were
incubated for 30 minutes at room temperature. The solution
was discarded and the wells were washed 4 times. 100 pL of
stabilized chromogen was added to each well. The plate was
incubated for 30 minutes at room temperature in the dark. 100
uL of stop solution was added to each well. The measurements
were done in triplicate. Absorbances were measured at 450 nm
using Spectra Max M2 microplate reader (Molecular Devices;
Canada) (19).

High Performance Liquid Chromatography Fractionation

HPLC separation of the samples were done with reverse phase
chromatography on Shimadzu, semi-quantitative system, using
C18 (Teknokroma Europa Peptide 120 C18 5 pm 25x0.7 cm)
and strong cation exchange (SCX) (Teknokroma, Tracer Extrasil
SCX 5 um 25x0.7 cm) columns.

Matrix-Assisted
Spectrometry

Laser Desorption/lonization-Mass

Alpha-cyano-4-hydroxycinnamic acid matrix (a-CHCA) was
prepared in acetonitrile/water/trifluoroacetic acid (TFA) mixture
(1:1:0.001, v/v/v). All the samples were mixed with the a-CHCA
matrix solution at 1:10 (v/v) ratio by gentle stirring with a vortex
mixer. A 1.0 pL portion of all the final solutions was directly
spotted onto the matrix-assisted laser desorption/ionization
(MALDI) sample target and dried at room temperature before
analysis. MALDI-mass spectrometry (MALDI-MS) analyses of
the samples were carried out in positive ion mode using a
MALDI-time-of-flight-MS (MALDI-TOF-MS) (Applied Biosystems
Voyager DE PRO, USA) with delayed extraction. lons, formed by
a pulsed UV laser beam (N, laser, =337 nm) at around 107 Torr,
were accelerated with a 23 kV electrical potential. All spectra
were the average of 50 shots and internally calibrated (21).

Statistical Analysis

ELISA results are presented as mean + standard deviation.
Statistical comparisons were made by Mann-Whitney U test.
Statistical significance was assumed as p<0.05.

Results

Separation of the Cell Wall Extracts

Chromatography

by Column

Figure 1 shows the outline of the several chromatographic steps
applied to the sample. Initially 500 pL of cell wall extract was
applied to the C18 column. For the elution, water with 0.1%
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TFA was applied with a flow rate of 0.9 mL/min for the first
50 minutes and after 50" minute elution was continued with
30% acetonitrile with a flow rate of 2 mL/min. Three peaks
(C1 at 15-19 min, C2 at 19-22 min, and C3 at 70-80 min)
were obtained by this procedure. The peaks were collected and
evaporated separately and 500 pL of each were applied to SCX
columns with a flow rate of 2 mL/min. Mobile phase was 5 mM
potassium phosphate buffer, pH 3, containing 25% acetonitrile.
Gradient elution was achieved by the same buffer containing
0.5 M NaCl. Sample C1 yielded 2 peaks (C1S1 at 5-10 min and
C1S2 at 10-16 min). Sample C2 yielded 3 peaks (C2S1 at 7-10
min, C2S2 at 10-22 min and C2S3 at 22-30 min).

Sample C3 did not give a good resolution on SCX column.
Eluates obtained between 3-14 min (C3S1), 14-25 min (C3S2)
and 58-74 min (C3S3) were combined separately, dialysed,
evaporated and each were applied onto C18 columns. On C18
column, C3S1 and C3S2 each yielded two peaks (C3S1C1 at
2-4 min, C3S1C2 at 4-6 min; C3S2C1 at 4-5 min, C35S2C3 at
5-6 min); and C3S3 yielded three peaks (C3S3C1 at 9-11 min,
C3S3C2 at 11-13 min, and C3S3C3 at 40-52 min). Sample sizes
of C3S1 and C3S3 were 500 pL and sample size of C3S2 was
1 mL. For these three separations, flow rates were 3 mL/min,
mobile phase was water containing 0.1% TFA for the first 15
min and later, 30% acetonitrile.

Matrix-Assisted Laser  Desorption/lonization-Mass
Spectrometry Profiles and Immunostimulating Activities of
the Samples

MALDI-MS profiles of the cell wall extract and the samples
obtained from the chromatography steps are at Figure 2. Table
1 summarizes the results of TNF-a stimulating activities of the
samples and the notable MALDI-MS signals. All the samples
contained several signals between m/z 1000-10000. Since
protein content of some of the fractions were very low, sample
volumes were calculated on the basis of sugar contents of the
samples.

M. brumae cells

Heattreatment,
sonication

Extract
c18
-C1 Scx -c3
SCX
25D | T8>
C181 J| C182

NZEP)

C381
c18 C382C1 || C3s2C2 c18

[c3s1c1] [c3sic2]

Figure 1. Diagram of the fractionation of the Mycobacterium
brumae cell wall extract
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TNF-a stimulating activity values of the cell wall extract and all
the other fractions were comparable to each other except for
C1S2 which had no activity at all and C2S1 which had very
low activity. It is observed from the MALDI-MS spectra of Figure
2B that the fractions derived from peaks C1 and C2 show very
weak signals between 1000-10000 range. The peaks derived
from C3 had significantly higher immunostimulating activities
as compared to the whole cell wall extract except for C352C1
and C3S3C3. The activities of these two peaks are comparable
to the whole cell wall extract. The highest TNF-a stimulating
activity was observed with the sample C3S3C1. This sample
was rather pure and its main signal was at m/z 3660. Almost
all the fractions derived from C3 had this MALDI-MS signal
as the base signal, and most of them had significantly high
immunostimulating activities as compared to the whole cell
wall extract. The second signal of C3S3C1 with m/z 1830 had
half the m/z ratio of the base signal, and it appeared only in the
spectrum of C3S2CT1 in addition to C3S3CT1. The third signal in
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the spectrum of C3S3C1 was rather a minor signal at around
m/z 1290. Since the signal around m/z 1290 also appeared
in the samples which had very low or no immunostimulating
activity (C1S2 and C2S1), it is concluded that the component
which has m/z ratio around 1290 does not contribute to the
immunostimulating activity. From the spectra of all the samples
it is concluded that the signals around 1800 Da and 3600 Da
are responsible of the immunostimulating activity.

Discussion

In search for an alternative for BCG for the treatment of bladder
carcinoma, we previously tested theimmunostimulating activities
of several mycobacteria strains and found out that some non-
pathogenic strains can be candidates for the immunotherapy
(13). Cytotoxic activities of these strains against human bladder
tumour cells were formerly measured by MTT test (15) and
found out that IC50 value for M. brumae was comparable to
that of M. phlei which was another strain that can be used in
bladder tumour treatment (10).
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Figure 2. a) Matrix-assisted laser desorption/ionization-mass spectrometry (MALDI-MS) spectra of Mycobacterium brumae cell wall
extract and C18 fractions (C1, C2, C3), b) MALDI-MS spectra of strong cation exchange fractions of C1 (C1S1, C1S2) and C2 (C2S1,
C2S2, C2S3), ¢) MALDI-MS spectra of C35S1C1, C3S1C2, C352C1, C352C2, C3S3C1, C3S3C2, C3S3C3
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Table 1. Tumour necrosis factor-a stimulating activities and the matrix-assisted laser desorption/ionization-mass spectrometry signals of the
samples*
Samples Sugar conc. TNF-a stimulating activity | Nominal mass of matrix-assisted laser
(mg/mL) (pg/5 ug sugar) desorption/ionization-mass spectrometry signals
Cell wall extract 15.26 105+19 1180, 2230, 2410, 2600, 3800, 3860, 10200, 10590, 12250, 12900
C1 3.82 96136 3000, 5770
c2 3.45 13447 1290, 2506, 3820, 5770
c 2.96 70+10 1290, 2230, 2510, 3340, 3820, 5290, 5510, 7280, 12900, 16900
Cci1s1 2.40 102+27 1010, 1079, 1290
C1s2 1.02 0** 1080, 1290
C2s1 1.38 20£16** 1290, 1420, 2130, 3480, 5770
C2s2 1.74 156156 1290, 5770
C2s3 0.31 130116 1010, 1290
c3s1cC1 0.12 178+13*** 1080, 2090, 2110, 2125, 3660, 3670
c3s1C2 0.55 235+40*** 1080, 1290, 3660, 3670
C3s52C1 0.54 130+27 1000, 1830, 3660, 3670
C3s52C2 0.04 228+26*** 1080, 1290, 2090, 3300, 3660, 4120, 6180
C353C1 0.07 4714£114** 1290, 1830, 3660
C3s3C2 0.12 196+23*** 1080, 2890, 3820, 4120, 5770, 6180
C353C3 0.23 137+38 2130, 3800, 3900, 4470, 4590, 5530, 5580
*Negative control yielded zero absorbance and 1 ug/mL lipopolysaccharide yielded an absorbance comparable to C3S3C1, **Significantly lower than cell wall extract,
p<0.05, ***Significantly higher than cell wall extract, p<0.05

In our former experiments with stepwise fractionation of the
mycobacteria cells, we observed that the immunostimulating
activity was mainly in the cell wall. Microscopic examination
and the spectrophotometric measurements showed no nucleic
acid involvement in the active fragments. Since whole cell
extracts and the cell wall extracts yielded similar results, in the
screening experiments with 88 strains, whole cell extract was
preferred.

Since some of the samples had very low protein content for
quantification, and since cell wall is rich in glycans (22), instead
of protein content, sugar content of the samples were used
for the standardization of the contents in each sample. Phenol
sulphuric acid method (20) applied to microplates was used for
the determination of the sugar content. Glucose and galactose
gave similar standard curves and glucose was selected as
standard.

The structures responsible for the observed activity are water
soluble. In preliminary experiments, when the sample was
extracted with acetone, the immunostimulating activity had
reduced substantially and the signal around m/z 1800 was
diminished.

In a previous study, Wang et al. (23) obtained 60-90 kDa
glycans with anti-tumour activity from Mycobacterium bovis
which are “heat resistant and not soluble in ethanol and
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acetone” (23). In our previous studies with M. phlei, we also
obtained water soluble structures of m/z 3808, 9207, 11533,
12460 and 21587 which were able to stimulate cytokine
activation (12). The signal at m/z 1830 reported here for M.
brumae, which was also soluble in aqueous medium and not
extractable with acetone seem to be among the structures
responsible of TNF-a stimulation. Our results are in accordance
with our previous findings (14) and with the findings of Wang
et al. (23). Molecular mass differences observed may be due
to the strain differences or the differences in the extraction
procedures applied. On the other hand, our findings are not
in accordance with Chin et al. (24) who found out that an
extract rich in DNA was responsible of the immunostimulating
activity. Spectroscopic studies of our samples did not indicate
the presence of nucleic acids.

Cancer immunotherapy is one of the major breakthroughs
of cancer treatment of the last years. Agents that activate
the immune system, vaccines and the immune checkpoint
inhibitors are under intensive investigation. Several phase | and
Il studies are under way and some agents are approved by the
Food and Drug Administration. Some of the reviews about this
subject are found at (25,26,27). Although whole mycobacteria
cells can be instilled only to bladder and can be used for the
treatment of NMIBC, adjuvants prepared can be used through
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other routes; and they may be used for treatment of some
cancers other than NMIBC in the future.

Study Limitations

This work focused on the detection of the M. brumae cell wall
fractions with potentialimmunotherapeutic activities for NMIBC.
The next part of the work is addressed to whole proteomics
studies in order to identify the structures which show TNF-a
stimulating activity. In vivo effects of these structures on animal
models will also be a subject of a further study. These points
make up the limitations of the study.

Conclusion

In this work, immunotherapeutic activities of the M. brumae cell
wall fraction were examined and the masses of glycopeptides
and glycoproteins were screened using MALDI-TOF-MS. In
conclusion, a water soluble fraction with nominal molecular
masses around 1800 Da and 3600 Da obtained from the
cell wall extracts of M. brumae contained TNF-a stimulating
activities. These fractions were obtained repeatedly in different
sets of experiments. The structures obtained have a potential
for the development of new agents for the immunotherapy of
NMIBC.
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Oz

Amag: Prostat kanseri (PK) diinya genelinde en sik goriilen ikinci kanser
tipidir. PK’den 6lim; genellikle kastrasyona direncli PK (KDPK) gelisimine
baglidir. Bu hastalarda ana tedavi secenegi dosetaksel bazl tedavidir
(DBT). Bu calismada klinigimizin retrospektif serisini sunmayi amacladik.
Gerec ve Yontem: Ocak 2004-Aralik 2015 tarihleri arasinda klinigimizde
DBT alan hastalar retrospektif olarak degerlendirildi. Calismamiza
histolojik PK tanisi olan, klinik ve radyolojik metastazi bulunan ve Avrupa
Uroloji Dernegi KDPK kriterlerine uyan toplamda 162 hasta dahil edildi.
DBT; 3 haftalik periyodlarda bir giin ve 75 mg/m? dozunda verildi.
Prostat spesifik antijen (PSA) cevabi; kemoterapinin verildigi ilk gtinki
PSA diizeyinden %50 ve daha Uzeri disilis olmasi olarak degerlendirildi.
Ek olarak genel sagkalim da degerlendirildi.

Bulgular: Hastalarin cogu yiiksek evre ve yiiksek Gleason dereceye sahip
PK'li hastalar idi. Hastalarin %76'si primer metastatik idi. Iki yillik genel
sagkalim orani %18,5, ortanca sagkalim siresi ise 15,2 ay idi. Hastalarin
%59,2'sinde PSA cevabinin alindidi belirlendi. Cok degiskenli analizde,
KDPK gelisim siresinin genel sagkalim ve PSA cevabini etkileyen bagimsiz
prognostik faktor oldugu belirlendi.

Sonug: DBT uzun sireli ve basarili sonuclariyla halen KDPK hastalarinda
ana tedavi secenegidir.

Anahtar Kelimeler: Dosetaksel, prognoz, prostat kanseri, sagkalim

Abstract

Objective: Prostate cancer (PCa) is the second most commonly seen
cancer type worldwide. Mortality due to PCa is mostly linked to the
development of castration resistant PCa (CRPC). In these patients, the
main treatment option is docetaxel based chemotherapy (DBC). In this
study, we aimed to present our retrospective series.

Materials and Methods: We retrospectively evaluated the patients
who received DBC in our clinic between January 2004 and December
2015. Totally 162 patients who are histopathologically diagnosed with
PCa, clinically and radiographically demonstrated metastasis and fit to
European Association of Urology CRPC criteria were included to the
study. DBC was given for one day for a 3-week period, with a dose of 75
mg/m?. Prostate specific antigen (PSA) response is evaluated for >50%
decrease in the PSA level measured at the first day of the chemotherapy.
Additionally, overall survival is evaluated.

Results: The majority of the patients had high stage and high Gleason
score PCa. Of them totally 76% were a primary metastatic. Two-year
overall survival was 18.5%, median overall survival was 15.2 months in
the study population. PSA response was demonstrated in 59.2% of the
patients. In multivariate analysis, the CRPC development time was found
to be an independent prognostic factor both for overall survival and PSA
response.

Conclusion: DBC is still the main treatment option for CRPC patients for
long term and successful outcomes.

