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ANKARA UNIVERSITESI TIP FAKULTESIi MECMUASI YAZI VE YAZIM KURALLARI

1. Ankara Universitesi Tip Fakiilte-
si Mecmuasi, Ankara Universite-
si Tip Fakiltesi tarafindan dort ay-
da bir (Nisan, Agustos, Aralik), yil-
da Uc sayr (bir cilt) olarak yayinla-
nir. Temel, dahili, ve cerrahi tip bilim-
leri konusunda yapilmis arastirma,
davetli derleme ve olgu bildirileri ya-
yinlamayr amaglar.

2. Mecmua'da yayinlanmak tizere gon-
derilen yazilarin daha Once baska
bir yerde yayinlanmamis veya yayin-
lanmak Uzere gonderilmemis olma-
si gerekir. Daha 6nce kongrede su-
nulmus ve ozeti yayinlanmis cals-
malar, bu husus belirtilmek Gzere ka-
bul edilebilir. Yayin icin gonderilmis
calismalarini gecikme veya diger bir
nedenle dergiden ¢cekmek isteyenle-
rin bir yazi ile bagvurmalar gerekir.
Yayin komisyonu Ankara Universite-
si Tip Fakiltesi Mecmuasi icin gon-
derilmis yazilarda makale sahipleri-
nin bu maddeye uymayi kabul ettik-
lerini varsayar. Dergiye gonderilen
yazilara telif hakki 6denmez.

3.Yayin kurulu, yayin kosullarina uyma-
yan yazilar yayinlamamak, duzelt-
mek Uizere yazarina geri vermek, bi-
¢imce dizenlemek yetkisine sahip-
tir. Yayinlanmak Uzere gonderilen
yazilar, yayin kurulunun uygun gor-
digu en az iki danisman tarafindan
degerlendirildikten sonra yayinlan-
masi uygun gorulirse dergide basi-
hr.

4. Derginin yayin dili Turkce ve
ingilizce'dir.  Yazilarn  Tirk  Dil
Kurumu'nun Tirkce Sozligi'ne ve
Yeni Yazim Kilavuzu'na uygun olma-
si gerekir.

5. Bu dergiye basvurular www.online-
dergi.com/autfmeski adresinden
ulasabileceginiz ¢evrimici makale
gonderme sistemi Uzerinden yapi-
labilir. Asagida basvuru sirasinda ya-
zarlarin tamamlamasi gereken 5 ba-
samak hakkinda ayrintili bilgi sunul-
mustur. “internet” lizerinden basvu-
ru sirasinda karsilasacaginiz herhan-
gi bir sorunlaiiliskili olarak, teknik ku-
rul Uyesi Savas Caliskan ile e-posta
(caliskansavas@yahoo.com) veya te-

lefonla ((312) 595 82 07) temasa ge-
cebilirsiniz.

Kaynaklar: Kaynaklar makale icinde
yapilan atif sirasina gore dizilmeli-
dir. Dergimiz ilke olarak, makaleler-
de Tirkge yayinlarin da kaynak gos-
terilmesini 6nermektedir. Yayinlan-
mis veya yayin icin kabul edilmis ya-
zilar kaynak olarak kabul edilebilir.
Kaynaklarin yaziminin ‘Uniform re-
quirements for manuscripts submit-
ted to biomedical journals'da (Inter-
national Committee of Medical Jo-
urnal Editors, Mayis 1999 giincelle-
mesi) ayrintili olarak sunulan stan-
dartlara uymasi gerekir. Dergi isimle-
ri Index Medicus'ta kullanildigi sekil-
de kisaltilmalidir. Dergimizin adinin
“Ank Uni Tip Fak Mecm” seklinde ki-
saltilmasi uygundur.

Siireli yayinlardan kaynak goster-
me: Vargiin R, Ozkan-Ulu H. Nérolojik
problemli cocuklarda beslenme prob-
lemleri ve tedavisi. Ank.Uni Tip Fak
Mecm 2004;4:181-185. *Ucten fazla ya-
zar ismi oldugu durumlarda, li¢ yazar-
dan sonra Turkge yayinlarda “ve ark.” Ya-
banci dildeki yayinlarda “et al.” Kullanil-
malidir.

Tek yazarli kitap: Cakmak M. Ortope-
dik muayene. 2nd ed. Istanbul: Nobel;
1991.

Editorlii kitap: Kurt N, editor. Yetiskin-
lerde ve Cocuklarda Ameliyat Oncesi
Degerlendirme.lstanbul: Nobel Tip Ki-
tapevleri; 2002.

Kitap icinden bir béliim: Rowe JS. Li-
ver. In: Skandalakis JE, Gray SW, Rowe
JS, editors. Anatomical Complications
in General Surgery. 1st ed. New York:
McGraw-Hill Book Co.; 1986. p. 103-124.

Bilimsel toplantida yapilan sunumlar:
Seyhan F. Kalca ekleminde yiizey degis-
tirme artroplastisinin (Wagner protezi)
ge¢ sonuglari. In. Ege R, editor. X. Milli
Turk Ortopedi ve Travmatoloji Kongre
Kitabi; 17-20 Mayis, 1987; Mersin, Tir-
kiye. Ankara: Emel;1989. s. 494-6. Yayin-
lanmamis toplanti sunumlarinin kay-
nak gosterilmemesi gerekir.

Bilgisayar programlari:  StatView
SE+Graphics [computer program]. Ver-

sion 1.03. Berkeley: Abacus Concepts
Inc,; 1988. Dergide yayinlanacak calis-
malarda kullanilacak kaynaklarin dog-
ru yazilmasini saglamak amaciyla, yazi-
nin degerlendirilmesinin her asamasin-
da yazar(lar)dan belirli kaynaklarin ilk
ve son sayfa fotokopileri istenebilir. Bu
istek yazar(lar)ca karsilanana kadar ya-
zinin yayinlanmasi bekletilir.

Bilgilendirerek onay alma ve Etik Ku-
rallar

insanlar {izerinde yapilan deneysel ca-
lismalarin sonuglarini bildiren yazilarda,
bu calismanin yapildigr génillu ya da
hastalara uygulanacak prosediir(lerin)
ozelligi timiyle anlatildiktan son-
ra, kendilerinin bilgilendirilip onaylari-
nin alindigini gosterir bir cimle bulun-
malidir. Yazarlar, bu tur bir calisma s6z-
konusu oldugunda, uluslararasi alan-
da kabul edilen kilavuzlara ve T.C. Sag-
ik Bakanhg tarafindan getirilen ve 29
Ocak 1993 tarih ve 21480 sayili Resmi
Gazete'de yayinlanan “ila¢ Arastirmala-
r Hakkinda Yénetmelik” ve daha son-
ra yayinlanan diger yonetmelik ve ya-
zilarda belirtilen hikiimlere uyuldugu-
nu belirtmeli ve kurumdan aldiklari Etik
Komitesi onayini gondermelidir. Ayni
sekilde, hayvanlar tizerinde yapilan ¢a-
lismalar icin de gereken izin alinmali;
yazida deneklere agri, aci ve rahatsizhk
verilmemesi icin neler yapildigi acik bir
sekilde belirtilmelidir.

6. Yazisma Adresi:

Prof. Dr. E. Aydin Yagmurlu
Ankara Universitesi Tip Fakiiltesi,
Yayin Komisyonlugu Baskanhgi

06100 Sihhiye, Ankara

T

E-posta:Tip.Fakul ankara.edu.tr

Tel.: (312) 5958207,
Faks: (312) 31069 40
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JOURNAL OF ANKARA FACULTY OF MEDICINE - GUIDELINES TO AUTHORS

1. The Journal of Ankara Universty

Faculty Medicine is published quar-
terly per annum; every four months
(April, August, December). It
publishes original articles research,
invited reviews and concise case
reports on basic, medical and
surgical sciences.

. Contributions are received with
neither the article nor any part of
its essential results has been pub-
lished or submitted for publication
elsewhere, prior to its appearance in
this journal. Work already presented
in a congress or published as an ab-
stract within the context of scientific
meetings may be accepted for pub-
lication, provided that. This fact is
mentioned.

. Peer review system is used fort he
submitted papers. These scientific
manuscripts are evaluated by at
least two reviewers.The final deci-
sion about publishing is made by
the Editorial Board.

. Manuscripts may be written in Turk-
ish or English

. Submissions to the journal can be
made on-line through INTERNET;
www.autfm.org Submission steps
that need be completed by the
authors during submission are ex-
plained in detail in following pages.
Further contact by e-mail (dergi@
autfm.org) or phone “+90 312 236
28 79" due to any problem at the
online submission system should be
encountered.

References: Number references in

the order they appear in the text.
The journal encourages the use of
Turkish publications as references.
Only published or accepted articles
can be used as references. Use “Uni-
form requirements for manuscripts
submitted to bio medical journal
international Committee of Medi-
cal Journal Editors, May 1999 rev.
edition” for standart format. Abbre-
viations of the names of the jour-
nal’s title is abbreviated as “Ank.Uni.
Tip Fak. Mecm. "Examples for refer-
ences: Articles in journals: Vargin

Computer

R, Ozkan Ulu H. Nérolojik problemli
c¢ocuklarda beslenme problemleri
ve tedavisi. Ank. Uni. Tip Fak. Mecm.
2004; 4: 181-185.

Examples for references:

Articles in journals: Vargiin R,0zkan
Ulu H. problemli ¢cocuklarda beslen-
me problemleri ve tedavisi.Ank.Uni.
Tip Fak. Mecm. 2004;4:181-185.

*List all the authors but if the num-
ber exceeds threefirst three fol-
lowed by et al format should be ap-
plied.

Personal authour(s): Cakmak M.
Ortopedik muayene. 2nd ed. istan-
bul: Nobel; 1991. Editor (s) compiler
as author: Kurt N, editor. Yetiskinler-
de ve Cocuklarda Ameliyat Oncesi
Degerlendirme. istanbul, Nobel Tip
Kitapevleri; 2002.

Chapters in a book: Rowe JS. Liver
in: Skandalakis JE, Gray SW, Rowe JS,
editors. Anotomical Complications
in General Surgery. 1st ed. New york:
McGraw-Hill Book Co.; 1986.p. 103-
124

Conference paper: Seyhan F. Kalca
ekleminde ylizey degistirme artro-
plastisinin (Wagner protezi) geg
sonuclari. In.Ege R,editor. X. Milli
Turk Ortopedi ve Travmatoloji Kon-
gre Kitabi; 17-20 Mayis, 1987; Mersin,
Turkiye. Ankara: Emel; 1989. s. 494-6

Unpublished conference paper
should not be used as a reference.

Software: StatView
SE+Graphics [computer program]
Version 1.03. Berkley: Abacus Con-
cepts inc; 1988. Authors are respon-
sible for the accuracy and complete-
ness of their refences and for correct
text citation. Accuracy of the refer-
ences the copies of the first and the
last page of certain literature may
be required.The publication of the
manuscript can be hold until this re-
quest is fulfilled by author(s).