Keywords: Docetaxel, prognosis, prostate cancer, survival
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Suer ve ark.
Prostat Kanserinde Dosetaksel Tedavisi

Giris

Prostat kanseri (PK) dinya genelinde ikinci siklikta gorilen
bir kanser olup erkeklerde kanserden 6lim nedenleri arasinda
besinci siradadir (1). PK nedeniyle 6lim, genelde baslanilan
androjen deprivasyon tedavisi (ADT) sonucu elde edilen kastre
serum testosteron seviyelerine gelisen diren¢ sonucu meydana
gelmektedir. Bu klinik tablo, kastrasyon direncli PK (KDPK) olarak
adlandinimaktadir. KDPK gelisen hastalarin %901 metastatik
evrededir ve bu hastalarda ortalama 18 ila 19 ay arasi bir yasam
beklentisi bulunmaktadir (2,3,4,5). Ilk olarak 1990’li yillarda
bu hastalara mitoksantron tedavisi uygulanmaya baslanmis;
ancak sagkallma herhangi bir etkisinin olmadigi gosterilse de
sagladigi palyatif katkilar nedeniyle bir siire daha uygulanmaya
devam edilmistir (4). Iki binli yillarda dosetaksel kemoterapisinin
arastinldig faz 3 calismalarda, dosetaksel tedavisinin plasebo
ve mitoksantronla karsilastirildiginda sagkalim (zerine anlamli
katkilar sagladigi gosterilmistir (5,6). Bu calismada klinigimizde
2004 yilindan itibaren uygulanmaya baslanmis olan dosetaksel
bazli kemoterapinin (DBT) sonuglarini sunmayr amacladik.

Gere¢ ve Yontem

Klinigimizde Ocak 2004 ila Aralik 2015 tarihleri arasinda
metastatik KDPK nedeniyle DBT alan hastalarin verileri
retrospektif olarak degerlendirildi. Calismamiza dahil edilen
tim hastalara bilgilendirilmis gonilli onam formu imzalatilarak
hastalarin onamlari alinmisti. Calismamiz retrospektif dosya
tarama karakterli calisma oldugundan dolay etik kurul onay
alinmamistir. Calismaya dahil edilme kriterleri;

1. Histopatolojik olarak prostat adenokanser tanisinin ortaya
konmus olmasi,

2. Klinik veya radyolojik olarak metastaz varliginin gosterilmis
olmasi,

3. Avrupa Uroloji Dernegi 2016 kilavuzuna gére KDPK kriterlerine
uyum olarak kabul edilmistir.

Tedavi sirasinda diger organlarda gelisen kanser tanisi nedeniyle
baska kemoterapi rejimleri alan, dosetaksel dozunda kisitlamaya
gidilen, yeterli takip kriterlerini saglamayan hastalar calisma
disinda birakilmustir.

Bu degerlendirme sonucunda calismaya toplam 162 hasta
dahil edilmigtir. Hastalarin tibbi kayitlari incelenmis olup vyas,
hastaigin evresi, Gleason derece skorlamasi, primer tedavi,
kastrasyon tipi, metastaz lokalizasyonu, DBT Oncesi ve sonrasi
prostat spesifik antijen (PSA) degerleri, dosetaksel kiir sayilari
ve sagkalim verileri gibi klinik ve patolojik verileri kaydedilmistir.
Tim hastalar DBT ile birlikte ADT almaya devam etmistir.
Uygulanan DBT rejiminde dosetaksel 3 haftada bir glin olacak
sekilde 75 mg/m? dozunda uygulanmistir. Bununla beraber
hastalar dosetaksel aldiklari giin ile birlikte 5 gln sireyle
prednizon tedavisi de almislardir. Klinigimizde 2009 yilina
kadar hastalara ek olarak 5 giin sire ile estramustin tedavisi de
verilmis, ancak daha sonra bu yaklagim terk edilmistir.

Bu calismada DBT tedavisinin degerlendirilmesi icin PSA cevabi
ve genel sagkalm ele alinmistir. PSA cevabi DBT 6ncesi PSA
dederinden >%50 oranda elde edilen disiis olarak kabul
edilmistir (5). Genel sagkalim suresi ise DBT baslangi¢ gtinlinden
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itibaren herhangi bir sebepten o6limine kadar olan sireyi
tanimlamaktadir.

istatistiksel Analiz

Kategorikdegiskenlerki-karetestikullanilarak, devamlidegiskenler
ise Mann-Whitney U testi ile karsilastiriimistir. Calismamiza dahil
edilen hastalarin verileri kullanilarak degerlendirilmistir. Cox
orantill modeller kullanilarak tek degiskenli ve ¢ok degiskenli
analizler yapilmigtir. Tim parametreler icin risk orani (RO) ve
guiven araligi (GA) degerleri kaydedilmistir. Istatistiksel analiz i¢in
SPSS 16.0 (IBM Company, Chicago, ABD) kullaniimistir.

Bulgular

Hastalarin klinik verileri Tablo 1’de 0Ozetlenmistir. Hastalarin
onemli bir kismi tani aninda ileri evre (T3-4) ve yuksek dereceli
(Gleason derece 8-10) PK olan hastalardir. Hastalarin %76'si tani
aninda metastatik olup bu hastalara ilk etapta ADT baslanmistir.
Metastazlarin cogunlugu kemikte saptanmis, visseral metastazlar
ise nadiren izlenmistir. Dosetaksel tedavisi 6ncesi ortanca PSA
degeri 3,2 ng/mL olarak tespit edilmistir.

Hastalarin ¢cogu takipler sirasinda hastaliktan veya diger
sebeplerden dolay! 6lmustir. Tahmini 2 yillik genel sagkalm
%18,5 olarak tespit edilmis, ortanca sagkalim suresi ise 15,2 ay
olarak tespit edilmistir. Dosetaksel tedavisine cevap hastalarin
%59,2'sinde tespit edilmistir. Tek degiskenli analizde genel
sagkalim ve dosetaksel tedavisine cevap uzerine anlamli etkisi
oldugu belirlenen ilk tani aninda Gleason derece (=8 olmasi),
ilk tani aninda tedavi sekli (primer metastatik), ADT sirasinda
en distk PSA dizeyi, dosetaksel dncesi PSA diizeyi, dosetaksel
tedavisi sirasindaki en disiik PSA diizeyi ve ADT’ye direng
gelisene kadar gecen stire gibi faktorler cok degiskenli analize
dahil edildi. Yapilan cok degiskenli analizde ADT’ye direng
gelisene kadar gecen sire genel sagkallm (RO: 2,8, %95
GA: 1,924-3,282, p=0,001) ve dosetaksel tedavisine cevap
Uzerine (RO: 1,9, %95 GA: 1,156-4,086, p=0,001) bagimsiz
bir prognostik faktor olarak degerlendirilmistir. Cok degiskenli
analizler Tablo 2’de gosterildi.

Tartisma

KDPK tedavisinde kemoterapi tek veya kombine protokoller
halinde uygulanmistir. Gegmiste siklofosfamid, vinorelbin,
estramustin, etoposit, sisplatin  gibi kemoterapotik
ajanlar kullanilmis olsa da bu alanda ilk anlamli ilerleme
mitoksantron ile gelmistir. Bu anlamda yayinlanan iki randomize
calismada mitoksantron ile prednizon kombinasyonu sadece
prednizon ile karsilastinlmistir (4,5,6,7). Her iki grup arasinda
sagkalim acisindan fark olmasa da mitoksantron-prednizon
kombinasyonunun sadece prednizon kullanimina gore yasam
kalitesi ve agrnlarin giderilmesinde daha etkili oldugu izlendi.
Bu calismalarin sonucunda Amerikan Gida ve ila¢ Dairesi;
semptomatik PK hastalarinda mitoksantron kullanimi icin onay
verdi.

Bir sonraki anlamli ilerleme ise bir taksan tiirevi olan dosetaksel
ile saglandi. TAX 327 calismasi ile dosetaksel ve mitoksantron
karsilastinlmis ve bu calismanin sonucuna gore dosetakselin
mitoksantrona gore 2-3 ay sagkallm avantaji sagladigi
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gosterilmistir (5). TAX 327 calismasinda hastalara DBT 3 haftada
bir kez verilmis ve neticede 19 aylik ortanca sagkalim elde
edilmistir (5). Bizim calismamizda ise bu deger 15,2 ay olarak
tespit edilmistir. Bizim ¢alismamizda elde edilen sagkalim daha az
olsa da bunu aciklayacak net bir veri elimizde bulunmamaktadir.
TAX 327 serisine benzer olarak elde edilen sonug ise daha
disuk PSA dizeylerinde verilmeye baslanan DBT ile daha iyi
sonuclarin elde edildigidir. Batlin bu nedenler dolayisiyla KDPK
hastalarinda birincil kemoterapi rejimi olarak kabul gormektedir.
Calismamizda elde ettigimiz sonuclardan bir tanesi de %59’luk
bir PSA cevabidir. Elde ettigimiz sonu¢ TAX 327 calismasinda
elde edilen yanita gore oldukca yiksek bulunmustur. Bunun en
onemli nedenlerinden biri TAX 327 calismasinda ortalama PSA
degerinin bizim serimize gére anlamli yiiksek olmasidir (114 ng/
mL’ye karsi 78,7 ng/mL).

Dosetaksel bazl tedavi icin bircok olumsuz prognostik faktor
de tanimlanmistir. Bunlar arasinda en cok bilineni >100 ng/
mL PSA degeri, visseral metastazlar ve PSA ikilenme zamaninin
hizli olmasidir (8). Serimizde yapilan bir alt analizde ADT'ye
uzun slire cevap vermeyenlerde DBT'nin yetersiz kaldigi

gorilmis olup bu durumun sagkalimi olumsuz etkilemedigi
gorilmustir. TAX 327 bagimsiz prognostik faktorlerden olusan
bir siniflandirma gerceklestirmis; visseral metastazlar, agri,
anemi (hemoglobin <13 g/dL), kemik sintigrafisinde progresyon
ve Onceki estramustin kullanimi olarak belirlemistir.
Klinigimizde KDPK gelisen hastalara ilk etapta kemoterapi
uygulanmamaktadir. Oncelikle antiandrojen withdrawal (AAW)
ve antiandrojen degisimi (switch) gibi sekonder hormonal
manipulasyonlar (SHM) uygulanmaktadir. Bu SHM'lere cevap
vermeyen ve semptomatik KDPK hastalarinda DBT uygulamasina
gecilmektedir. Guniimizde o6zellikle androjen yolaginin daha
iyi anlasilmasi ile bu asamada bircok ila¢c saglk hizmetlerine
sunulmustur. Abirateron ve enzalutamidin tilkemizde endikasyon
dahilinde KDPK hastalarinda DBT oncesi kullanimi icin onay
olmasa da ABD ve Avrupa devletlerinde yaygin olarak kullanima
girmistir (9,10).

Calismanin Kisithliklari

Calismamizin dusiik hasta sayisina sahip olmasi ve retrospektif
dizaynda olmasi baglica kisitlayici  faktorlerdir.  Ayrica

Tablo 1. Hastalarin klinik verileri

Parametreler Tim hastalar (162)
Yas, ortalama + SS 74,418,5

ilk tani aninda Gleason derece, n (%)

<8 18 (11)

>8 144 (89)

Ik tani aninda klinik T evre, n (%)

<T2 44 (27,2)

T3-4 118 (72,8)

ilk tani aninda yapilan tedavi, n (%)

Primer metastatik 124 (76,5)

RP 20 (12,3)

RT 10 (6,2)
Hormonal tedavi 8(5)
Kastrasyon tipi, n (%)

Medikal 114 (70,3)
Cerrahi 48 (29,7)
Estramustin kullanim varligi, n (%) 33 (20,3)
Hormonal manipiilasyon yapilma durumu, n (%)

Hayir 82 (50,6)
Withdraw 38(23,4)
Switch 42 (26)
Metastaz yayilimi, n (%)

Kemik 149 (92)
Lenfatik 62 (38,2)
Karaciger 18(11)

Akciger 18 (11)

ADT sirasinda en dustik PSA diizeyi, ortanca (minimum-maksimum) 3,2 (0,008-150)
Dosetaksel 6ncesi PSA diizeyi, ortanca (minimum-maksimum) 78,7 (1,5-1092)
Dosetaksel tedavisi sirasindaki en diistik PSA diizeyi, ortanca (minimum-maksimum) 38,4 (0,03-400)
Dosetaksel basladiktan sonra en yiiksek PSA diizeyi, ortanca (minimum-maksimum) 113,3 (3,2-617)
Ortanca sagkalim suresi, ay 15,2

iki yillik genel sagkalim, % 18,5

Dosetaksel tedavisine cevap, PSA 2%50 azalma, n (%) 96 (59,2)

SS: Standart sapma, RP: Radikal prostatektomi, RT: Radyoterapi, ADT: Androjen deprivasyon tedavisi, PSA: Prostat spesifik antijen
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Tablo 2. Genel sagkalim ve dosetaksel tedavisini 6ngormede ¢ok degiskenli analiz sonuglari

Genel sagkalim Dosetaksel tedavisine cevap

RO %95 GA P RO %95 GA p
ik tani aninda Gleason derece (=8 olmasi) 1,1 0,846-1,147 0,6 1,0 0,486-1,342 0,69
ilk tani aninda tedavi sekli (primer metastatik) 1,2 0,641-1,544 0,3 1,2 0,648-1,342 0,38
ADT sirasinda en disiik PSA diizeyi 0,9 0,702-1,131 0,54 0,9 0,842-1,236 0,5
Dosetaksel oncesi PSA diizeyi 1,2 0,562-1,634 0,31 1,2 0,674-1,938 0,3
Dosetaksel tedavisi sirasindaki en diistik PSA diizeyi 1,4 0,688-2,142 0,14 1,4 0,284-1,046 0,42
ADT'ye direng gelisene kadar gecen siire 2,8 1,924-3,282 0,001 1,9 1,156-4,086 0,001

RO: Risk orani, GA: Giiven araligi, ADT: Androjen deprivasyon tedavisi, PSA: Prostat spesifik antijen

hastalarimizin radyolojik progresyonsuz sagkalimi hakkinda
herhangi bir verimiz yoktur. Hastalarimizin hicbirine tilkemizdeki
saglk sistemi ve sigortalama kurallarindan dolay1 dosetaksel
kemoterapisi 6ncesi herhangi bir medikal ajan (abirateron asetat
veya enzalutamid) verilmedi.

Sonucg

KDPK hastalarinda DBT, tercih edilecek birincil kemoterapi rejimi
olmaya devam etmektedir. Diinya genelinde semptomatik
hastalarda tercih edilmekte; ancak Ulkemizde abirateron ve
enzalutamid gibi yeni nesil ajanlar saglik sigortasi kapsamina
alinincaya kadar kullanilacak en 6nemli tedavi secenegi olmaya
devam edecektir.

Etik

Etik Kurul Onayr: Calismamiz retrospektif (dosya tarama)
oldugundan etik kurul onayi alinmamistir.

Hasta Onayi: Calismamiz retrospektif (dosya tarama)
oldugundan hasta onami alinmamistir. Kontrol icin gelen ve yiiz
ylze gorisllen tim hastalardan yazili onam alinmistir.

Hakem Degerlendirmesi: Editorler kurulu ve editorler kurulu
disinda olan kisiler tarafindan degerlendirilmistir.
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Abstract

Objective: Bladder cancer is more frequently seen in males, whereas
prognosis is usually worse in female patients. Although many factors affect
the prognosis of urothelial carcinoma of bladder have been proposed, the
effect of female gender on the prognosis of bladder urothelial carcinoma
is controversial. Several factors have been suggested regarding the effect
of gender difference on the prognosis of bladder urothelial carcinoma.
Materials and Methods: A retrospective study of 589 patients who
underwent transurethral resection for the first time between January
2011 and January 2017 with preliminary diagnosis of bladder cancer was
performed. Age, sex, tumor stage, histological subtype and tumor grade
were evaluated in the study.

Results: No significant difference was found between the sexes in terms
of tumor stage (p=0.663). The rate of high-grade tumors was 48.6%
(n=235) in males and 63% (n=41) in females and statistically significantly
higher in females than males (p<0.041). As the age progressed, it was
found that tumor stage and extend increased (p<0.0001). Tumor grade
and histological subtype were not statistically significant in terms of age
groups.

Conclusion: In this study, newly diagnosed bladder tumor patients
evaluated and revealed more in male gender. Furthermore, when
evaluated in terms of age groups, it was shown that the stage and degree
of the tumor increased as the age increased.

Keywords: Bladder cancer, gender, age, tumor grade, prognosis

0Oz

Amag: Mesane kanseri, erkeklerde daha fazla gorilmesine ragmen
kadinlarda prognozu daha kétudir. Mesanenin Uretelyal karsinomu
prognozunda etkili bircok faktor ortaya konulmus olup, kadin cinsiyetinin
mesanenin Uretelyal karsinomu prognozuna etkisi tartismalidir. Cinsiyet
farkliliginin mesanenin Uretelyal karsinomu prognozuna etkisi ile ilgili
cesitli faktorler 6ne sirtilmektedir.

Gere¢ ve Yontem: Ocak 2011 ile Ocak 2017 tarihleri arasinda mesane
timord on tanusi ile ilk defa transiretral rezeksiyon yapilan 589 hasta
geriye donik olarak incelendi. Calismada yas, cinsiyet, timor evresi,
histolojik alt tip ve tiimor derecesi degerlendirildi.

Bulgular: Timor evresine gore her iki cinsiyette istatistiksel fark
gorilmedi (p=0,663). Yiiksek dereceli timor gorilme orani erkeklerde
%48,6 (n=235) ve kadinlarda %63 (n=41) olup, istatistiksel olarak anlaml
olarak kadinlarda daha fazla idi (p<0,041). Yas ilerledikce timor evresi ve
derecesinin arttigi tespit edildi (p<0,0001). Yas gruplari acisindan timor
derecesi ve histolojik alt tipin istatistiksel anlamli olmadigr gorilda.
Sonu¢: Bu calismamizda yeni tani alan mesane timori hastalar
degerlendirilmis ve erkek cinsiyette daha fazla gorildugl ortaya
konmustur. Ayrica yas gruplar acisindan degerlendirildiginde yas arttik¢ca
timor evre ve derecesinin arttigi gosterilmistir.

Anahtar Kelimeler: Mesane kanseri, cinsiyet, yas, timor derecesi,
prognoz
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Introduction

Urothelial carcinoma of the bladder (UCB) is the 7% most
frequently diagnosed malignancy in males and 17" most
frequently diagnosed malignancy in females globally (1).
Moreover, UCB has the highest treatment costs per case among
other cancer types from diagnosis to death of the patient (2).
Although it is more frequently diagnosed in males, female
patients show worse prognosis (3,4). There are several factors
which are thought to affect UCB prognosis, whereas the effect
of female gender on UCB is still debated.

Many factors about the effect of the difference in sex on UCB
prognosis were shown in the literature. Some of the most
commonly accepted factors are the difference in exposure to the
environmental carcinogens, genetic differences, differences in
hormonal balance, anatomical differences, social life differences
and different tumor biology (1). In addition, the possibility of
misdiagnosing vaginal bleeding in female patients as hematuria
can cause a delay in UCB diagnosis and diagnosis in advanced
tumor stages (5,6) when sexes are compared. In contrast to
higher incidence rates seen in males, female patients usually have
worse outcomes during early and invasive tumor stages. The
exact association and influence of gender on UCB incidence rates,
staging, prognosis and survival rates are still not clear to this day.

Materials and Methods

Data from 589 patients who went under transurethral resection
for the first time with a pre-diagnosis of bladder tumor between
January 2011 and January 2017 were retrospectively reviewed.
The study data reviewed age, sex, tumor stage, histological
subtype and tumor grade of the patients. Eight patients with
tumors other than urothelial carcinoma and 12 patients with
insufficient data were excluded from the study.

After initial transurethral resection was performed in all patients,
second transurethral resection was indicated in patients with
leftover tumors or patients under medium-to-high bladder
cancer risk according to the guidelines of European Urology
Association. Following these transurethral resections, the highest
tumor stage and grade were included in the assessment. All
specimens were sent to pathology for routine examination.
Tumor staging was done using 2010 American Joint Committee
on Cancer Tumor-Node-Metastasis Classification whereas tumor
grading was done using 2004 World Health Organization
classification. The assessed variables in the study were age, sex,
tumor stage and grade.

Statistical Analysis

Statistical analysis was performed using Statistical Package for
Social Sciences 20.0 (SPSS Inc, Chicago, USA). Kolmogorov-
Smirnov test was used for the normal spread of continuous
variables and expressed as mean value and standard deviation.
Chi-square test and Fisher’s exact test were used to compare
categorical variables. Significance level was determined as p<0.05.

Results

Out of 569 patients included in the study, 497 (87.3%) patients
were male and 72 (12.7%) were female (p=0.001). Mean age
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of the patients was calculated as 72.5+8.3 (44-82) in males and
76.5%7.7 (52-75) in females (p=0.02). Tumor staging spread
was 125 (25.8%) pTa stage patients in males and 16 (25.3%)
in females. Tumor stage pT1 was seen in 45.5% (n=220) of
male and 44% (n=28) of female patients. Stage pT2 tumors
were more frequently seen in females with 30.7% (n=20) vs.
27.1% (n=131) in males. No significant difference was detected
between the sexes in terms of tumor stage (p=0.663). High-
grade tumors were seen in 48.6% (n=235) of males and 63%
(n=41) in females, with female patients significantly higher
(p<0.041). In addition, it was found out that the age during
the time of diagnosis was significantly higher in female patients
compared to males (p=0.02). When histological subtypes were
reviewed, non-transitional cell carcinoma (TCC) pathologies
were seen more frequently in females as opposed to males
(Table 1).

When patients were classified to age groups, the majority of the
patients were found to be between 65-80 years of age (n=284,
49.9%). The most frequently diagnosed tumor stage in those
patients were found to be pT1 and tumor stage and grade
were shown to increase with the age (p<0.0001). No significant
relationships were seen between age groups and tumor grade
and histological subtypes (Table 2).

Discussion

Bladder tumors are the 4™ most frequently diagnosed cancer
type in males and 9™ in females (7). It is estimated that there
are over 500.000 bladder tumor cases in USA alone today (7).
In addition, UCB treatments have the highest treatment costs
per patient from the initial diagnosis to the death of the patient
(2). Several studies showed that males are more frequently
diagnosed compared to females and the incidence rate of the

Table 1. Tumor properties according to sex

Male Female p
Number of patients (n) 497 (87.3) 72 (12.7) | 0.001
Mean age (year) 72.5 76.5 0.02
Histological subtype (n) (%) 0.009
TCC 483 (97.1) | 65(90.2)
Non-TCC 14 (2.9) 7 (9.8)
Tumor stage (n) (%) 0.663
pTa 125(25.8) |16 (25.3)
pT1 220 (45.5) | 28 (44)
pT2 131 (27.1) | 20(30.7)
Papilloma 6 (1.6) 0
Tumor grade (n) (%) 0.041
High 235(48.6) | 41 (63)
Low 247 (51.4) | 24 (37)
TCC: Transitional cell carcinoma
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disease increase with age. However, there are also a few other
studies that tell the opposite. In this study, our primary objective
was to assess the pathology results of the patients with newly
diagnosed bladder tumors in terms of age and sex differences.
UCB incidence and disease severity show differences between
the sexes. The possible causes for those differences are thought
to be different exposure levels to environmental carcinogens,
genetic differences, differences in hormonal balance, anatomical
differences, social life differences and different tumor biology
between the sexes (1,8). Although UCB is more frequent in
males, they usually have a better prognosis in comparison
with female patients. This is further evidenced by the fact that
although bladder tumor is diagnosed 3-4 times more in males,
the death rates associated with bladder tumors are only 2 times
more than the female patients (9). Likewise, in our study, we
saw a significantly increased diagnosis rate in male patients.

A retrospective study which included 20514 patients reported
male-to-female ratio as 4:1 and said that female patients were
diagnosed in advanced stages of the disease (10,11). Another
study showed that female patients tend to get diagnosed
in a later age compared to males (12). However, there are
other studies which argue that the UCB is more frequently
seen in elder male patients (13,14,15). In our study, we saw a
significant increase in mean age at the time of UCB diagnosis in
female patients (76.5) as opposed to males (72.5).

Another retrospective study done in Netherlands between 1989
and 1994 also reported that female patients were diagnosed in
advanced stages compared to male patients in general (10,11).
Other studies with larger volumes also reported that the female
patients were likely to be diagnosed in advanced tumor stages

and those patients usually have a worse prognosis than men
(16,17,18,19,20). In our study, we also saw that female patients
have a significantly higher tumor grade at the time of diagnosis
in accordance with the previous results reported in the
literature. Although female patients also had advanced stage
tumors in majority as well, it was not deemed as statistically
significant.

Mungan et al.’s (11) study reported that female patients have
a higher non-TCC tumor diagnosis rate compared to males. In
our study, we also found out that female patients had a higher
non-TCC tumor rates as compared to males.

There are a number of studies about the disease aggression and
prognosis in young and old patients. However, the results of
these studies are still debated and contradictory. Today, age is
deemed as the most important risk factor in the prognosis of
UCB development. Mean age of UCB development is 70 (21).
About 12% of the male and females over 65 are diagnosed with
bladder tumors today and it is thought to increase twofold until
2030 (22,23,24,25,26).

Many demographic studies reported an increase in UCB
outcomes in patients over 65 compared to younger patients,
with incidence rates 11 times and mortality rates 15 times
higher than average (7,21). A study performed in California
reported that the incidence rate of UCB peaks at 85 (27).

It is reported that the tumor is more differentiated and less
aggressive in bladder tumor patients younger than 40 years
of age (28,29). In addition, other studies reported decreased
recurrence and progression rates in younger patients as well
(28,29,30,31,32). As opposed to this, there are also other
studies that showed no significant difference between age

Table 2. Tumor properties according to age groups
<65 65-80 >80 p
Number of patients (n) (%) 114 (20) 284 (49.9) 171 (30.1)
Sex (n) (%) 0.148
Male 104 (91.2) 250 (88) 143 (83.6)
Female 10 (8.8) 34(12) 28 (16.4)
Histological subtype (n) (%) 0.727
TCC 111 (97.3) 275 (96.8) 163 (95.3)
Non-TCC 3(2.7) 9(3.2) 8 (4.7)
Tumor stage (n) (%) <0.0001
pTa 26 (23.4) 71 (25.8) 42(25.8)
pT1 64 (57.6) 118 (42.9) 66 (40.4)
pT2 16 (14.4) 84 (30.5) 55(33.8)
Papillom 4 (4.6) 2(0.8) 0
Tumor grade (n) (%) <0.0001
High 43 (38.7) 159 (57.8) 104 (63.8)
Low 68 (61.3) 116 (42.2) 59 (36.2)
TCC: Transitional cell carcinoma
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groups in terms of disease progression and severity (33,34,35).
In our study, percentage of stage T2 patients were found to be
significantly higher in age group 65-80 and over 80. Likewise,
tumor grade also seemed to increase significantly with age.
When age groups were compared, there was no significant
difference between the sexes. Again, no significant difference
was detected in histological subtypes between the age groups.
However, this might be due to the low number of non-TCC
patients.

Study Limitations

The main limitations of our study are the retrospective design,
a relatively small number of patients and inability to review
the data on recurrence, progression and survival rates of the
patients.

Conclusion

In this study, we reviewed the newly diagnosed bladder tumor
patients and saw that the diagnosis rates were significantly
higher in male patients. However, we also saw that although
the incidence rate is lower in female patients, they usually had
higher tumor stage and grades. In addition, when age groups
were compared, the tumor grade and stage increased with
the age. The effect of sex on incidence rate and disease stage
should be supported with survival rate data.
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Amag: Radikal prostatektomi (RP) sonrasinda cerrahi sinir (CS) pozitifligi
saptanan hastalarin timiinde biyokimyasal niiks (BKN) gelismemektedir.
Calismamizin amaci klinigimizde RP uygulanan hastalarda saptanan pozitif
CS’deki uzunluk, yayginlik ve Gleason derecesi gibi ek 6zelliklerin BKN'ye
olan etkisini degerlendirmektir.

Gereg ve Yontem: Klinigimiz RP veri tabanina kayith ve Adustos 2001-
Ocak 2015 tarihleri arasinda retropubik RP uygulanan takipli hastalardan
patolojik evreleri pT2-3aNOMO olan ve CS pozitifligi saptanan 56 hastanin
klinikopatolojik verileri ve CS 0Ozellikleri incelenerek BKN ile olan iliskisi
istatistiksel olarak degerlendirildi.

Bulgular: Hastalarin takip sureleri ortalama 39,4 (13-208) ay idi. Hastalarin
17’sinde (%30,3) BKN saptandi. BKN saptanan hastalarin tani sirasindaki
prostat spesifik antijen diizeyleri, timor hacimleri ve timor ylizdelerinin
anlamli olarak daha ytiksek oldugu goriildii (p<0,05). BKN grubunda fokal
CS pozitifliginin, hastaliksiz izlem grubu ile karsilastinldiginda istatistiksel
anlamli olarak daha az siklikta gorildiigli saptandi (sirasiyla %47,1 ve
%94,9; p<0,001). Cerrahi sinir Gleason derecesi (CSGD) ve CS uzunlugu
ile BKN arasinda istatistiksel anlamli iliski saptanmadi (p>0,05). Kaplan-
Meier sagkalim analizine gére CSGD ile BKN saptanma siiresi arasindaki
iliski istatistiksel olarak anlamliydi (p=0,04). CSGD 5 hastalarda BKN gelisme
stresi anlamli olarak kisa saptandi. Cok degiskenli Cox regresyon analizine
gore hicbir faktoriin BKN Uzerine etkili olmadigi gortildi (p>0,05).

Sonug: CS pozitifligi BKN icin 6nemli faktorlerden biridir. Ancak CS pozitif
saptanan hastalar oldukca heterojen bir grup olup, tim hastalarin ayni
sekilde tedavi edilmemeleri gerektigi asikardir. CS yayginligi, uzunlugu,
Gleason skoru ve derecesi gibi ek CS ozelliklerinin degerlendirilip, hastalarin
risk gruplarina gore ayrilarak adjuvan tedavi kararinin verilmesi akilci
gozikmektedir.

Anahtar Kelimeler: Radikal prostatektomi, pozitif cerrahi sinir, Gleason
derecesi

Abstract

Objective: Biochemical recurrence (BCR) does not occur in all patients with
surgical margin (SM) positivity after radical prostatectomy (RP). The aim
of our study is to evaluate the effect of additional features such as length,
extent and Gleason grade on BCR in the positive SM determined in patients
undergoing RP in our clinic.

Materials and Methods: Clinicopathologic data and SM characteristics of
56 patients with pathologic stages of pT2-3aNOMO and surgical border
positivity were recorded from patients admitted to our RP database
with retropublic RP between August 2001 and January 2015 and their
relationship with BCR was evaluated statistically.