Informed Consent and Ethics

Manuscript repoting the results of ex-

perimental investigations on hu-
man subjects must include a state-

ment in the Methods section that
the institutional review bord has
approved The project and/or the
informed consent were obtained
from parents.The authour(s) should
state the accordance to the inter-
national guidelines and “The regu-
lations in drug research Ministry of
Health,Goverment of Turkey,January
29,1993" Also,the experimental stud-
ies must be approved by the ethics
commitee for animal use and proper
ethics.

Address for Correspondence:

Prof. Dr. E. Aydin Yagmurlu

Ankara Universitesi Tip Fakiiltesi,
Yayin Komisyonlugu Baskanhgi
06100 Sihhiye, ANKARA

E-mail:
Tip.Fakiiltesi.Mecmuasi@medicine.ankara.edu.tr

dergi@autfm.org

Phone:+90 (312) 595 82 07
Fax:4+90(312) 310 69 40
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Indeks testler (tani testleri), hasta ve

Amag: Bu calismada, tani dogrulugu calismalarinin planlanmasi ve sonuclarinin raporlanmasi konusunda bir standardin
olusturulmasi amaciyla ¢ogunlugunu epidemiyolog ve biyoistatistikcilerin olusturdugu bir grup tarafindan 2003 yilinda
yayinlanan STARD (The STAndards for Reporting of Diagnostic Accuracy) kriterlerinin Turkceye cevrilmesi ve UGlkemizde
yapilan calismalarda kullaniminin yayginlastirnimasi amaclanmistir.

Gereg ve Yontem: 2003 yilinda yayinlanan orijinal STARD kriterleri, ilk 4 yazar (RA, MAT, CA, PS) tarafindan birbirlerinden
bagimsiz olarak Tiirkceye cevrilmis ve YG'nin liderliginde goris birligine varilarak son haline getirilmistir. Dil esdegerliliginin
saglanmasi amaciyla, Tirk¢e uyarlamasi yapilan STARD kriterleri profesyonel bir terciiman tarafindan kontrol edilmis ve gerekli
duizeltmeler yapilmistir. Son hali verilen Turkce STARD kriterleri, geri cevirme yontemi kullanilarak bir baska profesyonel
terciman tarafindan Tiirkceden ingilizceye cevrilmis ve orijinal metin ile Ust diizeyde bir benzerlik oldugu saptanmistir. Daha
sonra Tirkceye uyarlanmis kontrol listesinin arastirmacilar tarafindan dogru bir sekilde anlasilip anlasilmadigini ve tekrar
edilebilirlik dizeyini degerlendirmek amaci ile ayni uzmanlik diizeyine sahip iki pataloga (SP, KC) 20 tani dogrulugu ¢alismasi
verilmis ve Tiirkce uyarlamasi yapilmis olan STARD kriterlerini kullanarak, yayinlarin kalitelerini degerlendirmeleri istenmistir.
Gozlemciler arasindaki uyum her bir kriter icin gozlemciler arasi uyum ytizdesi ve Cohen’in Kappa istatistigi kullanilarak
incelenmistir. Uyum ayrica toplam raporlanan kriter sayisi kullanilarak Bland-Altman yéntemi ve Sinif ici Korelasyon Katsayisi
(SKK) kullanilarak da degerlendirilmistir.

Bulgular: incelenen tani dogrulugu calismalarinda kriterler rapor edilme sikliklari bakimindan biyiik bir varyasyon
gostermektedir. Kriterlerin bir bolimt butiin makalelerde rapor edilirken bir bolimi ise neredeyse hig rapor edilmemistir.
Makale basina toplam raporlanan kriter sayisi 15.9+3.2 (G6zlemci I'in sonucu) olup 25 kriterin en az 10'unun, en fazla 21'inin
raporlanmis oldugu goézlenmistir. Kriterler icin ayri ayri hesaplanan gézlemciler arasi uyum yizdelerinin bir kriter icin %60
digerleri icin %75 ve tzerinde oldugu gézlenmistir. iki kriter icin Kappa istatistigi elde edilememis, 3 kriter icin dnemsiz
dizeyde bulunmus, 20 kriter icin ise 0.32'nin tizerinde bulunmustur. %95 Uyum Limitleri -2.2-3.5 olarak bulunmus olup bu
sonug iki gézlemci arasindaki uyumun kabul edilebilir diizeyde oldugunu géstermis, bunun yaninda SKK da 0.945 gibi oldukca
ytuiksek bir deger olarak bulunmustur.

Sonug: Tiirkge uyarlamasi yapilmis STARD kriterlerinin tGlkemizde tani dogrulugu calismasi yapacak olan arastirmacilarin
yaninda dergi hakem ve editorlerin icin de bir kilavuz olmasi umut edilmektedir. Calismalarda metodolojik standartlara uygun
ortak bir 6lciit kullaniimasi, bireysel calismalarin yaninda meta analizi calismalarinin da kalitelerinin artmasini saglayacaktir.
Anahtar Sozciikler: STARD kriterleri, Tani dogrulugu ¢al fe

<) 'GU ¢

Aim: The aim of this study is translate the STARD (The STAndards for Reporting of Diagnostic Accuracy) criteria which were
developed in 2003 by a group of epidemiologists and biostatisticians in order to establish a standard for planning and
reporting the results of the diagnostic accuracy studies.

Materials and Design: The STARD criteria that were published in 2003 have firstly been translated into Turkish language by the
first four authors (RA, MAT, CA, and PS) independently and afterwards four translated versions have been combined with
consensus of the whole group headed by YG. For assuring the language equivalency between the original and the translated
STARD statements, the translated criteria was also checked by a professional interpreter and necessary corrections were
made. The final version of the translated criteria is translated into English by another professional interpreter using reverse-
translation method and found to be quite similar with the original. For checking the understandability and repeatability of the
translated version of the STARD criteria, 2 pathologists were asked to use the translated STARD criteria and evaluate the
quality of 20 diagnostic accuracy studies. The inter-rater agreement for each criterion was investigated by using consistency
percentages and Cohen’s kappa statistic. Moreover, the agreement is also assessed by using Bland-Altman method and Within
Group Correlation by using the total number of reported criteria.

Results: The investigated 20 diagnostic accuracy studies were found to be variable with respect to reported criteria
percentages. Some of the criteria were found to be reported in all studies whereas some other criteria were reported in none
of the studies. Total number of reported criteria per article is found to be 15.9+3.2 (Rater 1) with a minimum of 10 and a
maximum of 21. Agreement percentages per criteria were found to be 60% for one of the criterion, and 75% or above for the
others. Kappa statistic could not be estimated for two items, was found to be not significant for 3 items and was above 0.32
for 20 items. The limits for agreement were found as -2.2-3.5, and it shows that the inter-rater agreement has an acceptable
level along with SKK is calculated to be 0.945.

Conclusion: It is expected that the translated STARD criteria will be a guideline for the researchers in the diagnostics accuracy
studies as well as for the journal reviewers and editors. The use of Turkish translated version of STARD as a standard measure
will increase the quality of diagnostic accuracy studies as well as the meta analysis studies.

Key Words: STARD statements, Diagnostic accuracy studies
Dogrulugu kesin olarak

saglikli  bireylerin  olusturdugu kanitlanmig  referans standartlar

heterojen bir kitlede bireylerin
gercek durumunu (gercekten hasta
olup olmadiklarin) ortaya
¢tkarmak  amaciyla  kullanilir.

(altin standart test) ile bireylere
“kesin hasta” ya da “kesin saglikli”
tanist  koyulabilir.  Fakat  bu
testlerin  uygulanmalarinin  zor,
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maliyetlerinin  yliksek ve baz
hastaliklarda  girisimsel ~olmalar1
nedeniyle her siipheli durumda
kullanilmalart miimkiin
olmayabilir. Bu nedenle bir¢ok
bilim dalinda referans standartlara
alternatif olacak indeks testler
geligtirilmeye  caligtir.  Belirli
kriterlere gore secilmis bir grup
kisiye referans standart ve indeks
test uygulanarak indeks testin
ayiricilik giiclinii gOsteren
“dogruluk olciitleri ” elde edilir.
Yeni gelistirilen indeks testlerin
ayiricilik gliciinti belirlemek ya da
testlerin

ayiricilik giiclinii
kargilagtirmak amaciyla  yapilan
caligmalara  “tant  dogrulugu”

caligmalart ads verilir (1).

Tani dogrulugu calismalarinin modern

tip alanindaki 6nemi giin gegtikge

artmaktadir. Teknolojinin
gelismesine paralel olarak her
gegen giin hastaliklarin

taranmasinda ve tani koymada
daha iyi oldugu iddia edilen yeni
yontemler  Onerilmektedir.  Bu
durum yeni gelistirilen testlerinin
tant1 koyma glglerinin tahmin
edilmesi ve ayni amagla kullanilan
diger testlerle kargilagtirilmasini
gerektirir. Fakat yapilan ¢aligmalar,
indeks testlerin ayiricilik giiciinii

degerlendiren caligmalarin
planlanmasi,  yuritilmesi  ve
sonuglarinin raporlanmasina
gereken  Onemin  verilmedigini

ortaya koymaktadir (1, 2). Reid ve
arkadaglar1  (3) 1995  yilinda
yaptiklar1  bir  ¢alismada  dort
onemli tibbi dergide (New England
Journal of Medicine, Journal of the
American Medical Association,
British Medical Journal, ve Lancet)
yayinlanan 112 tam1  testi
caligmasint yedi temel standarda
uygunluklart bakimindan
degerlendirmis  ve  caligmalarin
higbirinin  standartlarin  tiimiinii
saglamadigini  gozlemiglerdir  (3).
Lijmer ve ark. (4) 1999 da
yaptiklar1  bir  ¢aligmada  tani
dogrulugu caligmalarinin igermesi
gereken en kritik bilgileri dahi
icermedigini belirlemislerdir (4).

Bunun yaminda sistematik derleme ve

meta analizi ¢aligmalarinin artmast,
tant  dogrulugu  ¢alismalarinin
yetersiz bir sekilde raporlandigini
daha carpict bir sekilde ortaya
koymugtur. 1996 yilinda tam
dogrulugu  ¢alismalar1  alaninda

yapilan  sistematik  derlemeleri
konu alan  bir  toplantida,
yaymlanmig  tamt  dogrulugu
calismalarinin bir¢ogunda
degerlendirilen  teste tliskin
duyarlilik, secicilik  ve islem

karakteristigi egrisi (IKE) altinda
kalan alan gibi temel dl¢ttlerin bile
yer almadigi  belirtilmig, bu
durumun  sistematik  derleme
caligmalarini imkansiz hale
getirdigi ortaya konmustur. Ayrica
Nelemans ve ark. (5) De Vries ve
ark. (6) tarafindan yapilan meta
analizi calismalarinda da  tam
dogrulugu  ¢alismalarinin =~ nasil
planlandigi  ve gerceklestirildigi
konusunda ¢ok kritik bilgilerin
dahi yer almadig: bildirilmistir (5,
6).