Results: The median follow-up time of the patients was 39.4 (13-208)
months. BCR was detected in 17 (30.3%) of the patients. Prostate specific
antigen levels, tumor volumes and tumor percentages were found
significantly higher in the patients with BCR (p<0.05). In the BCR group,
focal SM positivity was found statistically less frequent compared with the
disease-free follow-up group (47.1% and 94.9% respectively; p<0.001).
There was no statistically significant relationship between BCR both surgical
margin Gleason grade (SMGG) and SM length (p>0.05). According to the
Kaplan-Meier survival analysis, the relationship between SMGG and the
time of BCR was statistically significant (p=0.04). In SMGG 5 patients, the
duration of BCR development was found significantly shorter. According to
multivariable Cox regression analysis none of the factors were found to be
effective on BCR (p>0.05).

Conclusion: SM positivity is one of the important factors for BCR. However,
patients with positive SMs are quite heterogeneous and it is obvious that not
all patients should be treated in the same way. It is wise to assess adjunctive
SM features such as SM, length, Gleason score and grade, and decide
according to the patients’ risk groups to decide on adjuvant treatment.
Keywords: Radical prostatectomy, positive surgical margin, Gleason grade
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Giris

Radikal prostatektomi (RP) sonrasi hastalarin %27-53'lnde
biyokimyasal niiks (BKN) gelismektedir (1,2,3). Cok degiskenli
analizlerde RP sonrasi BKN'yi belirleyen faktorler preoperatif
prostat spesifik antijen (PSA) dizeyi, klinik evre, biyopsi-
prostatektomi Gleason skoru (GS) ve patolojik evre olarak
belirlenmistir (4,5). Prostatektomi spesmenlerinin %12-42'sinde
cerrahi sinir (CS) pozitifligi gorilmekte ve bu durumun BKN
riskini yaklagik 2 kat arttirdigi belirtiimektedir (6,7,8). Bu
nedenle, CS pozitifligi BKN'yi 6ngormede 6nemli faktorlerden
biri olarak nomogramlarda yerini almistir (9,10). Ote yandan
CS pozitifligi saptanan hastalarin 6nemli bir kisminda BKN
gelismemektedir. Bunun nedeninin prostat kanserinin
cogunlukla multifokal olmasi, indeks timoriin Gleason derecesi
(GD) bakimindan heterojen olmasi ve cerrahi sinirdaki GD’inin
(CSGD), ana timoriin primer GD’sine gore farkllik gostermesi
olabilecegi dustnilmektedir (11). Tek basina CS pozitifliginin
BKN'yi 6ngérmede yetersiz kalmasi CS lokalizasyonu, uzunlugu,
yayginhigi ve GD’si gibi ek ozelliklerin arastiriimasi gerekliligini
dogurmustur. CS 6zelliklerini inceleyen calismalarda 6zellikle CS
uzunlugunun (CSU), BKN ile anlamli iliskisi saptanmakla birlikte,
prognostik katkisi konusunda bir fikir birligi bulunmamaktadir
(12,13,14,15,16).

Biz bu calismada RP uygulanan hastalarda saptanan ek CS
ozelliklerinin BKN’ye etkisini degerlendirmeyi amacladik.

Gere¢ ve Yontem

Klinigimiz RP veri tabanina kayitli olan ve tek merkezde, tek
cerrah tarafindan Agustos 2001-Ocak 2015 tarihleri arasinda
retropubik RP uygulanan 720 hasta icerisinden CS pozitifligi
saptanan 90 hastanin klinikopatolojik verileri retrospektif olarak
incelendi. Neoadjuvan veya adjuvan hormonal tedavi almis,
patolojik evresi T3b-4 olan ve klinik/patolojik lenf nodu pozitifligi
saptanan hastalar calisma disi birakildi. Patoloji preparatlar
tekrar degerlendirilebilen patolojik evresi pT2-T3aNOMO olan
56 hasta calismaya dahil edildi. Hastalarin yas, tani anindaki PSA
dizeyleri, timor hacmi ve ylizdesi, ana timoriin GS, timorin
patolojik evresi; yayginlk, uzunluk ve GD gibi CS ozellikleri
ve BKN’ye kadar gecen sureleri kaydedildi. BKN, hastalarin
postoperatif takipleri sirasindaki herhangi bir zamanda iki kez
Gst Uste Olclilen serum PSA dizeyinin 0,2 ng/mL’den buyuk
saptanmasi olarak belirlendi (17). Calismamiz retrospektif olarak
dizayn edildiginden etik kurul ve hasta onay alinmamistir.

Patolojik Degerlendirme

Hastalarin prostatektomi materyallerine ait tim blok ve kesitler
uzman bir Uropatolog tarafindan CS 6zellikleri acisindan tekrar

AT
>

gozden gecirilerek raporlandi. CS boyasinin timoére degdigi
kesitler ayrilarak “pozitif CS” alanlar belirlendi. CS pozitifligi
tim olgularda fokal ve yaygin olarak 2 kategoriye ayrildi. Birden
fazla odakta CS pozitifligi saptanan olgular “yaygin” olarak kabul
edildi. Pozitif CSU tiim olgularda dijital goriintiileme yontemiyle
Olclildi. Yaygin olan olgularda toplama yapilarak hesaplandi.
CS’de devamlilik gosteren tiimoriin patolojik derecesi 2014
ISUP Modifiye Gleason skorlama sistemine gore verildi (Sekil 1,
2,3) (18).

istatistiksel Analiz

istatiksel analizler bilgisayar tabanl bir istatistik programi
kullanilarak yapildi. Hastalarin verileri normal dagilima uymadigi
icin kategorik veriler icin ki-kare ve numerik veriler icin Student-t
testleri kullanildi. Sagkalima gore verileri degerlendirmek icin
Kaplan-Meier ve Cox regresyon analizleri kullanildi. istatistiksel
fark p<0,05 iken anlamli kabul edildi.

Bulgular

Hastalarin ortanca yasi 62,5 (49-72) yildi. Tumor-nod-
metastaz-2009 evreleme sistemine gore 45 (%80,3) hastanin
pT3aNOMO ve 11 (%19,7) hastanin pT2NOMO evresinde
oldugu saptandi. Hastalarin takip siresi ortanca 39,4 (13-208)
aydi. Hastalarin 17’sinde (%30,3) ortanca 24 (8-87) ayda BKN
saptandi. BKN saptanan hastalarin, hastaliksizizlem grubuna gore
tani sirasindaki PSA diizeyleri, timor hacimleri, timor ylzdeleri
daha yiksekti ve bu fark istatistiksel olarak anlamhydi (sirasiyla
p=0,04; p=0,003 ve p=0,002). CS pozitifligi fokal ve yaygin
olarak iki gruba ayrildi. BKN grubunda fokal CS pozitifliginin,
hastaliksiz izlem grubu ile kargilastinldiginda istatistiksel anlamli
olarak daha az siklikta goruldiigu saptandi (sirasiyla %47,1 ve
%94,9; p<0,001). Pozitif CSU, BKN grubunda ortanca 1,6 (0,3-
10,4) mm ve hastaliksiz izlem grubunda ortanca 1,8 (0,9-10)
mm bulundu. Her iki grup arasinda CSU acisindan istatistiksel
anlamli farklilik saptanmadi (p>0,05). Kirk alti hastanin CSGD'si
degerlendirilebildi. Hastalarin %50’sinde CSGD, ana tuimor
primer GD ile ayniydi ve %41,6'sinda daha distkti. CSU ve
CSGD ile BKN arasinda istatistiksel anlamli bir iliski saptanmadi
(sirastyla p=0,202; p=0,583) (Tablo 1). CSGD 3, 4 ve 5 olan
hastalarda sirasiyla ortanca 19,5 ay, 24,5 ay ve 12 ay sonra
BKN saptandi. Kaplan-Meier sagkalim analizine gére CSGD 5
saptanan hastalarda BKN’ye kadar gecen sirenin istatistiksel
anlamli olarak kisa oldugu gorildi (p=0,04). CSGD 3 ve CSGD
4 hastalar arasinda BKN’ye kadar gecen siire bakimindan
istatistiksel anlamli farklilik saptanmadi (p>0,05). Cok degiskenli
Cox regresyon analizine gore hicbir faktorin tek basina BKN
Uzerine etkili olmadigi saptandi (p>0,05).

Sekil 1. Prostatektomi materyali cerrahi sinir Gleason derecesi 5 prostat kanseri (timor lizerinde siyah murekkep). a) Tumor koter
artefakti ile birlikte, hematoksilen-eozin, x200 bulyttme, b, c) Timor diffliz infiltratif hiicre tabakalarindan olusmaktadir, hematoksilen-

eozin, x100 biyltme
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Tartisma

CS pozitifliginin, BKN gelisimi ile anlaml iliskisi saptanmis olsa
da prognostik katkisi konusunda farkli sonuglar mevcuttur. RP
uygulanan 4569 hastanin 20 yillik kansere 6zgi sagkaliminin
degerlendirildigi bir calismada, CS pozitif ve negatif hastalarda
sagkalim oranlari sirasiyla %75 ve %93 olarak bulunmustur (19).
Amerikan Ulusal Kanser Enstitlsii Denetleme, Epidemiyoloji ve
Nihai Sonuclar Programi veri tabanindan RP yapilmis 65,633
hastanin degerlendirildigi baska bir calismada ise CS pozitifliginin
kanser spefisik mortaliteyi 2,6 kat arttirdigi gorilmastir (8).
Ancak bu iki calismanin aksine, Swindle ve ark.’nin (7) 1389
RP hastasini degerlendirdikleri calismalarinda, CS pozitifligi ile
kanser spesifik sagkalim arasinda anlamli iliski saptanmamustir.
Bir baska calismada ise farkh bir yaklasim gosterilerek RP
sonrasinda hastalar; preoperatif PSA, patolojik evre ve GS'lerine
gore 4 farkl risk grubuna ayrilmis ve sonucta orta-yiiksek risk
grubundaki hastalarda CS pozitifliginin, klinik rekirrens ile
iligkili oldugu gosterilmistir (20). Bu hastalarda adjuvan tedavi
karari alirken risk gruplarina goére degerlendirmenin 6nemi
vurgulanmistir. Ote yandan, CS porzitif hastalarin bir kisminda
BKN gelismemektedir (1,2,3). En sik prostat apeksinde gorilen
CS pozitifliginin, apekste gercek bir kapsul olmadigi icin
artefakt olarak degerlendirilebilecedi ve bu nedenle BKN’nin
go6zlenmeyebilecegi belirtilmektedir (21). Bu bulgular nedeniyle
CS pozitifligi disinda ek ozelliklerin arastiriimasina gerek
duyulmustur.

Literatiire bakildiginda, CS yayginligi ve uzunlugunun BKN
ile olan iligkisinin incelendigi cok sayida calisma mevcuttur.
Stephenson ve ark. (14), RP uygulanan 7,160 hastanin

verilerini degerlendirdikleri calismalarinda, hastalarin 7 yillik
progresyonsuz sagkalimlarini %60 olarak saptamislardir. Yapilan
cok degiskenli analizde pozitif CS yayginhginin [goreceli
olashklar orani (OR)=1,3; p=0,004] ve pozitif CS sayisinin
(OR=1,4; p=0,002) BKN'yi belirleyen faktorler oldugu ancak
nomograma eklendiginde CS durumuna (pozitif/negatif) kiyasla
ek bir katki saglamadigi belirtilmistir (14). Biz caismamizda RP
spesmeninde CS pozitifligi saptanan ve takiplerinde BKN gelisen
hastalarin, hastaliksiz izlem grubuna gore tani anindaki PSA,
tlimor hacmi ve timor ylizdesini anlamli olarak yiiksek saptadik.
Pozitif CS yayginligi ve BKN arasinda istatistiksel anlaml bir
iliski saptasak da cok degiskenli Cox-regresyon analizinde hicbir
faktoriin BKN tzerine tek bagsina etkili olmadigini gordik.

Bizim calismamizin aksine, bircok calismada pozitif CSU’nun
BKN ile anlamli iligkisi oldugu gosterilmistir; ancak prognostik
katkisi tartismalidir. Pozitif CSU’nun prognostik katkisinin
degerlendirildigi 3 calismadan Servoll ve ark.’nin (12) ortanca
68 ay takipteki 303 RP olgusunu, Shikanov ve ark.'nin (15)
ortanca 12 ay takipteki 1398 RP olgusunu, Ochiai ve ark.’nin
(16) ortanca 43 ay takipteki 117 RP olgusunu inceledikleri
calismalarinda; >3,0 mm pozitif CSU’yu, BKN ile anlamli olarak
iligkili saptamislar ve BKN’yi 6ngdrmede bagimsiz prediktor
oldugunu belirtmislerdir. Bu calismalarin aksine Udo ve ark.’nin
(13) 2,150 RP hastasini degerlendirdikleri calismalarinda ise
CSU, BKN ile iligkili bulunmustur; ancak CSU’nun tek basina CS
pozitifligine gore ek prognostik katki saglamadigi belirtilmistir.
Her ne kadar yaptigimiz calismada CSGD ile BKN arasinda
anlamli bir iligki saptamasak da CSGD’nin ve cerrahi sinir Gleason
skorunun (CSGS) BKN ile iliskisini gosteren calismalar mevcuttur.

Sekil 2. Prostatektomi materyali cerrahi sinir Gleason derecesi 4 prostat kanseri. a) TUmor koter artefakti ile birlikte, hematoksilen-
eozin, x100 buyitme, b, ¢) Timor, iyi olusmamis ve birlesme egilimindeki glandiiler paternden olusmaktadir, hematoksilen-eozin,

x200 buyiutme

Sekil 3. Prostatektomi materyali cerrahi sinir Gleason derecesi 3 prostat kanseri, hematoksilen-eozin, x100 biyltme (a, b, )
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Tablo 1. Hasta karakteristikleri, cerrahi sinir 6zellikleri ve biyokimyasal niiks iligkisi
Hastaliksiz izlem (n=39) Biyokimyasal niiks
(ortanca) (aralik) (n=17) p
(ortanca) (aralik)

Yas (yil) (ortanca) (aralik) 62,5 (49-72) 66 (55-71) 0,259
Tani PSA (ng/mL) (ortanca) (aralik) 6,95 (3,1-26) 9,5 (3,9-30) 0,04
Patolojik T evresi pT2a 3(7,5) 0 0,599

pT2b 1(2,5) 0

pT2c 5(12,5) 2(11,8)

pT3a 30(77,5) 15 (88,2)
Gleason skoru 6 15 (37,5) 9 (56,2) 0,186
n (%)

7 18 (45,0) 3(18,8)

8-10 7(07,5) 4(25,0)
Toplam timér hacmi (mm?3) (ortanca) (aralik) 3 (0,32-56) 9,1 (2-36) 0,003
Tdmor ylizdesi (ortanca) (aralik) 8(0,32-56) 22 (8-93) 0,002
Pozitif cerrahi sinir Fokal 37 (94,9) 8 (47,1) <0,001

b 0,

yayginhigi n (%) Yaygin 2(5,1) 9(52,9)
CSU (mm) (ortanca) (aralk) 1,6 (0,3-10,4) 1,8 (0,9-10) 0,583
CSGD 3 17 (51,5) 4(30,8) 0,202
n (%)

4 15 (45,5) 7 (53,8)

5 13) 2(15,4)
Hastaliksiz izlem ve BKN'ye kadar 19,5 (1-84) 24 (8-87) 0,36
gecen sure (ay) (ortanca) (aralik)
PSA: Prostat spesifik antijen, CSU: Cerrahi sinir uzunlugu, CSGD: Cerrahi sinir Gleason derecesi, BKN: Biyokimyasal niiks

CSGS’nin degerlendirildigi indeks calisma olan Brimo ve ark.’nin
(22) 2010 yihnda yapmus olduklari ve ana tiimoér GS 7 olan
108 CS pozitif olgunun incelendigi calismada CSGS >6, BKN
ile anlamli olarak iliskili saptanmistir. Ug yiiz otuz alti CS pozitif
hastanin yer aldigi ve prognozun da degerlendirildigi baska bir
calismada, ana timor GS 7 olan olgularda, CSGS 8-10'u BKN
ile anlaml olarak iligkili bulmuslar ve BKN acisindan bagimsiz
prognostik faktor oldugunu belirtmislerdir (23). Bu calismada
ana timor GS 6 (3+3) olan hastalarda, CSGS %99 oraninda 6
olarak saptanmistir. Ayrica CSGS ile ana timor GS, preoperatif
PSA, patolojik timor evresi ve pozitif CS lineer uzunlugu
arasinda istatistiksel olarak anlaml bir iliski oldugu gortlmstdir.
Savdie ve ark. (24) ise, bizim calismamizda oldugu gibi CSGS
yerine CSGD'yi degerlendirmisler ve CSGD 2>4'tGin, BKN'yi
ongoérmede bagimsiz prediktif roli oldugunu saptamiglardir.
Udo ve ark. (13) yapmis olduklari calismada CSGD 4-5'i BKN ile
iligkili bulsalar da tek basina CS pozitifligine gore ek prognostik
katki saglamadigini belirtmislerdir. CSGD ile sistemik progresyon
ve kanser spesifik mortalite arasindaki iliskinin degerlendirildigi
bir calismada, ana timoriin GS 7 olan hastalarda ortanca 13
yillik takipte CSGD 4 paterninin artmis sistemik progresyon
ve prostat kanserine bagli artmis 6lim riski ile anlamli olarak
iligkili oldugu gosterilmistir (25). Biz calismamizda, CSGD ile
BKN gelisimi acisindan anlamli bir iliski saptayamasak da BKN
grubundaki CSGD 5 olan hastalarda BKN gelisme suresini,
CSGD 3 ve CSGD 4 hastalarla karsilastirildiginda anlamli olarak
daha kisa saptadik (sirasiyla 12 ay, 19,5 ay ve 24 ay; p=0,04).
CSGD 3 ve CSGD 4 hastalar arasinda ise BKN gelisme suresi
bakimindan anlamli fark saptayamadik (p>0,05). CSGD 3

hastalarla karsilastirldiginda daha kisa siirede BKN gelismesi
beklenen CSGD 4 hastalarda, bizim calismamizda daha uzun
sirede BKN gelismesini aciklayacak klinikopatolojik bir veri
saptayamadik. Bu durumun nedeninin hasta sayimizin azlig
olabilecegini distinmekteyiz.

Yapmis oldugumuz calismada hastalarin %50’sinde CSGD'yi,
ana timor primer GD ile ayni, %41,6'sinda ise ana timor primer
GD'sinden dustik olarak saptadik. 2016 yilinda Kates ve ark.’nin
(26) 4,082 RP hasta icerisinden CS pozitifligi saptanan 405
hastanin verilerini retrospektif olarak inceledikleri calismalarinda,
ana timorin GS >7 olan hastalarin %44’tinde CSGS’nin, ana
timor GS ile ayni oldugu; %56'sinda ise daha dustik oldugu
gorulmustir. Bu calismada da onceki verileri destekler nitelikte
daha distk CSGS, azalmis BKN riski ile iliskili bulunmustur.
Adjuvan radyoterapi (ART) karari alma UGrologlarin giinlik
pratikte karsi karsiya kaldigi en zor konulardan biridir. Clinku
belki de hi¢c nulks etmeyecek bir hastaya, fazladan tedavi
verip tedavi ile iliskili yan etkilerin ortaya ¢cikmasina yol agma
olasihdr vardir. Bu ylzden uygun hasta secimi ¢ok 6nemlidir.
ART etkinligini arastirmak Uzere yapilmis referans niteliginde
randomize kontrolli ¢alismalar olan EORTC 22911(27), ARO
(28) ve SWOG 8794 (29) calismalarina baktigimizda her
U¢ calismada da goézlem grubuyla karsilastirldiginda ART
verilen grupta BKN'siz sagkalimin anlamli derecede arttigi
gorilmektedir. ARO (197/307 hastada pozitif CS) ve EORTC
22911 (629/1005 hastada pozitif CS) calismalarinda ART’nin
genel sagkalimi etkilemedigi aksine SWOG (135/425 hastada
pozitif CS ve pozitif ekstrakapstiler yayihm) calismasinda genel
sagkalim avantaji sagladigi belirtilmistir. Ek olarak EORTC 22911
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calismasinda ART'nin BKN Uzerindeki etkisinin en fazla CS pozitif
hastalarda gorildigu vurgulanmustir.

Cahsmanin Kisithliklari

Calismamizin retrospektif olmasi ve hasta sayimizin aziigi baslca
kisitlayici etkenlerdir. Ayrica hastalarin takip siresi, hastaliksiz
sagkalm ve genel sagkalim degerlendirmek icin yeteri kadar
uzun degildir.

Sonug¢

Retrospektif olarak verileri degerlendirdigimiz calismamizda
literatiiriin aksine CSU ve CSGD ile BKN arasinda anlamli
iliski saptayamamis olmamizin hasta sayimizin azhgindan
kaynaklandigini duslinmekteyiz. CS pozitif hastalar oldukca
heterojen bir grup olup, tim hastalarin ayni sekilde tedavi
edilmemeleri gerektigi asikardir. Adjuvan tedavi karari vermeden
once CS yayginhgi, CSU, CSGD ve CSGS gibi CS 6zelliklerinin
degerlendirilip; hastalarin risk gruplarina ayrilarak tedavi
karari verilmesi akilct goziikmektedir. CS ozelliklerinin rutin
raporlanmasi adina randomize kontrolli calismalara ihtiyac
vardir.

Etik

Etik Kurul Onayi: Calismamiz retrospektif olarak dizayn
edildiginden etik kurul onayi ainmamistir.

Hasta Onayi: Calismamiz retrospektif oldugundan hasta onay:
alinmamustir.

Hakem Degerlendirmesi: Editorler kurulu disinda olan kisiler
tarafindan degerlendirilmistir.
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Oz

insan papilloma virlsi (HPV), 170’ten fazla tipi bulunan bir DNA
virlstdur. HPV cinsel bulasan enfeksiyonlar arasinda en yaygin olanidir
ve diinya kanser yikinin %10 kadarinin HPV enfeksiyonuna bagh
oldugu sanilmaktadir. Virisiin bazi subgruplarinin yaptigi prekanseréz
lezyonlarin invaziv karsinomlara donustugu, serviks, vulva, orofarenks,
anis ve penis kanser etiyolojisindeki yeri bilinmektedir. Anogenital
bolgede gozlenen kondilomlarin Uretra, mesane ve Ureterde de
gorildugl olgular yayinlanmistir. Mesane kanseri patogenezindeki
yeri ise tartismalidir. Yapilan son calismalar HPV ile mesane kanseri
arasinda iliski oldugunu gostermektedir. Mesanenin skuamoz hiicreli
karsinomlarinin - zemininde kondilomlarin varligr gosterilmistir. Bu
derlemede literatir esliginde HPV-irotelyal karsinom ve mesanenin
skuamoz hiicreli karsinomu iliskisi degerlendirilmeye caligildi.

Anahtar Kelimeler: Urotelyal karsinom, skuamoz hicreli karsinom,
insan papilloma virls enfeksiyonu

Abstract

Human papilloma virus (HPV) is a DNA virus with more than 170 types.
HPV is the most common sexually transmitted infection and 10% of
the world’s cancer burden is thought to be HPV infection-related. It is
known that precancerous lesions caused by some subgroups of this virus
transformed into invasive carcinoma, and its place in etiology of cervix,
vulva, oropharynx, anus and penile cancer is also well-known. Cases
have been published where condyloma are seen not only in anogenital
region, but also in urethra, bladder and ureter. However, their role in
bladder cancer pathogenesis is questionable. Recent studies showed
that HPV and bladder cancer are associated. Condyloma was identified
to be in the development of squamous cell carcinoma of the bladder.
In this review, the relationship between HPV-urothelial cancer and
squamous cell carcinoma of the bladder is examined with references to
the literature.

Keywords: Urothelial carcinoma, squamous cell carcinoma, human
papilloma virus infection

Girig

Mesane kanseri, diinya genelinde erkeklerde 7. kadinlarda ise
en sik 17. sirada gozlenen kanser turl olup ciddi morbidite
ve mortalite ile seyretmektedir. Urogenital tiimérler arasinda
prostat kanserinden sonra ikinci siradadir. Dinya kanser
yukinin %10’unda insan papilloma viriis (HPV) enfeksiyonuna
bagl oldugu saniimaktadir. Yogun arastirmalara karsin mesane
kanseri etiyopatogenezinde HPV’'nin roli ile ilgili veriler hala
tartismalidir. Papilloma viris ailesinden bir DNA virtisi olan HPV,
mesanenin baz Urotelyal ve skuamoz hiicreli karsinomlarinda
gosterilmistir (1,2). Calismalarda mesane karsinomlarinda
gosterilen HPV oranlart %0-100 arasinda degismekte olup
HPV’nin timor patogenezindeki roli de heniiz tam olarak
aydinlatilamamugtir (3).

insan Papilloma Viriis Enfeksiyonu

HPV diger papilloma virlsler gibi sadece deri veya mukozal
membranlarin keratinositlerinde etkili enfeksiyonlar olusturur
(4,5). Literatiirde tanimlanan 170’ten fazla tipi olup bunlardan
40 kadar tipik olarak cinsel temasla gecis gosterir ve anorektal

bdlgede enfeksiyonlar olusturur. Subklinik enfeksiyonlar persistan
kaldiginda (%5-10), invaziv kansere donisebilecek prekanseroz
lezyonlarin gelisimi icin de risk faktortuduir (6). HPV'nin diger
virislere oranla kanserle iliskisinin daha fazla oldugu ortaya
konmustur ve yilda 500,000 yeni kanser olgusunun nedeni
olarak bildirilmektedir (7,8).

HPV, kanser olusturma risklerine gore 3 alt tipe ayrilir. Bunlardan
ytuiksek riskli onkojenik grup HPV tip 16-18-31-33-35-39-45-51-
52-56-58-59-68-73 ve 82 olarak siniflandiriimistir (9). Yiiksek
riskli grubun karsinom ve displazi ile iliskisi saptanmistir. Orta
riskli HPV tipleri, hafif-orta dereceli displastik lezyonlarda,
karsinomalara oranla daha sik gozlenir (10). Distk onkojenik
riskli grup kondilomlarda ve dusiik dereceli servikal intraepitelyal
neoplazide gorilir (9). Servikal kanserlerin yaklasik %70‘ine
yuksek risk grubunda yer alan HPV 16 ve 18 tiplerinin neden
oldugu bilinmektedir (11). Serviks, vulva ve vajinanin,
prekanser6z ve kanseroz lezyonlar icin HPV o6nemli etken
olarak bilinmektedir (12). Bununla beraber yiiksek riskli
HPV enfeksiyonunun diger bazi malignitelerle birlikteligi de
gosterilmistir. Bunlarin baslicalari orofarenks, penis ve anis
kanserleridir (13).
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Yiksek risk grubu HPV tipleri onkojenik aktivitesini E6 ve E7
onkoproteinleri ile saglar (14). E6 p53 genini, E7 ise pRb genini
inaktive ederek karsinogenezin gelismesine neden olmaktadir
(7,15).

insan Papilloma Viriisii ve Uriner Sistem

Uretra, mesane ve Ureterde izlenen kondiloma akiiminata
lezyonlari histomorfolojik olarak genital bdlge lezyonlarina
benzer 6zellikler géstermektedir. Uretranin viriis icin bir rezervuar
olabilecegi disunilmektedir. Temas ile bulas sonucu sadece
eksternal genitallerin degil, Uretra ve mesanenin de etkilendigi
gorulmektedir (16).

Erkeklerde HPV enfeksiyonunu en sik dis genital bdlgede,
genellikle glans, koroner sulkus, prepisyum ve penil saftta
yerlesir (8). Giuliano ve ark. (17) 463 hasta Uzerinde yaptigi
calismasinda HPV lezyonlarini sirasiyla penil saft (%49,9), glans
(%35,8), skrotum (%34,2), perianal bolge (%20), anal kanal
(%17,6), Uretra (%10,1) olarak bildirmektedir. Ayrica semen
(%5,3) ve nadiren de idrar 6rneginde (%0,8) gorildugu
aciklanmistir. Yapilan bircok calismada Uriner sistemde, 6zellikle
idrar orneklerinde HPV’ye rastlanmadigi da bildirilmistir. Ancak
HPV polimeraz zincir reaksiyonu (PCR) kullanilmasindan sonra
idrar 6rneklerinde daha fazla saptanmaya baslanmistir (7).

insan Papilloma Viriisii ve Mesane Kanseri

HPV enfeksiyonunun, Griner sistem kanseri etiyolojisindeki
yeri net olarak gosterilememis ve mesane kanseri gelisimine
etkisi tartigilmaya devam etmektedir. Kondiloma akiminatal
erkeklerin mesane epitelinin HPV ile enfekte oldugu calismalarla
gosterilmistir  (18). Bazi olgularda Uretra ve mesanede
kondilomlar goézlenmis, olgular epitelyal diferansiyasyon
baglaminda izlenmistir. Ozellikle 1980 sonundan itibaren bu ilgi
artmis ve pek cok calisma yapilmistir.

Kitamura ve ark. (19) Southern Blot analiz ile 10 mesane
kanseri olgusunda HPV 16 saptamislar ve HPV'nin mesane
kanseri etiyolojisinde rol alabilecegini tartismaya acmislardir.
HPV mesane kanseri iligkisini ortaya koymak icin 50’den fazla

calisma yapilmis; 2011 yilinda Li ve ark. (2) yaptigi meta-
analizde mesane kanserli hastalarda HPV prevalansi %16,88
olarak saptanmis ve bunlarin biylk c¢ogunlugu yiiksek riskli
HPV tipleridir (%15,8). Jimenez-Pacheco ve ark. (20) yaptiklari
21 cahsmanin meta-analizinde HPV mesane kanseri arasinda
iliski saptamistir (goreceli risk: %2,19). Kaya ve ark.'nin (21)
calismasinda mesane karsinomu ile HPV iliskisi %3,3 olarak
verilmistir. Yavuzer ve ark.’nin (22) ise urotelyal karsinom tanili
70 olgu ve serviks karsinomlu 18 olguda PCR ile yaptiklari
calismada HPV Urotelyal karsinomda gorilmezken (%0) serviks
karsinomu grubunda 15 olguda (%83,3) pozitif bulunmustur
(22).

HPV etkili mesane karsinomlarinda genellikle skuamoz
diferansiyasyon oldugunu bildiren yayinlar bulunmaktadir.
Kaynaklarda az sayida HPV pozitif skuamoz hiicreli karsinom
olgusu sunulmustur, imminsipresyon (23) ve inatg
kondilomat6z enfeksiyon gibi 6zel durumlarda virtisiin mesanede
onkojenik aktivite sergileyebilecedi bildiriimektedir (24,25).
imminosipresif tedavi alan ya da persistan kondilomlari olan
hastalardan gelisen mesane skuamoz hicreli karsinomlarin
kondilom zemininde gelistigi bildirilmistir (26,27).