1999 yilinda Roma’da  yapilan
Cochrane colloquium
toplanusinda  6zellikle aragtirma
sonuglarinin raporlanmasi
konusunda bir standardin

saglanmasi amaciyla ¢aligmalarda
stk rastlanan hatalar1 iceren bir
kontrol listesi olugturmaya karar
verilmigtir. Bu toplantida temelleri
atilan caligma sonucunda,
QUADAS (QUiality Assesment of
Diagnostic Accuracy Studies) ve
STARD (The STAndards for
Reporting of Diagnostic Accuracy)
isimleri ile iki kontrol listesi

gelistirilmis  ve 2003  yilinda
yayinlanmustr (7, 8).
UADAS; tan1 dogrulugu
grulug

calismalarinin kalitelerini artirmak
amaciyla gelistirilmigtir. Kontrol
listesinin olugturulmas: stirecinde,
aralarinda  epidemiyolog  ve
biyoistatistikgilerin de bulundugu
calisma grubu iyeleri dort kez bir
araya gelmis (Delphi prosediirti) ve
28 maddeden olugan kontrol listest,
ortak karar ile 14 maddeye

indirilmigtir. Listedeki her bir
madde igin “Evet”, “Hayir” ve
“Belirsiz” olmak tizere {ii¢ ayri
yanit secenegi bulunmaktadir.

STARD adiyla bilinen kontrol listesi

ise tani dogrulugu ¢alismalarinin
sonuglarinin raporlanmalarina
yonelik  kalitenin  artirilmast
amaciyla gelistirilmistir.  Kontrol
listesinin gelistirilmesi siirecinde,
tant  dogrulugu  calismalarinin
degerlendirilmesi amactyla
gelistirilmis 33 ayri kontrol listesi
oldugu saptanmustir. Bu listelerin
incelenmesi sonucunda 75
maddeden olusan yeni bir liste
hazirlanmis  sonrasinda  yapilan
genis kaulimli bir toplant: ile liste
25 maddeye indirgenerek son
haline getirilmistir. Olugturulan
yeni STARD  kriterleri 2003
yilinda ayni anda 8 ubbi dergide
(Radiology, American Journal of
Clinical Pathology, Annals of
Internal Medicine, British Medical
Journal, Clinical Biochemistry,

Clinical ~ Chemistry,  Clinical
Chemistry of Laboratory
Medicine, and Lancet)
yayinlanarak  ilan  edilmistir.
STARD kriterlerinin

yayinlanmasindan bu yana 200°den
fazla stireli yayinda Yazarlara
Bilgi/Yazim Kurallari  kisminda

kullanilmas: 6nerilmistir.

Tant dogrulugu ¢alismalarinin tam ve

dogru olarak  raporlanmasi,
okuyuculara  sonuglarda  var
olabilecek yanliligi anlama firsau
saglayabilecegi gibi elde edilen
sonuglarin  uygulanabilirligi  ve
genellenebilirligi hakkinda da bilgi
vermektedir. Caligmamizin amaci,
bilim gevreleri tarafindan kabul
gormiis ve birgok dile g¢evrilmis
STARD  kriterlerini  Tiirkgeye
cevirerek tani dogrulugu calismasi
yapan aragtirmacilarimiza
caligmalarini tam ve dogru olarak
raporlamalar1 konusunda katkida
bulunmakur.
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GEREC VE YONTEM

Dil Esdegerliligi Calismasi

STARD  kriterlerinin  Tiirkgeye
uyarlanmasi siirecinde ilk olarak,
orijinal STARD bildirimi, ilk dort

yazar (RA, MAT, CA, PS)
tarafindan bagimsiz olarak
Tirkceye  cevrilmistir.  Ceviri

agamasinda 2003 yilinda STARD
grubu tarafindan yayinlanan ve
maddelerin orneklerle
agiklamalarinin verildigi
makaleden yararlanilmigtr (9, 10).

Dort  farkli geviri metni tani
dogrulugu caligmalarinin
planlanmasi  konusunda uzman

YG’nin liderliginde goris birligine
varilarak son haline getirilmistir.

Dil  egdegerliliginin  saglanmas:
amaciyla,  Tiirkge  uyarlamasi
yapilan STARD kriterleri,
profesyonel bir tercliman
tarafindan  kontrol edilmis ve

gerekli diizenlemeler yapilmigtir.
Son hali verilen kontrol listes,
Tirkce ve Ingilizce dillerine eg
dizeyde  hakim  bir  bagka
profesyonel terciiman tarafindan
Tiirkgeden Ingilizceye gevrilmis ve
orijinal STARD  kriterleri ile
Ingilizceye  gevrilmis STARD
kriterlerini kargilagtirildiginda
aralarinda st diizeyde  bir
benzerlik oldugunu saptamistir.
Dilimize cevrilen kontrol listesinin
aragtirmacilar tarafindan dogru bir
sekilde anlagilip anlagilmadigini ve
tekrar  edilebilirlik  diizeyini
belirlemek amact ile 20 tam
dogrulugu caligmast ayni uzmanlik
diizeyine sahip iki patologa (Yazar
V, VI) verilmis ve Tiirkge
uyarlamast yapilmis olan STARD
kontrol  listesini  kullanilarak,
yayinlarin kalitelerini degerlendir
meleri istenmigtir. STARD
kriterlerinin  Tiirkge uyarlamasi
Tablo 1°de, bu stiregte izlenen yola
iligkin akig diyagramu ise Sekil 1'de
yer almaktadir.

Yayin se¢imi

Degerlendirmede kullanilan yayinlar,
dort kriter ile Tiirk Tip Dizininde
yapilan tarama sonucunda

belirlenmigtir. Bu  kriterler, (1)
2009-2010 yillarinda yayinlanmig
olmasi, (2) yaywin dilinin Tirkee
olmasi, (3) calisgmanin insanlar
tizerinde yapilmis olmasi ve (4)

baglik, 0zet ya da anahtar
kelimelerde “duyarlilik” ve/veya
“segicilik/6zgiillik” ve/veya
“ROC/IKE/Islem  Karakteristigi
Egrisi” ve/veya “tani
dogrulugu/performans”

kelimelerinin ~ yer  almasidir.

Elektronik tarama sonucunda 97
makalenin  kriterleri  sagladig
belirlenmis fakat galigmalarin tam
metinleri incelendiginde sadece 20
makalenin tani dogrulugu galigmasi
oldugu gozlenmistir.

istatistik Yontemler

Her bir kriterin makalelerde rapor

edilme yiizdeleri ve gozlemciler
arast uyum yiizdeleri hesaplanmig
tr. Ayrica, gozlemciler arast uyum
diizeyi, Cohen’in Kappa istatistigi
ve Bland Altman  ydntemi
kullanilarak, gtivenirlik ise Snif ici
Korelasyon ~ Katsayist  (SKK)
kullanilarak degerlendirilmis olup,
tekrar  edilebilirlik  ti¢  farkli
istatistiksel yontem ile ol¢tilmis
tiir. Uyum istatistikleri, gdzlemci
ler arast farklhiliklarin  dagilimi
hakkinda bilgi saglarken
gvenirlik, iki gozlemcinin yiiksek
ve dustik kalitede raporlanan tani
dogrulugu caligmalarinit ayirt etme
yetenekleri hakkinda bilgi verir.

Iki gozlemci arasindaki uyum, her bir

kriter i¢in ayrt ayri Cohen’in
Kappa istatistigi  hesaplanarak
incelenmigtir. Kappa degerlerinin
yorumlanmasinda Landis ve Koch
tarafindan Onerilen siniflandirma
dikkate alinmigtir. Buna gore
Kappa degerinin £ <0,01 olmast
hi¢ uyumun olmadigini, 0,01-0,20
olmast énemsiz uyumun varligini,
0,21-0,40 zayd, 0,41-0,60 orta
diizeyde, 0,61-0,80 yeterli ve 0,81-
1,00 ise milkemmel uyumun
varligini gostermektedir (9).

Iki gozlemci arasindaki uyum, toplam

raporlanan STARD kriteri sayilari
kullanilarak Bland Altman
yontemi ve SKK ile de

Iki

degerlendirilmistir.  Yirmi  bes
STARD kriteri bulundugundan,
toplam raporlanan kriter sayisi,
her bir makale icin 0 ile 25 arasinda
degismektedir. Gozlemciler arast
uyum, Bland Altman yontemiyle
iki gozlemcinin makalelere verdigi
toplam puanlar arasindaki farklarin
ortalamas: (d) ve standart sapmasi
(SSd) kullanilarak “uyum limitleri”
hesaplanarak 6Slgiilmiistiir. d+1,96
SSd formiilii yardimryla hesaplanan
“%95 Uyum Limiti”, yan (d) ve
rastgele hata (SSd)’min toplamudir.
Iki degerlendirme arasindaki yan
miktari, d igin %95 giiven araligi
kullanilarak tahmin edilmistir. “d”
icin %95 gliven aralig

55y

dF 1.96 x [«TH]

kullanilarak hesaplanmis olup, “n

formiilii

toplam makale sayisini
gostermektedir.  Araligm 0%
icermesi  gozlemciler  arasinda

sistematik  farkliligin - olmadigini
gosterir. Ayrica iki gdzlemcinin
degerlendirmeleri sonucunda her
bir makale icin elde ettikleri
toplam kriter sayist ortalamalari X
eksenine ve farklar1 Y eksenine
konularak Bland-Altman grafigi
cizilmigtir. Bu grafik farklarin
biiyiikligiini, yoniini ve dagilim
araligini gostermenin  yaninda
ortalamalar arttik¢a farklarin artp
artmadigini da gostermektedir.

yonli rastgele etkili model (Two
way random effect model)
kullanilarak ~ hesaplanan  SKK,
makalelerin raporlanma
kalitelerinin varyansinin, toplam
varyansa  (makalelerin  toplam
puanlarinin degiskenligi,
degerlendiricilerden  kaynaklanan
degiskenlik, rastgele hata toplami)
oranlamast  olarak  tanimlanir
(10, 11). SKK, 0 ile +1 araliginda
degisir ve 0,75’in iizerinde olmasi
istenir (12, 13).

BULGULAR
STARD kriterlerinin rapor edilme

yiizdeleri, her bir

kriter  icin

gozlemciler arasi uyum yiizdeleri ve
Cohen’in Kappa istatistikleri Tablo
2’de verilmistir.
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Tablo 1. STARD kriterlerinin Turkge uyarlamasi

B&lim ve Konu Madde sayfa
Numarasi

BASLIK/OZET/ Makaleyi bir tani dogrulugu calismasi olarak tanimlayin (MeSH bashginin duyarhlik
ANAHTAR KELIMELER ve secicilik olmasi onerilir).

) Tani dogrulugunun tahmin edilmesi, tani testlerinin karsilastirlmasi ya da tani
GIRIS 2 dogrulugunun alt gruplarda karsilastiriimasi gibi ifadeler kullanarak calismanin
amacini ve/veya hipotezlerini belirtin.

METOD

Calisma populasyonunu tanimlayin: Dahil etme ve c¢ikarma kriterleri, verilerin

Denekler 3 toplandigi ortam ve mekanlar.

Katilimcilarin ¢alismaya alinma prosedurini tanimlayin: Katiimcer alimi, var olan
4 semptomlara mi, onceki testin sonuglarina mi, yoksa referans standart (altin
standart test) ve/veya indeks test (tani testi) sonuglarina mi dayanmaktadir?
Katihmci 6rneklemini tanimlayin: Madde 3 ve 4 deki secilme kriterlerini saglayan
5 katiimcilar, calismaya ardisik olarak mi alindi? Eger degilse katiimcilarin nasil
secildigini belirtin.

Verilerin toplanma bi¢imini tanimlayin: Veri toplama bicimi indeks test (tani testi) ve
referans standart (altin standart test) uygulanmadan 6nce mi (ileriye dontk
planlanmis calisma) uygulandiktan sonra mi (geriye dontk planlanmis calisma)
belirlendi?

Test Yontemleri 7 Referans standardi (altin standart testi) ve bilimsel dayanagini tanimlayin.

Materyal ve metodun teknik 6zelliklerini, lctimlerin ne zaman ve nasil yapildigini
8 da belirtilerek detayli olarak agiklayin ve/veya indeks test (tani testi) ve referans
standart (altin standart test) icin referanslar gosterin.

indeks test (tani testi) ve referans standart (altin standart test) icin kullanilan
9 birimleri, kesim noktalarini ve belirlenen kategorilerin gecerliligini gerekgeli olarak
tanimlayin.

indeks testi (tani testini) ve referans standardi (altin standart testi) uygulayan
kisilerin sayisini, egitimini ve uzmanlik diizeyini belirtin.

indeks testi (tani testini) ve referans standardi (altin standart testi) uygulayan
1 gozlemcilerin, katiimcilarin klinik bilgilerine ve diger test sonuglarina kér olup
olmadiklarini belirtin.

Tani dogrulugu olgutlerinin hesaplanmasinda veya karsilastirimasinda kullanilan
[statistiksel Yontemler 12 yontemleri ve belirsizlik tahmini (6rnegin, %95 gliven araligi) igin kullanilan
istatistiksel yontemleri belirtin.

Eger yapilmis ise testin tekrar edilebilirligini hesaplamak igin kullanilan yontemleri

10

13 belirtin.
SONUCLAR
Katihimeilar 14 Calismanin yap'lldlgl. zamani, ka.tll'lmu alimma baslama ve katihmcr alimini
sonlandirma tarihleri ile birlikte belirtin.
Calisma populasyonunun klinik ve demografik 6zelliklerini (6rnegin, yas, cinsiyet,
15 var olan semptomlarin spektrumu, eslik eden hastaliklar, uygulanan tedaviler,
tedavi merkezleri) raporlayin.
indeks test (tani testi) ve/veya referans standart (altn standart test)
16 uygulanip/uygulanmayip, dahil etme kriterlerini saglayan katilimcilarin sayisini
bildirin. Katimcilarin neden her iki testi de almadiklarini tanimlayin (akis diyagrami
onerilir).
indeks testler (tani testleri) ile referans standart (altin standart test) arasinda gecen
Test sonuglari 17 " S ] . -
zamani ve bu stirecte herhangi bir tedavi uygulanip uygulanmadigini belirtin.
18 Hedef kosullara sahip olanlarda hastalik siddetinin (kriter tanimla) dagilimi ve hedef
sartlara uymayan katiimcilara ait diger teshisleri raporlayin.
indeks testlerin (tani testlerinin) sonuclarini (belirlenemeyen ve kayip sonuclar da
19 dahil olmak Uzere) referans standardin (altin standart testin) sonuclan ile
caprazlayarak tablo halinde verin; stirekli sonuglar icin ise test sonuglarinin referans
standart (altin standart test) sonuglarina gére dagilimini verin.
20 indeks test (tani testi) veya referans standart (altin standart test) uygulanirken
karsilasilan olumsuz durumlari raporlayin.
Tahminler 27 Tanl doéru]ugu tahminlerini ve istatistiksel belirsizlik olcutlerini (6rnegin, %95
glven aralg@) raporlayin.
2 indeks testlerde (tani testlerinde) stpheli sonuglarin, eksik (kayip) yanitlarin ve
sapan degerlerin nasil ele alindigini raporlayin.
23 Eger yapildiysa, katiimcilarin alt gruplari, gézlemciler veya merkezler arasinda tani
dogrulugunun degiskenlik tahminlerini raporlayin.
24 Eger yapildiysa, testlerin tekrarlanabilirlik tahminlerini raporlayin.
TARTISMA 25 Calisma bulgularinin klinik uygulanabilirligini tartisin.
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Yazar/(RA)
Orijinal STARD

Kriterlerinin Terciimesi

Yazar Il (MAT)
Orijinal STARD

Kriterlerinin Tercimesi

Yazar /Il (CA)
Orijinal STARD

Kriterlerinin Tercimesi

Yazar IV (PS)
Orijinal STARD

Kriterlerinin Tercimesi

v

Bagimsiz gevirilerin, Yazar VI/ (YG)liderliginde goris birligine varilarak son haline getirilmesi.

v

Turkge uyarlamasi yapilmis STARD kriterlerinin bir profesyonel terctiman tarafindan kontrol edilmesi ve gerekli
duzeltmelerin yapilmasi.

v

Turkge uyarlamasi yapilmis STARD kriterlerinin kontrol edilmis son halinin bir baska profesyonel terciman tarafindan
yeniden Tiirkceden ingilizceye cevrilmesi.

I

Yazar I,lI, Ill, IV ve VIl tarafindan orijinal STARD kriterleri ile ingilizceye cevrilmis STARD kriterleri arasinda uist diizeyde
bir benzerlik oldugunun saptanmasi.

I

2009-2010 yillarinda Turk Tip Dizininde indekslenen tani dogrulugu calismalarinin taranmasi ve kriterlere uyan 20
makalenin, uzman iki patologa verilmesi.

A 4
\ 4 A 4
Yazar V (SP) Yazar VI (KC)
Makalelerin, Tiirkge uyarlamasi yapilmis STARD kriterleri Makalelerin, Turkce uyarlamasi yapilmis STARD kriterleri
kullanilarak degerlendirilmesi. kullanilarak degerlendirilmesi.

Sekil 1.

Gozlemciler arasi tekrar edilebilirlik

STARD kriterlerinin Trk¢eye uyarlanmasi sirecini gésteren akis diyagrami

Yasemin Geng, Rabia Albayrak, Can Ates, Mustafa Agah Tekindal, Pinar Selvi, Sibel Perginel, Koray Ceyhan

141



Ankara Universitesi Tip Faktiltesi Mecmuas1 2012, 65 (3)

Tablo 2. STARD kriterlerinin rapor edilme yiizdeleri, her bir kriter icin gézlemciler arasi uyum yizdeleri ve Cohen’in Kappa
istatistikleri (n=20)

Kriterlerin Rapor Gozlemciler Arasi Uyum

Edilme Yuzdeleri Yiizdesi
Gozlemcill Gozlemci ll

Maddeler n(%) n(%) % %’2::
Baglik / Ozet / Anahtar Kelimeler

1 20(100) 20(100) 100 1,00
Girig

2 19(95) 19(95) 100 1,00
Metod

3 20(100) 20(100) 100 1,00

4 20(100) 18(90) 90 -

5 2(10) 7(35) 75 0,34

6 10(50) 14(70) 80 0,60

7 18(90) 15(75) 85 0,50

8 19(95) 18(90) 95 0,64

9 15(75) 15(75) 80 0,47

10 6(30) 4(20) 90 0,74

11 6(30) 5(25) 95 0,88

12 13(65) 12(60) 85 0,68

13 3(15) 2(10) 95 0,77
Sonuglar

14 16(80) 15(75) 95 0,86

15 18(90) 17(85) 85 0,32

16 19(95) 17(85) 80 -0,08

17 14(70) 14(70) 100 1,00

18 14(70) 12(60) 90 0,78

19 17(85) 16(80) 85 0,48

20 9(45) 7(35) 60 0,18

21 10(50) 9(45) 95 0,90

22 5(25) 6(30) 85 0,63

23 1(5) 2(10) 85 -0,07

24 3(15) 0(0) 85 -
Tartisma

25 20(100) 20(100) 100 1,00

edilirken, 9 kriter makalelerin ~ Go&zlemciler Arasi Uyum
%50-%0’1nda raporlanmigtir (Tablo
2). Gozlemci I'in degerlendirmesi
sonucunda  toplam  raporlanan
STARD kriteri sayist ortalamasi
makale basina 15,9+3,2 iken

Gozlemci 1T igin de bu deger

STARD Kriterlerinin Raporlanmasi

Gozlemciler arast uyum yiizdelerine
bakildiginda en disiik uyum %60
ile Madde 20 i¢in bulunmus olup
iki gozlemci 20 makalenin 12’sinde
ayni cevabi (kriter

Degerlendirilen 20 tani dogrulugu
caligmast sonucunda rapor
edilmeleri  bakimdan  kriterler
arasinda buyiikk bir varyasyonun
oldugu gozlenmistir. Kriterlerden

bazilart (madde 1, madde 3, madde
25) biittin makalelerde de rapor
edilmisken bazilar1 ise (madde 23,
madde 24) neredeyse hi¢ rapor
edilmemistir.  Iki  gézlemcinin
sonuglar1  birlikte  degerlendiril-
diginde, makalelerin en az
%75’ inde raporlanan 12 kriter
bulunmaktadir.  Dért kriter
makalelerin %74-%50’sinde rapor

oldukca  benzer  bulunmustur.
Makalelerde 25 kriterin en az 10’u
en fazla 21’1 raporlanmis olup
STARD  kriterlerinin  tiimini
raporlayan herhangi bir makaleye
rastlanmamugstir (Sekil 2).

saglaniyor/kriter saglanmiyor)
vermigtir. Diger tiim maddeler igin
uyum ylizdesi %75’in lzerindedir

(Tablo 2).

Her bir kriter igin gozlemciler aras

uyum Cohen’in Kappa istatistigi
kullanilarak  incelendiginde  bu
degerlerin 8 maddede 0,81-1,00, 6
maddede 0,61-0,80, 4 maddede
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Giivenirlik,

0,41-0,60, 2 maddede 0,21-0,40
araliginda, 3 madde de ise 0,20 den
daha disik dizeyde oldugu
gozlenmistir. Tki madde icin ise
kappa istatistikleri
hesaplanamamustir.

Bland-Altman grafigi iki gozlemcinin

degerlendirmeleri sonucunda elde
ettikleri toplam raporlanan kriter
sayist ortalamalart arttkga fark
degerlerinin artmadigini
gostermektedir.  Ayrica  farklar
ortalama etrafinda simetrik bir
sekilde dagilmakta olup fazla
yaygun degildir (Sekil 2).