HPV enfeksiyonunda histopatolojik olarak; papiller yapilanma
gosteren hiperplastik epitelde hiperkeratoz, parakeratoz ve
graniler hiicre tabakasinda belirginlesme gozlenir. Viral etkiye
0zguin koilosit adi verilen hiicreler izlenir. Bu histolojik degisiklikler
HPV’nin yapisal 6zellikleri nedeniyle olusmaktadir (28). Etkilenen
epitelde p16 pozitifligi izlenir. Resim 1’de kondilom olgusunda
koilositler ve HPV pozitifligi gosterilmektedir.

Mesanenin Urotelyal ve skuamoz hicreli karsinomlarinda
immunohistokimyasal olarak HPV pozitifligi gosterilebilse de
in situ hibridizasyon yontemi daha duyarlidir (29). Bunun
yani sira PCR’de altin standart olarak kabul edilmektedir (30).
PCR ve in situ hibridizasyonun birlikte kullanimi en kesin tani
yontemidir. Mesane kanserli hastalarda yapilan incelemelerde en
sik HPV tipinin 16 oldugu, tip 18’in de benzer siklikta saptandigi
gorilmustir (31). HPV tip 16 ve 18 diger karsinomlarda da
o6nemli etken olarak bilinmektedir.
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Resim 1. Mesanede izlenen kondiloma akiiminata (verrii) olgusu, papillomatoz hiperplazi ve akantozis izlenen lezyonda karakteristik
olarak koilositik atipi gosteren hiicreler izlenmektedir (ok) (hemotoksilen-eozin x400), insan papilloma virisu ile enfekte hiicrelerde
immiuinohistokimyasal olarak pozitif reaksiyon izlenmistir (insan papilloma viriis antikoru x400)
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Sonug¢

Yapilan calismalar sonucunda mesane kanseri ile HPV arasinda
iliski oldugu gorilmektedir. Ancak servikal kanser etiyolojisinde
etkin rol oynayan HPV’nin, mesane kanseri Gzerine etkisi %0-20
arasindadir. Bu farkliliklar calismalarin yapildigi populasyonlardaki
HPV prevalanslariyla ilgili olabilir. Ge¢mis dénemde yapilan
calismalarda iligkisi goriilen mesane kanseri HPV birlikteliginin
ortaya konmasi icin genis ve farkli populasyonlar icine alan
calismalar yapilmasi gerekir. Ayrica HPV tip 16 ve 18 enfeksiyonu
tanisi almis olgularin dikkatle izlenmesi, hastalarin riskler
acisindan bilgilendirilmesinin de 6nemi aciktir.
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Gunumizde prostat kanseri icin kabul edilen tarama araclar prostat
spesifik antijen (PSA) ve rektal incelemedir. PSA, prostata spesifik; ancak
kansere spesifik degildir. Bu nedenle tek basina serum PSA dlcimiinin
prostat kanseri tanisindaki 6zglligu dusik olup, yanls pozitif sonuglara
ve gereksiz biyopsilere de yol acabilir. Bu sorunlar nedeniyle son yillarda
PSA'nin etkinligini arttirmak ve/veya daha etkin yeni timor belirtecleri
bulabilmek icin caligilmaktadir. Ancak, prostat kanserinin heterojenik
ozelligi nedeniyle tek bir belirtecin istenilen faydayr saglamasi mimkiin
gorinmemektedir. Bu nedenle son yillarda belirteclerin  kombine
kullanimi glindeme gelmis ve bdylece daha yiiksek duyarlilik ve 6zgulliik
oranlari elde edilmistir.

Anahtar Kelimeler: Prostat kanseri, biyomarker, tanisal, prognostik

Abstract

Currently the accepted screening tools for prostate cancer are prostate
specific antigen (PSA) and rectal examination. PSA is specific to prostate,
but not to prostate cancer. Therefore, identifying prostate cancer only
by serum PSA measurement has low specificity and may lead to false
positive results and unnecessary biopsies. Due to these problems, it is
investigated to increase the effectiveness of PSA and/or to find new
biomarkers. However, it does not seem possible to have the adequate
benefit from only one biomarker due to heterogeneous feature of
prostate cancer. Therefore, in the recent years, combined use of
biomarkers became a current issue and higher sensitivity and specificity
rates were established.

Keywords: Prostate cancer, biomarker, diagnostic, prognostic

Giris

Rektal tuse ile birlikte prostat spesifik antijenin (PSA) kullaniimaya
baslanmasi ve biyopsi tekniklerindeki gelismelerle birlikte tani
konulan prostat kanseri sayisinda biiyiik artislar olmustur. Oyle
ki, prostat kanseri, erkeklerde en sik tani konulan kanser olup
Amerika Birlesik Devletleri'nde 2015 yilinda erkekler arasinda
tani konulan kanserlerin yaklasik dortte birini olusturmakta ve
yine erkeklerde kansere bagli 6lim nedenleri arasinda 2. sirada
yer almaktadir (1). Prostat kanseri asiri heterojen davranig
gosterebilen bir kanserdir. Uzun siire sessiz kalabilecegi gibi ¢ok
agresif de davranabilir. Bu nedenle taninin konmasi kadar, timor
davranisinin da belirlenebilmesi 6nemlidir. Clinkii tanidaki asiri
artislar belki de uzun yillar sessiz seyredebilecek klinik olarak
onemi olmayan timorlere de tani konmasina ve bunlarin asiri
tedavisine neden olmaktadir. Bunlarin 6nlenmesi, klinik olarak
onemsiz kanserler ile agresif seyredebilecek olan kanserlerin
ayirt edilebilmesiyle muimkin olabilecektir. Gilinimizde
tanida, rektal tuse ile birlikte kullanilan PSA ve derivelerinin
kullanilmasi ile prostat kanserine 6zgli mortalitenin azaldig,
buna karsin biyopsi sayisinin %70-80 arttigi saptanmistir (2).

Cunkl PSA, organ spesifitesi yiiksek; ancak kanser spesifitesi
distk bir belirtectir. Kanser disindaki benign durumlarda da
PSA’'nin serum dizeylerinde artislar gozlenebilmektedir. Bu
nedenle, hem gereksiz biyopsi sayisinin azaltiimasi hem de klinik
onemsiz ile agresif seyredecek kanserlerin ayirt edilebilmesi icin
yeni belirteclere gereksinim vardir. Bu amagla, PSA etkinligini
arttirmaya yonelik calismalar yapilmis ve yapilmaktadir. Bu
calismalar sonucunda; Ozellikle total PSA’'nin 4-10 ng/mL
arasinda oldugu durumlarda kullanilan PSA dansitesi, PSA
hizi, PSA ikiye katlanma zamani ve serbest/total PSA orani gibi
turevleri kullanilmaya baslanmistir. Bunlarla da istenilen amaca
ulagilamamis olup yeni belirte¢ arayislar sirmektedir. Ancak, her
seye ragmen giinimuzde hala tani ve tedavi takibinde en cok
kullanilan belirte¢ PSA’dir. Bu yazida Urologlarca cok iyi bilinen
PSA ve yukarida belirtilen tirevlerinden ayrintili olarak tekrar
bahsedilmeyecek olup bunlarin disindaki timor belirteclerindeki
son durum hakkindaki gtincel literattir bilgisine yer verilecektir.

Serbest Prostat Spesifik Antijen Alt Fraksiyonlari

Total PSA'nin %5-35’i kanda serbest olarak bulunur (3).
Serbest/total PSA orani prostat kanserlerinde daha disik
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olarak saptanmaktadir. Ancak serbest PSA'nin stabil olmamasi
nedeniyle primer tarama araci olarak kullanilmamaktadir. Rektal
incelemesi normal ve total PSA'nin 4-10 ng/mL aralifinda
oldugu durumlarda PSA spesifitesini ytkseltmektedir. Serbest
PSA; pro-PSA, benign PSA ve intakt PSA (iPSA) seklinde g farkli
molekdiler formdan olusur (3). Bunlar icinden &zellikle pro-PSA
prostat kanser tanisinda oldukca degerli bilgiler vermektedir.
Pro-PSA: PSA'nin inaktif proenzim seklidir. Normal sartlarda
human Kkallikrein 2 (hK2) enzimi ve diger proteazlar pro-
PSA’y1 237 aminoasitlik PSA haline getirir. Prostat kanserli
olgularda proteolitik strecteki bozulmalar nedeniyle serum
pro-PSA duizeyi yukselir (4). Pro-PSA, serbest PSA'nin yaklagik
1/3'U4n0 olusturur. Pro-PSA’nin birka¢ izoformu bulunmaktadir
ve bunlardan biri de [-2]pro-PSA’dir. Bu izoform, pro-PSA’y
aktive etmek icin cikartilmasi gereken 7 aminoasidin tam olarak
budanmamasi sonucu 239 aminoasitlik bir diziye sahiptir. Bu
izoform prostat kanseri icin en etkili belirteclerden biridir (5,6).
Erken tani ve hastahigin agresifligini saptamak icin kullanilr.
Ozellikle total PSA’si 2-10 ng/mL olan olgularda prostat kanseri
saptanmasinda en iyi belirte¢ olarak kabul edilir (7).

Prostat Saghk indeksi Skoru

Amerika’da 2012 yilinda Gida ve ila¢ Dairesi (FDA) tarafindan
onaylanan ve lg¢ biyomarker kullanilarak hesaplanan bir testtir.
Skor, ([-2]pro-PSA/serbest PSA) XPSA'2 formdili kullanilarak
hesaplanir (7). Catalona ve ark. (8), serum PSA degeri 2-10 ng/
mL arasinda olup biyopsi yapilan 892 olguyu yukaridaki formli
kullanarak degerlendirdiler. Buna gore hesaplanan Prostat Saglk
indeksi (PHI) skoru %25’in izerinde oldugunda kanser saptama
orani %18, skor %55’in lzerinde oldugunda kanser saptama
orani %52 olarak bildirildi. Ayrica yazarlar; PHI skorunun tek
basina total PSA, serbest PSA ve pro-PSA’dan ustiin oldugunu,
yas ve prostat hacminden etkilenmedigini ve Gleason skoru
(GS) ile iliskili olup kanser davranisini yansittigini belirtti (8).
Bu skorun [-2]pro-PSA ile birlikte kullanilmasi ile GS>7 olan
olgularda prostat kanseri saptama oranlarini anlamli olarak
yukselttigi degisik calismalarda bildirilmektedir (9,10).

Prostat Kanser Antijeni-3

Gunlimuzde prostat kanseri icin klinik kullanimda olan en spesifik
belirtectir. Diger adi DD3 olup 9. kromozomda bulunan bir
RNA’dir ve prostat kanser antijeni-3 (PCA-3) RNA ekspresyonu
viucutta yalnizca prostat dokusunda gerceklesmektedir (11).
Normal prostat dokularinda PCA-3 saptanmazken; benign
prostat hiperplazisinde (BPH) dusiik, prostat kanserlerinde
%95'ten fazla eksprese edilir (12). Ornek toplanmasi icin
rektal tuse ile prostatin her bir lobu lateralden mediale Ucer
kez sivazlandiktan sonra (en az 1 cm c¢okinti olusturacak
sekilde) ilk 20-30 cc’lik idrar tetkik icin alinir (Sekil 1). PCA-
3’te bozulma olmadan masaj sonrasi hastanin hemen idrar
verebilmesi icin islem oncesi sivi almasi ve idrarini yapmamasi
onerilir. Bu yontemle birka¢c kanserli hicrenin dahi tespit
edilebilecegdi belirtilmektedir. Bunun icin “Progensa PCA-3 testi”
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(Hologic) 2012 yilinda FDA tarafindan rebiyopsi karari icin
onaylanmistir (9). Bu test, transkripsiyon aracili amplifikasyon
yontemleri kullanarak nicel olarak PCA-3 mesajci RNA (mRNA)
ekspresyonunu olcer. Prostat kanser 6ngorisu icin PCA-3 skoru
(PCA-3 mRNA/PSA mRNA orani) gelistirilmistir. Bu skor ne kadar
yuksek ise prostat kanseri olasiigi da o kadar yiiksektir (13).
PCA-3 skoru <5 oldugunda biyopside prostat kanseri saptama
olasihgr %14 iken bu oran >100 oldugunda olasilik %79'a
cikmaktadir (14). Skor icin net bir kestirim degeri olmamakla
birlikte genellikle 35 degeri kullaniimaktadir (13). PCA-3 skoru,
PSA’y1 etkileyen kanser disi nedenlerden (prostat hacmi, BPH,
yas, prostatit ve 5-a reduktaz inhibitori kullanimi) etkilenmez
(15). Yapilan calismalar ile PCA-3 skoru kullanilarak asagidaki
gibi bir tedavi algoritmasi olusturulmustur (16):

1. Negatif biyopsi ve dusiik PCA-3 skoru durumunda, konservatif
takip,

2. Negatif biyopsi ve ylksek PCA-3 skoru durumunda, manyetik
rezonans gorintiileme gibi ileri tetkikler yapilmasi,

3. Pozitif biyopsi ve dusiik PCA-3 skoru durumunda, aktif izlem
yapilmasi,

4. Pozitif biyopsi ve yuiksek PCA-3 skoru durumunda, mutlak
tedavi yapilmasi.

Androjen Bagimh Transmembran Serin 2-ERG
Gen Fiizyonu

Prostat kanserinde androjen bagimli transmembran serin 2 gen
(TMPRSS2) ile prostat kanseri gelisiminde anahtar rol oynayan bir
onkogen olan ERG geni arasinda flizyon varligi gosterilmistir. Bu
flizyon prostat kanserinde en ¢ok saptanan genetik bozukluktur
(17). TMPRSS2-ERG gen flizyonu, PCA-3'teki gibi prostat masaj
sonrasi idrarda saptanabilir. Idrarda flizyonun saptanmasinin
prostat kanseri icin duyarlh@ dusik (%37) olmasina karsin
%93 ozgullik ve %94 pozitif 6ngéri degerine sahiptir. Bazi
calismalar flizyon pozitifligi ile timor agresifligi, metastaz
ve mortalite arasinda bir iliski oldugunu belirtmekle birlikte
bazi calismalarda da klinik sonuglarla flizyon arasinda bir iligki

Baz

Sol lob Sag lob

Apeks

Rektal Tuse
(her loba 3 sivazlama)

Sekil 1. Prostat kanser antijeni-3 icin idrar 6rnegi almadan 6nce
prostat masajinin yapilsi
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olmadigi belirtilmistir (7). TMPRSS2-ERG ile PCA-3’ln birlikte
kullanimi ile prostat kanseri tanisindaki duyarliligin artacagi,
PCA-3'Un duyarliliginin %68’den %76ya cikacagi bildirilmistir
(18). TMPRSS2-ERG gen flizyon testi, prostat kanseri saptamada
bir belirte¢ olarak kullanimi konusunda umut vericidir ve
ozellikle diger belirteclerle kullanildiginda etkinligi artmaktadir.