Raporlanan toplam STARD kriteri

sayilar1  kullanilarak gdzlemciler
arasindaki  uyum Bland-Altman
yontemiyle  degerlendirildiginde
%95 Uyum Limitleri -2,2 - 3,5
olarak bulunmugtur. Buna gore
%95 giivenirlikle Gozlemci II bir
makalede 2,2 kriterin daha fazla,
3,5 kriterin daha az raporlandigini
belirtebilir.  Bu  sonuglar  iki
gozlemci arasindaki uyumun kabul
edilebilir ~ diizeyde  oldugunu
gostermektedir (Sekil 2). Ayrica
farklara iliskin %95  Giiven
Araliginin 0,0-1,3 olarak
bulundugu  ve 01 igerdigi
gozlenmistir.  Bu  sonu¢ ki
gozlemcinin degerlendirmelerinde
sistematik bir yanliligin olmadigini
ve Uyum Limitlerine iligkin
sonuglarin giivenle
kullanilabilecegini gostermektedir.

Slciimlerin
tekrarlanabilirligi ya da tekrarli
olgtimlerin  tutarlilign  olarak
tanimlanir.  Saglk alaninda en
yaygin  kullanilan  gtivenirlik
calismalari, gozlemci-igi ve
gozlemciler arasi uyumdur (10).
Buradan yola ¢ikarak Tiirkgeye
uyarlanmig  STARD  kontrol
listesinin ~ her  iki  gozlemci
tarafindan da ayni sekilde anlagilip
yorumlandigi elde edilen SKK ile
agiklanabilir.  Calismamizda  iki
gozlemcinin her bir makale igin
elde ettikleri toplam raporlanan
STARD kriteri sayilar
kullanilarak hesaplanan SKK, 0,945

(%95 GA; 0,852-0,979) gibi oldukga
yiksek bir deger bulunmustur.
Hesaplanan bu istatistige gore iki
patolog  arasindaki  uyumun
istatistiksel olarak anlamli diizeyde

oldugu soylenebilir (p <0,001).

TARTISMA

Calismamizda en kiigiik gozlemciler

arast uyum % 60 ile “indeks test
veya referans standart
uygulanirken kargilagilan olumsuz
durumlarin raporlanmasi” kriteri
icin elde edilmis olup ikinci en
distik deger %75 ile “kaulimci
ornekleminin tanimlanmast”
kriteri i¢in hesaplanmigtir. Diger
tim maddeler icin gozlemciler
arast uyum yiizdesi %80 ile %100
arasinda bulunmustur.

Ancak katilimcilarin 6rnekleme nasil

alindiginin (madde 5), indeks testi
ve referans testi uygulayan kisilerin
sayisinin,  egitiminin, uzmanlik
diizeyinin (madde 10) ve bunlarin
kaulimcilarin klinik bilgilerine ve
diger test sonuglarina kér olup
olmadiklarinin (madde 11)
agiklandigi  maddelerle  birlikte,

testin tekrar  edilebilirligini
hesaplamak icin kullanilan
yontemlerin  belirtildigi 13.

maddenin de ¢ok disiik diizeyde
raporlandiklar1 gorilmistiir.
Benzer sekilde stipheli sonuglarin,
eksik (kayip) yanitlarin ve sapan
degerlerin nasil ele alindigi (madde

22), kaulimcr  alt  gruplar,
gozlemciler  veya  merkezler
arasinda  tam1  dogrulugunun

degiskenlik tahminleri (madde 23)
ve tekrarlanabilirlik  tahminleri
(madde 24) araguricilar tarafindan
onem verilmeyen diger maddeler
arasinda yer almaktadur.

Bunlarin yaninda, kontrol listesinde

bulunmalar1  gereken  makale
boliimlert de belirtilmesine
ragmen,  aragtirmacilarin  baz
maddelere  iligkin  agiklamalari
farkli ~ bolumlerde  yapuklari
gozlenmis bu konuda konuda da
ortak bir yaklasimin olmadig:
sonucuna  varilmigtr.  Ornegin,

calismanin amact ve/veya
hipotezinin belirtilmesinin
istendigi 2.  maddeye iligkin
agtklamanin giris yerine tartigma
bolimiinde agiklandigr pek ¢ok
makaleye  rastlanilmistir.  Yine
degerlendirilen makalelerde dikkat
ceken bir nokta da ozellikle
calisma poptlasyonunun
tanimlanmasi ve dahil etme/ harig
birakma kriterlerinin tanimlandig:
3. ve 4. maddelerin agiklanmasina

temel wup, mikrobiyoloji ve
psikiyatri alaninda yapilan
caligmalarda  yeterli  Onemin
verilmedigi saptanirken,
kardiyoloji  alaninda  yapilan

calismalarda bu maddelere iliskin
agtklamalarin  6zenle ele alindig
gozlenmistir.

Stengel ve arkadaglarinin 62 tam

dogrulugu  makalesini  igeren
benzer ¢a caligmasinda gdzlemciler
arast uyum yuzdeleri %58 ile %98
arasinda  degisirken Smidt ve
arkadaglarinin 32 makaleyi iceren
caligmalarinda  uyum  yiizdeleri
%63 ile %100 arasinda
degismektedir (14,15).

Tiirkce STARD kriterleri kullanilarak

yapilan degerlendirmeler sonucu
elde edilen uyum yiizdelerinin

orijinal STARD kriterleri
kullanilarak ~ yapilan  bu  iki
calismayla benzer sonuglar

vermesi, gozlemcilerin kriterleri

benzer  gekilde  yorumladigini
gostermektedir. Yiiksek
gozlemciler arast uyum

yizdelerine ragmen iki maddede
Cohen’in Kappa istatistikleri; -0,08
(madde 16) ve -0,07 (madde 23) gibi
uyum olmadigint gosterir degerler
bulunmustur. Dikkatlice
incelendiginde bunun prevelansin
cok yiiksek (ya da ¢ok diisiik)
olmasindan kaynaklandig:
anlagilmistir (16,17).

Makalelerde kriterlerin  raporlanma

oranlarina  bakildiginda  hemen
hemen tiim ¢aligmalarda dzet ya da
anahtar kelimeler boéliimlerinden
en az birinde calismanin tani
dogrulugu caligmasi olarak
belirtildigi, calismanin amacinin,

Yasemin Geng, Rabia Albayrak, Can Ates, Mustafa Agah Tekindal, Pinar Selvi, Sibel Perginel, Koray Ceyhan
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Sekil 2. 20 makalede toplam raporlanan STARD kriteri sayilarina iliskin Bland-Altman grafigi

calisma popilasyonunun
ozelliklerinin  ve  katulimcilarin
caligmaya alinma prosediirlerinin
tanimlandig1 gozlenmigtir. Bunun
yaninda ¢aligmalarda materyal ve

2000 yilinda  yaywnlanan 32
makalede  ortalama  12,08+3,9
STARD kriterinin raporlandigini
belirtmiglerdir. Tiurk Tip

diyagrami ozellikle Metod
boliimiinde yer alan kriterlerden
birgcogunu igerecektir.

Dizininde yayinlanan Tiirkge tani

SONUC

metodun teknik 6zellikleri, calisma

- inie dogrulugu calismalarinda
gop u asyf(')ll;lunu'p ikl 1 b Vli raporlanan toplam kriter sayisimn ~ Tiirkge uyarlamasi yapilmig STARD
Of‘;r;(()igara lverihonzie 1 s:;l aﬁyrl;la daha fazla Olmam’ gall§mamlzln kriterlerinin iilkemizde tani
bulgularinin ¥ §k1i§nik 2009-2010  yilinda  yayinlanan dogrulugu calismast yapacak olan
e ens larin aninda  dergi
lanabilirligi tartisilmastir. calismalart kapsamasindan aragtirmaciiann - yaninc &
et & S kaynaklandigr  diisiiniilmektedir. hakem ve editérlerin icin de bir

Toplam raporlanan kriter sayisina
bakildiginda calismamizda
gozlemci 1, makale bagina ortalama
15,9+3,2 kriterin raporlandigini
belirtmigken gozlemci 2 bu degeri,
15,2 + 3,6 olarak bulmustur. Smidt
ve arkadaglari yapuklari caligmada
etki faktorii en az 4 olan dergilerde

Yillar iginde daha fazla sayida
STARD kriterinin raporlandigini
gormek sevindirici olsa da bu
diizeyin yeterli olmadig:
diistiniilmektedir. Degerlendirilen
20 calismanin hi¢ birinde akis
diyagramina yer verilmemistir.
Detayl: bir bigimde hazirlanan akig

kilavuz olmasi umut edilmektedir.
Calismalarda metodolojik
standartlara uygun ortak bir &lgiit
kullanilmasi, bireysel ¢alismalarin
yaninda meta analizi ¢alismalarinin
da kalitelerinin artmasini
saglayacakur
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Arastirma Makalesi/Research Article

Analysis of Morphological Features and Contrast Enhancement
Kinetics of Malignant Breast Masses by Magnetic Resonance Imaging

Malign Meme Kitlelerinin Morfolojik Ozelliklerinin ve Kontrastlanma Kinetiginin Manyetik Rezonans
Goriintiileme ile Analizi

Alper Dilli', Umit Yasar Ayaz2 Emine Oztiirk!, Bahri Keyik!, Bahar Yanik?, Tahsin Edguer’,
Meltem Ozdemir?, Baki Hekimoglu'

7 S.B. Diskapi Yildinm Beyazit Egitim ve Arastirma Hastanesi,
Radyoloji Klinigi; Ankara Amag: Mamografide ve ultrasonografide malignite kriterlerini karsilayan meme lezyonlarini dinamik

;i/‘l’;”";’;"/l”/’rgrs’(;d’" Dogum ve Cocuk Hastaliklar: Hastanesi Radyoloji kontrastli manyetik rezonans goriintileme (MRG) ile analiz etmeyi amacladik.

Gereg ve yontemler: Mamografide ve ultrasonografide malignite bulgular saptanan, yas ortalamasi + SD,
50,79 = 11,1 olan 50 kadin olgu calismaya alindi ve 51 meme kitlesi 1,5 Tesla glictinde MRG cihazi ile
degerlendirildi. T2 agirlikli turbo inversion recovery magnitude, kontrast 6ncesi T1 agirlikh SE ve tg boyutlu
T1 agirhikli Fast Low Angle Shot goriintiiler elde edildi. intraven6z Gadopentenate diethylene tri-amine
pentaacetic acid enjeksiyonunu takiben yag baskili T1 agirlikli 3D fast low angle shot sekansi uygulandi.
Lezyonlar morfolojilerine ve kontrastlanma kinetigine gore kalitatif ve kantitatif olarak degerlendirildi.

Bulgular: Lezyonlarin ortalama capi + SD, 29,15 + 11,5 mm idi. MRG'de 18 lezyonun konturlari spikule, 26
lezyonun konturlari dizensiz, bes lezyonun konturlari lobile ve iki lezyonun konturlari diizenli idi.
Histopatolojik olarak, 36 lezyon (%70,6) invaziv duktal karsinom, yedi lezyon (%13,7) invaziv lobtler
karsinom, t¢ lezyon (%5,9) invaziv tubduler karsinom, t¢ lezyon (%5,9) enflamatuar karsinom ve iki lezyon
(%3,9) musinoz karsinom tanisi aldi. Maligniteyi temsil eden tip 3 zaman-sinyal egrisi ve %80'in Uzerindeki
erken dénem kontrastlanma hizi (ylzdesi), sirasiyla 35/51 adet (%68,6) ve 39/51 adet (%76,5) meme
lezyonunda saptandi. Benigniteyi temsil eden tip 1 zaman-sinyal egrisi ve %60 veya altindaki erken dénem
kontrastlanma hizi (ylzdesi), sirasiyla 1/51 adet (%2) ve 3/51 adet (%5,9) meme lezyonunda saptandi.

Sonug: Mamografi ve ultrasonografi ile birlikte kullanilan dinamik kontrast MRG, malign meme
lezyonlarinin tanisinda yararli bir yontemdir.

Anahtar s6zcukler: Meme, karsinom, manyetik rezonans gdriintileme, kontrast madde

Aim: Our aim was to analyze breast lesions meeting the malignancy criteria on mammography and breast
ultrasonography (US), by using dynamic contrast-enhanced (DCE) magnetic resonance imaging (MRI).

Material and Methods: Fifty females with findings of malignancy on mammography and US, with a mean
age * SD of 50.79 + 11.1 years were included. 51 breast lesions were evaluated using a 1.5 T magnetic
resonance imaging system. T2-weighted turbo inversion recovery magnitude, precontrast T1-weighted SE
and 3D T1-weighted Fast Low Angle Shot images were obtained. Postcontrast 3D T1-weighted fast low
angle shot sequence with fat suppression was applied after intravenous administration of Gadopentenate
diethylene tri-amine pentaacetic acid. Lesions were evaluated qualitatively and quantitatively according to
their morphology and contrast enhancement kinetics.

Results: Mean size + SD of the lesions was 29.15 + 11.5 mm. On MRI, 18 lesions had spiculated contours, 26
had irregular contours, five had lobular contours and two had regular contours. Of 51 breast lesions, 36
(70.6%) were histopathologically diagnosed as invasive ductal carcinoma, seven (13.7%) as invasive lobular
carcinoma, three (5.9%) as invasive tubular carcinoma, three (5.9%) as inflammatory carcinoma and two
(3.9%) as mucinous carcinoma. Indicating malignancy, type 3 time-signal intensity curve and early-phase
contrast enhancement rate more than 80%, were detected in 35/51 (68.6%) and 39/51 (76.5%) breast
lesions, respectively. Indicating benignity, type 1 time-signal intensity curve and early-phase contrast
enhancement rate equal to or less than 60%, were detected in 1/51 (2%) and 3/51 (5.9%) breast lesions,
respectively.

Conclusion: Used with mammography and US, dynamic contrast-enhanced magnetic resonance imaging is
a useful method in diagnosis of malignant breast lesions.

Key words: Breast, carcinoma, magnetic resonance imaging, contrast media

Breast cancer is a frequently diagnosed For one out of nine women, there
Received:30.032012 + Accepted: 09.01.2014 disease in women, and it is the is a probability of having breast
Correspondig author second most frequent reason for cancer in a later period of their life
UzDr.Alper DILLI deaths in women in developed (1). Therefore, screening of breast
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E-mail: alperdilli@yahoo.com countries (1). Its incidence is lesions for early diagnosis, besides
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Radyoloji Klinigi between 0.15-0.45% in women (2). diagnosing and evaluating the
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existing lesions are critical for
treatment.

The most commonly used method in

screening and diagnosing breast
lesions in women is X-ray
mammography. It has been used
successfully in determination and
characterization of
microcalcifications  in  breasts.
However, it is difficult to
differentiate  lesions in dense
breasts since sensitivity of the
mammography method in dense
breast parenchyma decreases to as
low as  48%  (3). Breast
ultrasonography (US) is used in
combination with mammography.

Breast US may play important role in

evaluation of suspicious lesions
with irregular borders and in
characterization of them.
However, US has limitations due
to the fact that it is insufficient in
showing microcalcifications which
have an important role in early
diagnosis of breast lesions. Being a
user-dependent method is another
limitation. Additional imaging
methods which could be wused
together with and in addition to
mammography and US have
emerged (3, 4). In recent years
there has been an increasing
interest In magnetic resonance
imaging (MRI) as a non-invasive
diagnostic modality for further
characterization  of  suspicious
breast lesions detected by means of
mammography or US. Using US,
mammography and MRI together,
result in a higher diagnostic
sensitivity and negative predictive
value as compared to using these
modalities individually (5). The
aim of this study was to analyze
breast lesions which show features
of malignancy on mammography
and US, with respect to their
morphological ~ features  and
contrast enhancement kinetics by
using dynamic contrast-enhanced
(DCE) MRI, and to evaluate the

MRI results in concordance with
the histopathological diagnoses.

Material and methods

In the present study, 50 female

patients  with  findings  of
malignancy on mammography and
US, with a mean age + SD of 50.79
+ 11.1 years (age range, 27-70
years) were included. Of these
patients, 51 lesions were evaluated.
This  study was performed
according to the World Medical

Association Declaration of
Helsinki. Patients were admitted to
MRI unit following clinical

examination. Examination of both
breasts was done by taking
bilateral craniocaudal and
mediolateral oblique mammograms
with a mammography device
(Fischer imaging, HFX plus,
Colorado, USA). After MG, breast
US examination was performed by
using 11 MHz linear transducer
(Power Vision 6000, Toshiba
Medical Systems, Tokyo, Japan).
MRI of both breasts, thoracic wall
and axillas was performed with use
of a 1.5 T system (Magnetom
Vision plus, Siemens Medical
system, Erlangen, Germany) by
using a breast coil. Motions and
breathing artifacts were minimized
by positioning the patient in prone
position.

We started breast MRI by taking scout

images. Scout images consisted of
T1-weighted Fast Low Angle Shot
(FLASH) sequence (TR/TE/FA:
40/6/140 msec, slice thickness: 10
mm) in all three planes (axial,
coronal and sagittal). Following
that, T2-weighted turbo inversion
recovery  magnitude  sequence
(TIRM) (TR/TE: 9128/60 msec,
TT: 150 msec, slice thickness: 3mm)
with fat suppression was applied.
Field of view was 330x330 mm in
all sequences. Precontrast axial T1-
weighted spin-echo (SE) sequence
(TR/TE: 616/12 msec, slice

thickness: 3 mm) and three
dimensional (3D) T1-weighted in
FLASH sequence (TR/TE: 8.1/4
msec, FA: 20°, slice thickness: 2.5
3 mm) in axial plane was
performed. Postcontrast 3D T1-
weighted FLASH sequence was
acquired after administration of 0.1
mmol/kg bodyweight of
gadopentenate diethylene tri-amine
pentaacetic  acid  (Gd-DTPA)
(Magnevist;  Schering,  Berlin,
Germany). Gd-DTPA was
administered manually in bolus
form through a 21G needle-
positioned in  an
antecubital vein. Immediately after
the contrast agent, 20 ml isotonic
saline solution was injected. Total
time of injection was 10 seconds.
In the last 10 seconds of the DCE
MRI, second examination was
applied with nine successive
sequences. In order to show the
contrasted lesion more accurately
and to saturate the fatty tissue,
subtracted images were obtained,
by subtracting images of first
examination from the images of
seventh examination. Evaluations
were performed directly at the
system console by using the
automated  software  available.
Images from DCE MRI were
interpreted using clinical data and
were compared with the findings
from conventional mammography
and breast US. On DCE MRI,
cross-sections in  which lesions
showed the most prominent
contrast  enhancement  with
greatest volumes were chosen for
the enhancement kinetics analysis.
Region of interests ROIs were
between 0.2 and 2.4 cm? and were
placed to the periphery of the
contrast-enhanced lesion. Special
care was taken so that there was no
motion artifact in images while
drawing the time-signal intensity
curve for the contrast
enhancement  kinetics  analysis.
Besides morphological features of

cannula
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the lesion, the amount and speed of
contrast enhancement were also
evaluated and the results of other
diagnostic methods were taken
into account. Image processing and
interpretation were done by two

experienced radiologist. Firstly,
morphological features of the
lesions were determined (size,
signal, contour features). Secondly,
contrast  enhancement  kinetic
analysis was done qualitatively and
quantitatively. The  relative

enhancement (percentage of signal
intensity increase) was calculated
quantitatively by using post signal
intensity (SI)-pre SI / pre SI x 100
formula. After administration of
the contrast agent, if early-phase
(first minute) enhancement rate
was less than or equal to 60%, it
was accepted as benign. If it was
more than 60% and less than or
equal to 80%, it was accepted as
probably malignant. Finally, if it
was more than 80%, it was
accepted as malignant. After that,
interval period and late stage of
contrast enhancement as time-
signal  intensity curve  were
evaluated visually. According to

the shape of the time-signal
intensity curve, type 1 (continous,
steady enhancement with straight
shape) time course (curve pattern)
was accepted to indicate benignity.
Lesions with type 2 time course
(plateau of signal intensity with a
sharp bend after the initial
upstroke) was accepted as probably
malignant, and type 3 time course
(wash-out of signal intensity in
which there is an initial upstroke
after which  enhancement s
abruptly cut off, and the signal
intensity decreases) was accepted to
indicate malignancy. After imaging
of the breast lesions,
histopathological ~diagnosis was
made through biopsy. One to
three weeks after histopathological
diagnosis, radical modified
mastectomy was performed for all
breast lesions.

Results

Of 51 breast lesions, 24 (47.1%) were

in the right breast, and 27 (52.9%)
were in the left breast (Table 1).
One patient had  two-sided
malignant breast lesions. Mean size
+ SD of the lesions was 29.15 +

11.5 mm (range, 12-70 mm). On
mammography, pleomorphic
calcifications were shown in 21
lesions (Figure 1) while a few,
indeterminate calcifications were
observed in four lesions. On
mammography of 26 lesions,
pathological calcification was not

observed. On US, 48 lesions
showed  irregular  contours,
whereas three lesions showed
lobular contours. On MRI, 18

lesions had spiculated contours, 26
had irregular contours, five had
lobular contours and two had
regular contours. All of the 51

breast lesions  which  were
determined to meet the
malignancy criteria on
mammography and US, were

histopathologically malignant. Of
51 breast lesions, 36 (70.6%) were
hlstopathologlcally diagnosed as
invasive ductal carcinoma (Figures.
1, 2), seven (13.7%) as invasive
lobular carcinoma, three (5.9%) as
invasive tubular carcinoma, three
(5.9%) as inflammatory carcinoma
and two (3.9%) as mucinous
carcinoma

Tablo1 : The distribution of qualitative and quantitative MRI evaluation results of malignant breast lesions according to their hystopathologic

types
Time-signal Early period contrast Internal characteristics of Degree of contrast Feature of contrast
intensity curve enhancement rate (%) contrast enhancement enhancement enhancement
Type 1 |Type2 |[Type3 <60-60 >60-80 >80 Homogeneous Heterogeneous Weak Moderate Intense Other | Centrifugal Centripetal
Invasive ductal
carcinoma 1 11 24 2 7 27 3 33 3 20 13 4 27 5
(n=36)
Invasive
lobular - 3 4 1 1 5 7 1 6 6 1
carcinoma
(n=7)
Inflammatary
carcinoma - - 3 3 3 - - 3 3
(n=3)
Invasive
tubular R 3 1 5 3 R R 3 3
carcinoma
(n=3)
Mucinous
carcinoma - 1 1 2 2 2 - - 2
(n=2)
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Figure 1. On left mediolateral oblique mammography (a) of a 47-year-old female with invasive ductal carcinoma, lesion with irregular contours
and pleomorphic calcifications is seen in the superior outer quadrant of the left breast. On MRI, the mass is hypointense on T1-weighted image
(b) and hyperintense on T2-weighted TIRM image (c), showing prominent signal enhancement on dynamic contrast-enhanced T1-weighted
subtracted image (d). The time signal intensity curve of the lesion shows a type 2 time course (plateau), with a moderate, early period contrast
enhancement rate between 60-80%, (e).