Human Kallikrein 2

hK2, PSA gibi esas olarak prostattan salgilanan bir serin
proteazdir. Enzimatik aktivite olarak PSA’dan farklidir. Prostat
kanserinde asiri eksprese edili. Serum hK2 6l¢cimi, PSA ve
turevleri ile birlikte kullanilirsa prostat kanseri tanisinda yardimci
olabilir (4,19). Kombine kullanim ile %8 ytiksek dereceli
timor atlanarak biyopsi gereksinimi %50 azaltilabilmektedir
(20). Radikal prostatektomi yapilanlarda kotu diferansiyasyonu,
ekstrakapstler yayihmi ve biyokimyasal niiksii 6dngorebilecegi
bazi calismalarda bildirilmekle birlikte bu bulgular sonraki
calismalarda desteklenmemistir (21).

o-Metilasil-koenzim A rasemaz

Oksidatif metabolizmada ve dalli zincirli a§ asitlerinin sentezinde
gorev yapan ve besinci kromozom lizerinde yer alan bir enzimdir.
Prostat kanserli dokularda bu gende artig oldugu gdsterilmistir
(22). Ancak, prostat kanserine 6zgu degildir (7). a-Metilasil-
koenzim A rasemazin (AMACR) mRNA’si serum ve idrarda
polimeraz zincir reaksiyonu yontemiyle saptanabilir (23). Prostat
kanserli (137) ve BPH’li (70) hastalarin dokularyla yapilan bir
¢ahismada AMACR'nin duyarlihginin %100, 6zgulliginin ise
%388 oldugu bildirilmistir (24). Prostat kanseri tespit etmede
triner AMACR skorunun PSA’ya Ustiin oldugu ve PCA-3 ile
birlikte kullanilirsa duyarlilik ve 6zgulliginin %80°in Ustline
cikacagi bildirilmektedir (19). Ancak, giinimizde serum ya da
idrarda AMACR olcimi yerine, prostat biyopsilerinde immiin
boyama yontemiyle atipik lezyonlara prostat kanseri tanisi
koymak icin standart olarak kullanilmaktadir (25).

Glutatyon S-Transferaz P1

Glutatyon S-Transferaz P1 (GSTP1) gen ailesi; hicreleri
oksidatif stresten korumak Uizere, serbest radikalleri notralize
eden enzimlerin salgilanmasini saglar. Bu enzimlerin hiicre
metabolizmasi lzerinde bircok gorevi olmasina karsin en 6nemli
gorevleri zararli substratlarin viicuttan uzaklastirnimasidir. Normal
prostat epitelinde GSTP1 geninin ylksek oranda eksprese
oldugu, buna karsin prostat kanseri dokusunda hipermetilasyona
ugradigr icin  ekspresyonunun azaldigi  gosterilmistir.
Hipermetilasyon nedeniyle GSTP1 yoklugu prostat kanserinde
en sik gortlen molekiler degisikliktir (26). Bryzgunova ve ark.
(27) GSTP1'in prostat kanseri saptamadaki 6zgulliguni %93-
100, duyarlihigini ise %21-39 olarak bildirmislerdir. Ancak,
prostat masaji sonrasi alinan idrarda yapilan 6l¢ctimle duyarliligin
%75’e kadar cikabilecegi de belirtilmistir (27). Bastian ve
ark. (28) negatif prostat biyopsisi olan hastalarin hicbirinin
serumunda GSTP1 DNA’sina rastlamazken, organa sinirl
prostat kanserlerinde %12, metastatiklerde ise %28 oraninda
saptanmistir. Bu belirtecin prostat kanserinde kullanimi ile ilgili
henuiz yeterli prospektif genis serilerin olmamasi nedeniyle rutin
kullanimi hentiz mimkin degildir.

Dolasimdaki Tiimor Hiicreleri

Timorlerin uzak metastaz yapabilmesi icin dolasimda timor
hicrelerinin bulunmasi gerekir. Dolagimdaki hicrelerin sayimiicin
FDA tarafindan da onaylanmis CellSearch™ sistemi gelistirilmistir
(29). Bu sistem ile dolasimdaki timor hticreleri (DTH) sayilarak
metastatik prostat kanserinde tedavi etkinligi degerlendirilebilir.
Dolasimdaki bu timor hiicrelerinin sayilarinin yani sira timaortn
biyolojik durumunu anlayabilmek icin molekdler profillerinin de
belirlenmesi gerekir. Floresan in-situ hibridizasyon yontemi ile
%87 basari ile genetik profillendirmenin yapilabildigi ve ilerleyici
kastrasyona direncli prostat kanserinin takibinde kullanilabilecegi
belirtilmistir (30). Ancak glinimiizdeki DTH saptama teknikleri;
cok yodun laboratuvar calismasi gerektirmekte, pahali ve
duyarliliklari da distktir (7). Bu nedenle rutin klinik kullanimlar
bu haliyle mimkiin degildir.

Prostat Spesifik Membran Antijeni

Prostat epitelyum hiicrelerinden eksprese olan bir hiicre zari
glukoproteinidir. Cok az miktarda diger dokulardan da eksprese
olmakla birlikte prostata spesifiktir. Malign prostat dokusundan
daha fazla eksprese edilmektedir (31). Prostat kanserli hastalarin
serumunda daha yiksek oranda bulunmus ve bu artis yiiksek
GS ve kastrasyona direncli prostat kanserinde progresyonla
uyumlu bulunmustur (32). Perner ve ark. (33) yaptigi bir
calismada, yuksek riskli prostat kanserinde biyokimyasal niksu
ongdérmede roli oldugu ve adjuvan tedavinin planlanmasinda
kullanilabilecegi belirtilmistir.

Urokinaz Plazminojen Aktivasyonu

Urokinaz plazminojen aktivasyonu (UPA), UPA reseptdriine
(UPAR) baglanarak timor biyumesinde ve ekstraselliler
matriksin yikiminda gorev alir. Bu nedenle potansiyel bir
timor belirtecidir (34). Shariat ve ark. (35) yaptiklar bir
calismada preoperatif serum UPA ve UPAR dizeylerinin radikal
prostatektomi sonrasi biyokimyasal niiks ve uzak metastaz
gelisimi ile iligkili olabilecegini belirtmislerdir. Cok merkezli bir
calismanin sonuclarina gore serumdaki yuksek solubl UPAR
konsantrasyonu, istatistiksel olarak anlamli olacak sekilde toplam
sagkalimda azalma ile iliskili bulunmustur (36).

Endoglin (CD 105)

Anjiyogenezi diizenleyen ve damar endotelinde yer alan bir
transmembran glikoproteinidir. Fujita ve ark. (37) preoperatif
serum endoglin dizeyleri ile lenf nodlarina metastaz
ve biyokimyasal niiks arasinda iligki oldugunu bildirmistir.
Endoglinin aktif izlem altindaki hastalarin takibinde de yararli
olabilecegi duslinilmektedir. Karzai ve ark. (38) yaptidi bir
faz 1 caliijmada 20 metastatik kastrasyona direncli prostat
kanserli hastaya endogline baglanarak anti-anjiyojenik aktivite
gosteren bir ajan (TRC105) uygulamislar ve tmit verici sonuglar
bildirmislerdir. Endoglin ile ilgili ¢alismalar oldukca sinirli olup
heniiz rutin kullanim icin erken oldugu goérilmektedir.

Fosfataz ve Tensin Homolog Proteini ve
Fosfatidilinositol 3-Kinaz

Fosfataz ve tensin homolog proteini (PTEN), prostat kanserinde
fosfatidilinositol 3-kinaz (PI3K) sinyal Gretiminde rol alir. PI3K’nin
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aktivasyonu PTEN geninin delesyonuna sebep olur. Prostat
kanserinde azalan PTEN gen delesyonu ve artan PI3K aktivasyonu
yuksek GS ve androjen direnci gelisimi ile iliskilidir (39). PTEN
gen delesyonlari, TMPRSS2-ERG gen flizyonlari ile kombine
edilirse prognostik potansiyeli daha da artmaktadir. ikisinin de
bulunmasi durumunda hastalarda prognoz daha kotiduir (7).

Déniistiiriicii Biiyiime Faktorii-p1 ve interlékin-6

Bir biyume faktori olan donustlriici buylime faktori-f1
(TGF-B1); proliferasyon, immin yanit, diferansiyasyon ve
anjiyogeneziste rol oynar. interlokin (IL)-6 ise immin yaniti
ve hematopoetik mekanizmalari etkiler. Her ikisinin de
prostat kanseri progresyonu ve agresifligi ile iliskili olabilecegi
bildirilmistir (34). Kattan ve ark. (40) yaptiklari calismalarda
radikal prostatektomi sonrasi niksi ©6ngéren nomogramlari
TGF-B1 ve IL-6 ile kombine ettiklerinde standart nomogramlarin
dogruluk oranlart %75’ten %84’e ¢cikmistir. Shariat ve ark. (41)
yaptiklari cok merkezli benzer calismada da biyokimyasal niiksu
o6ngormedeki dogruluk oraninin yikseldigini bildirdiler. Bu
konuda klinik calismalar siirmekle birlikte hentiz rutin kullanim
icin daha erken oldugu gorilmektedir.

Mi-Prostat Skor Testi

Prostat kanserinin heterojenik 6zelligi g6z 6nunde bulundurularak
tek bir belirtec yerine birkac belirtecin birlikte kullaniminin tani
ve prognoz icin daha iyi olacag 6ngorilmektedir. Bu amacla
Michigan Universitesi; serum PSA diizeyleri, idrar TMPRSS2-
ERG ve PCA-3 diizeylerini prostat kanser risk degerlendirmesi
icin birlikte kullandiklar bir test bildirdiler. Bu skorla gereksiz
biyopsilerden kaginilirken prostat kanseri icin daha iyi bir risk
siniflamasi yapilabilmektedir. Bu test yaklasik 2000 idrar ornegi
ile valide edilmistir (9,42,43).

Onkotip DX Testi

Bu test, igne biyopsisi ile alinan kictik (1 mm) parafine
gomilmis doku 6rneklerini test etmek icin gelistirildi. TUmor
biyolojisini ortaya koymak icin 4 farkli biyolojik yolu iceren
12 kanser iliskili genin aktivitesi degerlendirildi. Bu genler;
androjen yolu (AZGP1, KLK2, SRD5A2, RAM13 C), proliferasyon
(TPX2), hiicresel organizasyon (FLNC, GSN, TPM2, GSTM2) ve

stromal yanit (BGN, COLIA, SFRP4) genleridir. Ayrica kontrol
amacli 5 referans gen de dahil edilmistir. Olciimler, algoritmik
olarak Genomik Prostat Skoru (GPS) hesaplamak icin kombine
edilmistir. Ulusal Kapsamli Kanser Agi risk kriterleri ile birlikte,
GPS kullanarak prostat kanser risk dagiimini daha kigiik
bolimlere ayirip (cok disuk, disuk ve modifiye orta risk
seklinde) yeniden duizenlemislerdir (9,44).

ProMark Testi

Bu test 6zellikle GS 3+3 ya da 3+4 olan hastalarda prostat kanser
agresifligini saptamak icin gelistirilen protein bazl bir prognostik
testtir. Biyopsi doku orneklerinde otomatik imminofloresan
yontemi kullanarak 8 proteinin ekspresyonu olcilir. Ekspresyon
dizeyleri, hastaligin kisisel agresiflik diizeyini belirlemek icin 0-1
arasinda bir skalada belirlenir. Risk skoru <0,33 oldugunda iyi,
20,80 oldugunda ise koti risk skorunu yansitir. Bu risk skorlari
klinik olarak da valide edilmistir (7,45).

Confirm MDx Testi

Bu test histolojik incelemede benign olarak gozlenen; ancak
prostat kanseri olan olgulara tani koyma yetenegine sahiptir.
Test icin 12 kor biyopsi ornekleri toplanir (minimum 8). Test,
kanser odagina yakin hicrelerdeki DNA metilasyon diizeyindeki
kanserlesme sureciyle birlikte olan epigenetik bir alan etkisi
ya da “halo”yu saptar. Gercek negatif biyopsileri %90 negatif
kestirim degeriyle gercek kanserlerden ayirir (7,9).

Prolaris Testi

GS ve PSA gibi klinik parametrelerle birlikte prostat kanser
agresifligini saptayan genomik bir testtir. Hiicre siklus genlerinin
distk ekspresyonu distik progresyon riski ile birliktedir ve aktif
izleme aday olabilirler. Buna karsin yuksek ekspresyon oranlari
daha yuksek hastalik progresyonu ile birliktedir ve tedavi
gerektirir. Guncel kullanilan klinikopatolojik degiskenlerden
anlamli olarak daha prognostiktir. Ayrica, post-prostatektomi
hastalarinda hastalik niks olasiigini 6ngormede de faydali
olabilir (7,46,47).

Prostat Kor Mitomik Testi

Test, kanserizasyon alan etkisi yoluyla biyopsi ile alinan ve
benign gorinimlu dokularda mitokondriyal DNA delesyonlarini

Tablo 1. Klinik kullanimda yararlanilabilecek belirtecler

ilk biyopsi kararinda kullanilan “tanisal” belirtecler | Rebiyopsi kararinda kullanilan “tanisal” belirtecler | Prognostik/prediktif belirtecler

PSA PSA

Pro-PSA PCA-3

PHI TMPRSS2-ERG
Confirm MDX
PCMT
PTEN

PSA

Mi prostat skor
Onkotip DX
ProMark
Confirm MDX
Prolaris

4K skor
Decipher
TMPRSS2-ERG
PTEN

testi, PTEN: Fosfataz ve tensin homolog proteini

PSA: Prostat spesifik antijen, PHI: Prostat Saglik indeksi, PCA-3: Prostat kanser antijeni-3, TMPRSS2: Androjen bagimli transmembran serin 2 gen, PCMT: Prostat kor mitomik
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saptayabilir. Testin duyarlihgr %85, 6zgulligl %54 ve negatif
kestirim degeri %92’dir. Rebiyopsi gerekmeyen hastalarin
tespitine de yardimci olan bir testtir (7,9,48).

4K Skor Testi

Total PSA, serbest PSA, iPSA ve hK2 gibi prostat kokenli 4 kallikrein
proteinin serum duzeyleri olcilur. Bu belirtecler patolojik olarak
anlamsiz prostat kanseri ile agresif prostat kanserlerini ayirmak icin;
yas, parmakla rektal inceleme bulgusu ve onceki biyopsi sonucu
gibi diger parametrelerle kombine edilir. Dlslk riskli hastalarda
gereksiz biyopsilerden kaginlmasinda yardimci olur (7,9,49).

Decipher Testi

Radikal prostatektomiden sonra progresyon riskini degerlendiren
genomik bir testtir. Test, prostat kanser gelisimi ve progresyonu
ile iliskili multipl biyolojik yolaklardaki 22 RNA belirtecinin
ekspresyon duzeyini degerlendirir. Bu belirteclerin ekspresyonu
radikal prostatektomiden sonraki 5 yil ve biyokimyasal niksten
sonraki 3 yil icinde klinik metastaz olasihgini hesaplamak icin
kullanilir (7,50,51).