Figure 2. On right mediolateral oblique mammography (a) of a 55-year-old female with invasive ductal carcinoma, a spiculated and irregularly
contoured, dense mass is seen in the superior outer quadrant of the right breast. On MRI, the mass is hypointense on T1-weighted image (b)
and hyperintense on T2-weighted TIRM image (c), showing prominent signal enhancement on dynamic contrast-enhanced T1-weighted
subtracted image (d). The time-signal intensity curve of the lesion shows a type 3 time course (wash-out), with an early period contrast
enhancement rate above 80% (e).
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The contrast enhancement features

and morphological characteristics
of the lesions: On DCE MRI,
inner contrast enhancement of five
(9.8%) lesions were homogeneous
whilst inner contrast enhancement
of 46 (90.2%) lesions were
heterogeneous. Oof the
homogeneously contrast-enhanced
lesions, three were invasive ductal
carcinoma, and two  were
mucinous carcinoma. The intensity
of inner contrast enhancement of
four (7.7%) lesions were weak,
while 29 (55.8%) were medium.
Strong contrast enhancement was
observed in 19 (36.5%) lesions.
Morphologically, borders of 18
(35.3%) lesions were spiculated and
of 26 (51%) were irregular. Besides,
borders of five (9.8%) lesions were
lobular and of two (3.9%) were
smooth. Of 51 lesions, 47 were
hypointense ~ on  T1l-weighted
images. Contours and signal
properties of four (4/51) lesions
could not help differentiate them
from breast parenchyma.

Early-phase contrast enhancement

rates: On DCE MRI, early-phase
(first minute) contrast
enhancement rates were as follows:
Above 80% for 39 (76.5%) lesions,
more than 60% and less than or
equal to 80% for nine (17.6%)
lesions and less than or equal to
60% for three (5.9%) lesions. Of
the lesions  with  contrast
enhancement less than or equal to
60%, two were invasive ductal
carcinoma, and one was invasive
lobular carcinoma.

Late postcontrast phase time-signal

intensity curve patterns: Time-
signal intensity curve of one (2%)
lesion, which was invasive ductal
carcinoma showed a type 1 time
course  (steady).  Time-signal
intensity curves of 15 (29.4%)
lesions showed type 2 time course
(plateau) and of 35 (68.6%) lesions
showed type 3 time course (wash-
out). Contrast enhancement was
from central towards peripheral

(centrifugal) in eight (15.7%)
lesions, whereas it was from
peripheral towards central
(centripetal) in 39 (76.5%) lesions.
Of the eight lesions with contrast
enhancement from central towards
peripheral, five were invasive
ductal carcinoma, one was invasive
lobular carcinoma, and two were
mucinous carcinoma. In four
(7.8%)  lesions, diffuse and
heterogeneous contrast
enhancement was observed.

Discussion

Mammography is a conventional

method widely used both for
diagnosis and detection of breast
cancer in symptomatic patients and
for screening purposes.
Pathological microcalcifications on
mammography are among the
most important diagnostic clues
for the detection of malignant
breast lesions. However, the
sensitivity of mammography in
characterization of lesions in dense
breasts is relatively low. Similarity
in the features of benign and

malignant lesions on
mammography is another
disadvantage. Although
mammography and US are

complementary modalities in the
imaging of breast lesions, US
cannot determine
microcalcifications, and is rather a
user-dependent method (3, 4).
Recently, the use of contrast-
enhanced MRI of breast lesions has
been shown to provide unique and
significant data in patients who
were initially  evaluated by
mammography and US. This is
because that MRI can produce 3D,
multiplanary (axial, coronal and
sagittal) and DCE images, which
can be used to evaluate both
breasts, both axillas and the thorax
wall. Its being free of ionizing
radiation is another superiority as
compared to  mammography.
Studies showed that sensitivity of

MRI is high, whereas its specificity
is relatively low. Specificity of
MRI was reported to be between
37%-97% (6-8). The sensitivity
and specificity of MRI in detection
of ductal carcinoma in situ (DCIS)
is lower than its sensitivity and
specificity for invasive carcinomas
(9). Rate of variability of the
results may depend on the
magnetic field power, imaging
parameters,  patient  selection,
1mage interpretation and
histological ~ variability of the
benign and malignant lesions (10).
Studies showed that T1-weighted
DCE, magnetic resonance
spectroscopy  (MRS) and T2%*-
weighted sequence could be used in
combination, in order to improve
specificity and sensitivity of MRIL
Huang et al. (9) obtained successful
results in terms of specificity and
sensitivity in the evaluation of
breast cancers by using DCE MRI,
MRS and T2-weighted perfusion in
combination.

The morphological characteristics of

the lesions can be wused to
distinguish between benign and
malignant breast lesions in selective
cases. It was reported that the
specificity of morphological images
varies between 70-80%. Irregular
contours and spiculated mass are
meaningful in  terms of
malignancy, and have high positive
predictive values (11-14). Regular
and  lobular  contours  are
meaningful in terms of benignity,
and negative predictivity value for
malignancy is close to 90% (11-13).
On DCE MR]I, peripheral rim or
rim-like  contrast enhancement
feature is meaningful in terms of
malignancy. In the present study,
peripheral rim contrast
enhancement,  spiculated  and
irregular contours, heterogeneous
inner contrast enhancement, and
enhancement from peripheral to
central were all meaningful in
terms of malignancy and were in
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consistence with literature. When
compared with conventional MRI,
DCE MRI increases the specificity
in distinguishing the lesions (8, 15).
Both quantitative and qualitative
assessments can be made by using
this method. Following injection
of contrast agent, an immediate
increase in time-signal intensity
curve followed by wash-out occurs
in malignant lesions, while a
slower steady increase without
wash-out in enhancement occurs in
benign lesions (16). In the present
study, the increase in the signal
intensity ratio in early stage (first
minute after administrating the
contrast agent) was consistent with
the literature in terms of
malignancy. Kuhl et al. (15)
reported  significant  contrast
enhancement in 92/101 malignant
lesions (over 80%). On DCE MR,
false negative and false positive
results may occur. To illustrate,
10-15% of invasive carcinomas
may show slow and diffusive
contrast  enhancement 17).
Furthermore, merely significant
contrast enhancement may occur
in benign cases. A slow and late
contrast enhancement in the lesion
cannot eliminate the malignancy at
100%  safety. Therefore, such
conditions should be taken into
account during the interpretation
of the lesions. According to
interim and late stage
assessment of time-signal intensity
curve in the study conducted by

visual

Kuhl et al. (15), 57/101 (57.4%)
malignant lesions showed type 3
time course, besides 34/101
(33.6%) lesions showed type 2 time
course. Type 1 time course was
present in 9/101 (8.9 %) lesions. In
the study conducted by Kinkel et
al. (18), 29/34 (89%) malignant
lesions and three benign lesions
(atypical epithelial hyperplasia,
intraductal  papilloma,  benign
granular cell tumor) showed type 3
curve pattern. Boetes et al. (19)
achieved high sensitivity,
specificity and diagnostic accuracy
(95%, 86%, 93%) in distinguishing
benign and malignant lesions with
Turbo FLASH sequence. In the
study conducted by Ikeda et al.
(20), false positive and false
negative results were found to be
related with benign and malignant
breast lesions. Some lesions such as

DCIS, mucinous carcinoma,
lobular carcinoma, lobular
adenosis and ductal adenosis,
fibroadenoma and intraductal

papilloma, can be confused in
terms diagnosis. Also, scirrhous
carcinoma may be confused with
benign lesions because it contains
intensive fibrotic tissue. Studies
show that benign lesions rich in
vascular structures or malignant
lesions rich in fibrotic tissue cause
difficulties in making
diagnosis. In the present study, one
of our malignant lesions showed
type 1 time course. More accurate
results can be obtained if lesion

accurate

morphology and contrast
enhancement kinetics in DCE T1-
weighted sequences, are evaluated
together.

Recently, breast MRI studies including

In

other emerging techniques such as
MRS, diffusion MRI, perfusion
MRI and magnetic resonance
elastography have been conducted.
These relatively newer techniques
and DCE MRI, together may
increase sensitivity, specificity and
diagnostic accuracy in differential
diagnosis  of  breast lesions.
However, there is need for further
studies involving greater number
of patients for routine use of these
modalities. Also the use of new
modalities requires additional cost
and time. In the present study, the
absence of mentioned MRI
modalities which could be used in
combination with DCE MRI, is
considered as a limitation. The
absence of benign lesions in the
present study and being unable to
compare the DCE MRI findings of
both benign and malignant lesions
are other limitations of our study.

conclusion, 3D DCE MRI used
together ~ with  conventional
imaging methods (mammography,
US), provide assessment of
morphological characteristics and
contrast enhancement kinetics of
malignant breast lesions, and is a
useful method in their diagnosis.
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An Unexpected Foreign Body Causing Twinkling Artifact On
Doppler Ultrasonography

Memede Doppler US'de “Twinkling” Artefaktina Yol Acan Yabanci Cisim
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Bu bildiride ultrason incelemesi ile memesinde igne saptanan olgu sunulmaktadir. Operasyon
veya travma Oykusu olmayan olguda ignenin metalik naturiinden dolayi renkli Doppler
ultrasonda “twinkling” bulgusu saptanmistir. Tani mammografi ile dogrulanmistir.

Anahtar Sozcukler: Yabancr Cisim, Meme, Twinkling Bulgusu, Renkli Doppler

We herein describe a patient with a needle in her breast which was initially shown on
ultrasound examination. There was no operation or trauma history of the patient. Owing to
the metallic nature of the needle, twinkling sign was detected on color Doppler ultrasound.
Mammography confirmed the diagnosis.

Key Words: Foreign Body, Breast, “Twinkling” Sign, Color Doppler

During routine practice, A 55-year-old woman presented with

mammographers occasionally pain and erhythema involving the
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encounter metallic foreign objects
in the breast. Although they are
easily recognized owing to the
related  history  and  high
radiographic density on
mammograms, they may cause
diagnostic confusion with
microcalcifications if they are small
enough. However if the history is
unknown and mammography is
not the initial exam, clinical

diagnosis may be problematic.