Sonug¢

Hem prostat kanseri tanisinda hem de kanser tanisi konulduktan
sonra hastalara uygulanan tedavilerin izleminde en c¢ok
kullanilan belirte¢ PSA ve tirevleridir. Ancak, PSA'nin pozitif
kestirim deg@erinin dusiik olmasi yeni belirtec arayislarina neden
olmaktadir. Buna karsin hala istenilen 6zelikleri saglayan (ytksek
tani ve takip degeri olan) bir belirtec bulunamamistir. Son
yillarda PSA’ya alternatif olarak; TMPRSS2-ERG gen flizyonu,
PCA-3 testi, PHI skoru gibi testler gelistirilmistir. Ancak, prostat
kanserinin heterojenik 6zelligi nedeniyle tek bir belirte¢ yerine
birden c¢ok belirtecin birlikte kullaniimasi ile gerek tanida gerekse
izlemde daha iyi sonuglar alinacagi gorilmektedir (Tablo 1). Bu
yonde degisik laboratuvarlarca gelistirilen testler ileriki yillarda
tani, tedavi ve izlemde yeni ufuklar acacak gibi goriilmektedir.
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Abstract

Persistent ~ Millerian  duct syndrome is a rare form of
pseudohermaphroditism. This article is made of two case reports showing
malignant transformation. The first case was a 36-year-old male who
presented with infertility. Unilateral inguinal mass and undescended
testis were found on physical examination. The inguinal ultrasonography
reported an inguinal mass on the same side while testicular tumor
markers were within normal range. After surgical excision, pathologic
examination revealed that the inguinal mass was uterus and intratubular
germ cell neoplasm was present in the testis tissue. The second case was
a 31-year-old male with 18 cm intraabdominal mass which was noticed
during umbilical hernia repair. Physical examination revealed bilateral
undescended testes with increased human chorionic gonadotropin
levels. Preoperative abdominal imaging revealed a uterus posteriorly
of the mass. Excision of the mass and retroperitoneal lymph node
dissection were performed after neoadjuvant chemotherapy. Pathology
results revealed seminoma of the testis.

Keywords: Persistent Miillerian duct syndrome, seminoma, germ cell
neoplasia

Oz

Persistan Miillerian kanal sendromu, yalanci hermafroditizmin nadir
bir formudur. Bu yazida malign transformasyon gosteren iki olgunun
sunumu yapilmaktadir. ilk olgu infertilite sebebiyle bagvuran 36 yasinda
bir erkek hasta olup fizik muayenesinde tek tarafli inguinal kitle ve inmemis
testis saptanmustir. TUumor belirtecleri normal olan hastanin inguinal
ultrasonografi sonucu ayni tarafta inguinal kitle seklinde raporlanmistir.
Cerrahi eksizyon sonrasi patolojik incelemede inguinal kitlenin uterus
oldugu ve testis dokusunda intratlbller germ hiicreli neoplazi mevcut
oldugu bulunmustur. ikinci hasta ise umbilikal herni onarimi esnasinda
18 cm’lik intraabdominal kitle fark edilen ve yapilan fizik muayenesinde
bilateral inmemis testis saptanan 31 yasinda bir erkek hastadir. Hastanin
laboratuvar degerlendirmesinde insan koryonik gonadotropini degeri
artmis olup yapilan abdominal goriintiilemesinde kitlenin posteriorunda
yerlesmis uterus izlenmistir. Neoadjuvan kemoterapi sonrasi kitle
eksizyonu ve retroperitoneal lenf nodu diseksiyonu yapilmistir. Patoloji
sonucu seminom olarak bulunmustur.

Anahtar Kelimeler: Persistan Miillerian kanal sendromu, seminom,
germ hiicreli neoplazi

Introduction

Persistent Mdllerian duct syndrome (PMDS) is defined as
the presence of Miillerian remnants in a phenotypically and
karyotypically male (1). PMDS is caused either by the lack of
anti-Mdllerian hormone, receptor insensitivity or a defect in
the timing of the release of Miillerian inhibiting factor (MIF).
PMDS is regarded as a form of pseudohermaphroditism due
to presence of uterus and is shown to be inherited autosomal
recessively (2). Although it is predominantly seen in pediatric
age group presenting as undescended testis with or without
inguinal hernia, it might be presented as an inguinal or
intraabdominal mass in adulthood (3). Herein we report 2 cases
of PMDS with review of the literature.

Case Presentations

Case 1

A 36-year-old male was evaluated in our infertility clinic. The
patient had history of bilateral orchidopexy when he was 4 years
old. His repetitive spermogram results were consistent with
azospermia. Chromosomal analysis was 46,XY. Upon physical
examination right inguinal mass and left undescended testis
was detected. Scrotal ultrasonography revealed that the right
testicle was in right hemiscrotum with dysmorphic appearance.
The mass located in the right inguinal canal was 75x32 mm,
heterogenous, cavitary in the centre and hypervascularized.
Left testicle could not be identified by ultrasound. Serum alpha
fetoprotein and beta human chorionic gonadotropin (3-hCG)
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levels were within normal range. Right inguinal exploration and
complete excision of the mass was performed.

Pathology

Macroscopic examination revealed a well-formed 5 cm uterus,
two fallopian tubes and a 3x3x2 cm testis (Figure 1). A section
through the uterus revealed a patent uterine cavity, and short
blind ending cervical canal. Microscopically, endometrium was
inactive overlying unremarkable myometrium (Figure 2a). Testis
contained small seminiferous tubules, some of which contained
germ cells with deficient spematogenetic activity. These germ
cells looked atypical with large and hyperchromatic nuclei

o

Salpinx

Figure2.Case .a)Asectlonfrom endometrlum (hematoxylinand
eosin x200), b) Neoplastic germ cell in the seminiferous tubules
revealing nuclear OCT3/4 expression (immunohistochemistry,
anti-OCT3/4 antibody x200)
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leading to the diagnosis of intratubular germ cell neoplasia.
This conclusion was confirmed via immunohistochemistry that
showed OCT3/4 expression in the neoplastic germ cell nuclei
(Figure 2b). No invasive tumor was identified.

Follow-up imaging at six and twelve months including abdominal
magnetic resonance imaging and computed tomography (CT)
of the thorax were unremarkable with normal tumor markers.

Case 2

A 31-year-old male patient was referred to our hospital due
to incidentally detected intraabdominal lesion. Patient was
asymptomatic until he underwent surgery for umbilical hernia
where the general surgeon noted a mass in the abdominal
cavity. Abdominal CT revealed an 18x6 cm pelvic tumor lying
superior to bladder and a uterus behind the bladder. Since
he had untreated bilateral undescended testes, the mass was
thought to be a testicular neoplasm. Serum B-hCG level was
elevated (551 mIU/mL). Followed by tru-cut biopsy in which
the findings were consistent with classic type seminoma.
The patient was given a 3 course of bleomycin-etoposide-
cisplatin chemotherapy. p-hCG level decreased to normal. He
was found to be azospermic with karyotype of 46,XY and he
had normal testosterone levels. Per-operatively, inner genitalia
was phenotypically female; male organs were unable to be
visualized. Uterus, together with pelvic tumor were removed
and a template retroperitoneal lymph node dissection was
achieved.

Pathology

Specimen consisted of 19x6x3 cm lobular mass connected to
8x6.5x3 cm uterus with 9.5 cm long tuba uterina (Figure 3).
Gross sectioning through the tumor revealed a white-tan cut
surface with a solid, myxoid and lobulated appearance due to
irregular intersecting fibrous bands. Gonads were not identified
macroscopically. On the light microscopy, the mass was seen
to be composed of finely vascular, loose edematous fibrous
tissue that was thought to be the scar formation replacing
the neoplasia after chemotherapy (Figure 4). It also contained

Figure 3. Case 2. Removed surgical material consisting of a large
lobular mass, a tuba uterina (indicated by arrow) and uterus
(indicated by asterisk). Inset shows the cut surface of the tumor
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scattered seminiferous tubules without identifiable germ cells.
There were epididymis and seminal vesicle attached as well. No
viable neoplastic element was present. The uterus and its tuba
were unremarkable. The dissected lymph nodes were reactive
without a metastatic deposit.

Post-operative recovery was uneventful and the patient
remained disease free at 43 months follow-up.

Discussion

Sexual differentiation begins at 7™ week in utero under the
control of testosterone and MIFE Testosterone is secreted by
Leydig cells whereas MIF is secreted by Sertoli cells. Testosterone
effects Wolffian structures to form epididymis, vas deferens and
seminal vesicles whereas MIF inhibits the default development
of female inner genitalia (4). In the case of absent MIF,
MIF receptor insensitivity or abnormal MIF secretion timing,
Miillerian duct derivatives are observed in phenotypically male
individuals. The external genitalia normally develops since
testosterone and its activity are not altered (5).

There is a horizontal heritage pattern as PMDS is inherited
autosomal recessively. More than one patient within the same
family may be affected. Particularly, first degree relatives of PMDS
patients should undergo screening particularly if they suffer
from undescended testis. Mutations involving chromosome 19
(receptor type 1) and chromosome 12 (receptor type 2) have
been reported (3,6).

Undescended testis accompanies PMDS because Muillerian
structures block the descent of the testis. Additional
genitourinary abnormalities such as hypospadias, penoscrotal
transposition, seminal vesicle cysts, renal agenesis, horseshoe

Ve

Figure 4. Case 2. The mass was formed by a loose fibrous tissue
(panel a) that contained interspersed seminiferous tubules
(panel b) (a: hematoxylin and eosin x40; b: hematoxylin and
eosin x200)

kidney, ureteropelvic junction obstruction have been reported
among PMDS patients (7).

PMDS has 3 clinical features:

1. Testes bilaterally undescended and located intraabdominally
at ovarian position with respect to uterus (60-70%),

2. Unilateral undescended testis with an inguinal hernia
consisting of testis, uterus and tubes (20-30%) - described as
hernia uteri inguinale,

3. Bilateral testes at the same side and located in the same
hernia sac together with the Miillerian structures (10%) -
described as transverse testicular ectopia (3).

Apart from the increased risk of malignancy (embryonal
carcinoma, seminoma, yolk sac tumor, and teratomas) in
undescended testis, Miillerian remnants are also shown to
undergo neoplastic transformation. The reported risk
of malignant transformation is 2-15%. The most common
testicular germ cell tumor is seminoma, which represents
50% of cases (8). Therefore resection of the bulky remnants is
essential in the management of PMDS. Miillerian duct remnants
should be removed when possible. Excision diminishes the risk
of malignancy and increases the compliance for orchiopexy (9).
However, special care for meticulous dissection should be given
to preserve vascular supply of the vas deferens, especially in
pediatric patients.

Though virilization is not affected in PMDS, most patients are
azospermic (10). However, there are a few individuals who
have children (3). In accordance with published literature, both
of our patients showed male secondary sex characteristics and
their semen analysis revealed azospermia.

We observed neoplastic transformation in both cases. This was
in the form of intratubular germ cell neoplasia in the first patient
and overt seminoma in the second. Management of tumors in
PMDS cases should not differ than classical germ cell tumor
treatment.
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Primary Adrenal Lymphoma: A Case Report
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Oz

Basarili bir operasyonla laparoskopik cerrahi rezeksiyon yapilan bir primer
adrenal lenfoma olgusu hazirladik. Otuz bir yasinda erkek hasta, bel
agrisi sikayeti ile incelenirken bilgisayarli tomografide sag adrenal timér
tespit edildi. Cerrahi rezeksiyon planlandi ve uygulandi. Histopatolojik
sonucu atipik B hiicreli lenfoid infiltrasyon olarak raporlandi.

Anahtar Kelimeler: Primer adrenal lenfoma, adrenal kitle, olgu sunumu

Abstract

We report a case of primary adrenal lymphoma with a operation and
a laparoscopic surgical resection. A 31-year-old male patient was
complaining with back pain while he was examining a right adrenal
tumor was detected on computerized tomography. Surgical resection
was planned and performed. The histopathologic result reported as
atypical B cell lymphoid infiltration.

Keywords: Primary adrenal lymphoma, adrenal mass, case report

Giris

Adrenal bez neoplastik hastaliklarin sik gorildigu bir organdir.
Adrenal kitle tim popllasyonun yaklasik %9’unda ortaya
cikmaktadir (1). Primer adrenal lenfomalar (PAL) ekstranodal
lenfomalarin yaklasik %1‘inden azini olusturmaktadir. Olgularin
%70’inde bilateral olarak gorilmektedir. En sik goriilen subtipi
diffiiz blyuk B hicreli lenfomadir (2).

Olgu Sunumu

Otuz bir yasinda erkek hasta, bel agrisi sikayeti nedeniyle
incelenirken sag bobrek tst polde 73x60 mm kitle ultrasonografik
incelemede gorilmesi lizerine klinigimize iletilmisti. Calismamiza
dahil edilen hastadan bilgilendirilmis onam formu alinmistir.
Hastaya klinigimizde bilgisayarli tomografi (BT) cekilmesi
planlandi. BT’de sag adrenal bezde 66x63 mm boyutunda
duvari kalsifiye kist izlenmekteydi (Resim 1, 2). Hastayi
endokrinoloji bolimi feokromositoma agisindan degerlendirdi.
Tetkikler sonucunda hastanin feokromositoma olmadigi kanisina
varildi. Hastaya laparoskopik sag stirrenalektomi planlandi ve
uygulandi. Patoloji sonucu, atipik B hticreli lenfoid infiltrasyon
olarak raporlandi (Resim 3). imminohistokimyasal calismada
CD20 (+) goruldu (Resim 4, 5). Sonrasinda evreleme amacli
yapilan pozitron emisyon tomografisi-BT'de malignite lehine
bulgu saptanmadi. Hasta hematoloji bolimiine konsiilte edildi.

Hematoloji bolimu tarafindan yapilan kemik iligi biyopsisi
sonucunda malignite saptanmadi (normoselller kemik iligi).
Hasta hematoloji bolimu tarafindan izleme alindi.

Tartisma

PAL nadir gortilen tiimorlerdir. Literattirde yaklasik olarak 100 olgu

gorilmektedir (2). Hastalarin cogunda adrenal yetmezlige bagh

Resim 1. Bilgisayarli tomografi goriintisd, transvers kesit
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Resim 3. Nekrotik materyal icerisinde atipik lenfosit infiltrasyonu
(hematoksilen eozin boyama)

semptom ve bulgular goriilmektedir. PAL metastatik karsinomalarla
karisabilmektedir. Gortintiilemede kalsifikasyon, nekroz ve kanama
gibi 6neme sahip bulgulara rastlanmaktadir. BT esliginde igne
biyopsileri ve cerrahi biyopsilerle tani konabilmektedir. Tedavide
adrenalektomi, kemoterapi, radyoterapi ve kombinasyonlari
yer alabilmektedir (3). Radyolojik olarak (BT, ultrasonografi,
manyetik rezonans goriintileme) adrenal bezlerde lenfomatoz
olusumu gosteren patognomonik bir gériinim tanimlanmamustir
ve metastatik lezyonlardan ayirt edilmesi gl¢ olmaktadir (4).
PAL kotl prognoza sahip bir timor olarak kabul edilmektedir.
Genellikle ortalama yasam siresi bir yildan daha azdir. Koti
prognostik faktorler olarak ileri yas, buylk timor boyutu,
bilateral olmasi, ytiksek laktat dehidrogenaz diizeyleri, baska
organlarda tutulum olmasi ve adrenal yetmezlikle birlikteligi
gosterilmektedir. Merkezi sinir sistemi tutulumu uzun donem
prognozu kotulestirmektedir (5). Goruntileme yontemlerinin
kullaniminin artmasi sonucunda insidental adrenal kitlelerde
artig gorulmektedir. Bu artis PAL’nin insidental tanisi agisindan
da gecerlidir. Adrenal kitlelerde olabilecegi akilda tutulmalidir.
Adrenal kitlelerde PAL da akilda tutulmasi gereken tanilar arasinda
anilmalidir.
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Resim 5. Neoplastik lenfosit hiicreler CD20 pozitif boyanma
gostermekte
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