In this case report we present the gray

scale and color Doppler ultrasound
(US) and mammographic findings
of a foreign body in the
configuration of a needle in the
breast which was first diagnosed by
ultrasound  examination.  The
patient did not report or recall any
antecedent event related to the
foreign body.

upper outer quadrant of the right
breast for the last four days. A
hyperechoic linear structure was
detected ~ within  the  breast
parenchyma in the gray-scale US
scan (Figure 1). Twinkling artifacts
were noted posterior to this
structure in the color mode and
spectral analysis suggestive of a
metallic foreign body (Figure 2A,
2B). The morphology of the
structure resembled that of a
needle but upon questioning, the
patient did not recall any
antecedent event related to a needle
insertion, such as trauma or
operation at all. Mammographic
study was performed to confirm
the sonographic findings and the
metallic nature of the foreign
body. The needle was clearly
demonstrated in the oblique view
(Figure 3).
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Figure 1: A hyperechoic linear object within
the right breast demonstrated on the gray
scale US

Figure 2: Color mode US scan (A) and
spectral analysis (B) show twinkling artifacts
posterior to the object indicating its metallic
nature.

Figure 3: . On mediolateral oblique view the
metallic needle is seen in the superior aspect
of the right breast.

Discussion

The foreign objects in the breast are
usually related to diagnostic or
therapeutic surgical or
percutaneous interventions. Some
of the foreign objects described so
far are metallic suture materials,
preoperative  or  postoperative
localization needles or fragments of
biopsy needles. An antecedent
history is usually definitive for
diagnosis when supported by the

Rahmouni et al

imaging findings (1-3). In the
literature  migration of  these
materials outside the breast is also
reported (2, 3). Presence of a
metallic foreign body without
history of a  surgical or
percutaneous intervention 1s very
rare and described by a limited
number of case reports in the
literature (4). Of note, herbal
Chinese  treatment of  breast
abscesses with lead containing
ointments may cause metallic
densities in the breast (1). The
distinguishing feature of our case
report was the lack of a memorable
surgical intervention or trauma in
the patient with a reliable
narration of antecedent events.
The sonographic images and the
additional color Doppler US
findings including the twinkling
artifact  phenomenon  strongly
suggested the presence of a metallic
foreign object in the form of a
needle. Especially the twinkling

artifact  provided  supportive
evidence about the metallic nature
of the object before the
mammographic exam. The
mammographic exam was
confirmative  because  metallic
foreign  objects  are  easily

recognizable due to their high
radiographic density (1).

Twinkling artifact is a color Doppler

ultrasound artifact which was first
described by Rahmouni et al in
1996 (5). This phenomenon is most

commonly encountered in
structures which have strong
reflective  surfaces.  Posterior

acoustic attenuation is noted on
gray-scale US. In the color mode,
chaotic color bleeds coded in red
and blue are observed posteriorly
and in the spectral mode vertical
lines are coded at the acoustic
attenuation site (5-7).

(5), studied the

mechanism of twinkling artifact

If

and they based this phenomena on
multiple reflections on structures
with irregular surfaces causing
scattering of the sound beam from
the transducer and delaying the
time for the signal to return
simulating movement (5). Other
studies indicate that technical
factors such as type, settings and
the study parameters of the
ultrasound equipment contribute
to the phenomenon as well (8).

the twinkling artifact is not
recognized by the user, the studied
structures may be misinterpreted
as having blood flow within. The
detection of this artifact is regarded
as supportive sonographic evidence
in the detection of urinary system
stones, gall bladder and biliary
pathologies,  parenchymal and
tumoral  calcifications and in
orbital pathologies such as metallic
foreign  objects  and  lens
calcifications. This artifact may
guide the management of urinary
stones because may aid in the
presumption of the biochemical
components of the stones (6-8). No
reports were found in the literature
which mentioned the use of this
artifact in the diagnosis of foreign
objects in the breast. Presence of
sewing needles within the breast
tissue  were described in the
literature one of which resembled a
tumor and the other was
undetected despite several
ultrasound examinations (4, 9). In
our patient no significant tumor
like soft tissue changes was present
except a mild foreign body
reaction.

We do not believe that the needle in

this patient is from a surgical
intervention as on the
inspection and  imaging, no
evidence of a scar or structural
distortion was noted. This needle
could have been the part of a

visual
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forgotten brooch or a simple
needle pinned on her blouse which
got dislodged and found way to her
breast tissue while she was sleeping
or moving.
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Rinoserebral mukormikozis nadir gordlen, ilerleyici ve 6limctil olabilen oportunistik fungal bir
infeksiyondur. Yuksek mortalite ve morbiditeye sahiptir. Erken tani, medikal ve cerrahi tedavi
prognozun duzelmesi icin 6nemlidir. Biz, predispozan faktoru aplastik anemi ve akut myelob-
lastik 16semi olan iki olgu sunduk. Mukormikozis, olgularimizin etkilenen géziinde okiiler hare-
ketlerde bozulmaya, propitozise, kemozise ve hiperemiye neden olmustur. Ayrica ilk olgu-
muzda mukormikozis nedeni ile trigeminal sinirin birinci ve ikinci dalida etkilenmistir. Her iki
olgumuzda da mukormikozis infeksiyonu histopatolojik olarak dogrulanmistir. ilk olgumuzun
manyetik rezonans gortntulemesinde sol taraftaki maksiller, sfenoid ve etmoid sinuste
yumusak doku artisi ve etkilenen bolge cevresindeki dura ve ekstraokuler kaslarda kontrast
tutulumu mevcuttur. ikinci olgunun orbitofrontal bilgisayarli tomografisinde sol frontal, mak-
siller, etmoid ve sfenoid sinuste radio-opasite ve sol etmoid sinusun kemik duvarinda delikli
destruksiyon vardir. Her iki olgumuzda antifungal tedavi verilmesine ragmen 6lmustir. Mu-
kormikozisin basarili tedavisi icin erken tani, altta yatan predispozan risk faktoriin diizelebilir
olmasi, cerrahi debridman ve erken antifugal tedavi gerekmektedir.

Anahtar Sézciikler: Rinoserebral mukormikozis, okiler palsi, presdispozan faktér, erken tani,
antifungal tedavi

Rhinocerebral mucormycosis is a rare, progressive and fatal opportunistic fungal infection. It
has high morbidity and mortality. Early diagnosis, medical and surgical management is neces-
sary for improving prognosis. We reported two cases. Aplastic anemia and acute myeloblastic
leukemia were predisposing factors in our cases. Mucormycosis caused ocular movement
disorders, amaurosis, proptosis, chemosis and hyperemia on the affected eye in our cases.
Furthermore, the first case had trigeminal palsy involving first and second divisions of the
nerve due to mucormycosis. We confirmed mucormycosis infection with histopathological
examination in both cases. In our first case, magnetic resonans imaging revealed increase of
soft tissues in the maxillary, sphenoid and ethmoid sinuses and contrast-enhancement of dura
around the affected area and of extraocular muscles on the left side. Orbitoparanasal com-
puted tomography of the second case revealed radiopacity involving the left frontal, maxiller,
ethmoid, sphenoid sinuses and spotty destruction of bony walls of the left ethmoid sinus.
Although we gave prompt antifungal therapy in both cases, they died. Successful treatment of
mucormycosis requires early diagnosis, reversal of underlying predisposing risk factors, sur-
gical debridement and prompt antifungal therapy.

Key Words: Rhinocerebral mucormycosis, ocular palsy, predisposing factor, early diagnosis,
antifungal therapy

Rhinocerebral mucormycosis is a rare,

progressive and fatal opportunistic
fungal infection (1). Mucormycosis
was first described by Paultauf in
1885 (1, 2). The majority of cases
have diagnosed in patients with
immunologic and metabolic dis-
orders such as diabetes mellitus,
lymphoma, leukemia, myelodys-
plastic syndromes, prolonged cor-
ticosteroid therapies, acute renal
failure, and severe burns (1-11).

Rhinocerebral mucormycosis has high

morbidity and mortality. Early di-
agnosis, medical and surgical man-
agement is necessary for improving

prognosis (7, 8).

Case Report 1

A 50-year-old male who had aplastic

anemia was referred to our neurol-
ogy clinic because of amaurosis and
pain on the right eye. He had
proptosis, chemosis and mydriatic
pupil with no response to light and
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complete visual loss with no light
perception on the right eye. Hori-
zontal movements were impaired
on the right eye. He had hypoes-
thesia within the first and second
division of the trigeminal nerve.
Magnetic resonance imaging (MRI)
of brain and orbita revealed soft
tissue in the maxillary, sphenoid
and ethmoid sinuses and contrast-
enhancement of dura and extraocu-
lar muscles (Figure 1). We thought
he had mucormycosis and started
amphotericin B 3mg/kg daily. The
biopsy of maxillary sinuses con-
firmed our diagnosis of mucormy-
cosis. Because of pancytopenia the

patient could not be operated and
died in one week. Figure 1: Soft tissue increased of maxillary, sphenoid and ethmoid sinus and contrasten-
hancement of dura and extraocular muscles in MRI.

Case Report 2

A 46-year-old female referred to our
clinic from haematology with the
chief complaint of headache, pain
over the left side of his face and left
eye, nasal obstruction and left eye
swelling. She had acute myeloblas-
tic leukemia. On physical examina-
tion, there was edema around the
left eye, her left eye was hyperemic
and swollen. There was no ocular
palsy at once. Orbitoparanasal CT
scan revealed radiopacity involving
the left frontal, maxiller, ethmoid,
sphenoid sinuses, spotty destruc-
tion of bony walls of the ethmoid
sinus (Figure 2). Surgical debride-
ment of paranasal inflamed tissue
was done; mucormycosis was diag-
nosed by histopathological exami-
nation and amphotericin B treat-
ment was started. Despite of early
diagnosis and treatment, the pa-
tient got worse. Total ophtalmop-
legia developed on the left eye and
the patient died one week later.

Discussion

Zygomycetes (mucormycosis) 1is a
malignant opportunistic fungus
that cause central nervous system
infection in the setting of obvious

Figure 2: Orbitoparanasal CT scan revealed radiopacity involving left frontal, maxiller, ethmo-
id, sphenoid sinuses, spotty destruction of bony walls of ethmoid sinus.
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immune dysfunction or anatomic
abnormalities (5, 12, 13). It occurs
as a rare complication in patients
with diabetic acidosis, in drug ad-
diction, and in patients with leu-
kemia and lymphoma, particularly
those treated with corticosteroids
and cytotoxic agents, severe burns,
cirrhosis, severe  dehydration,
asthma, nephrotic syndrome, ne-
crotizing gingivitis (1-13). Some of
the cases have no predisposing fac-
tors (14, 15). Aplastic anemia and
acute myeloblastic leukemia were
the predisposing factors in our cas-
es.

Zygomycetes can invade cerebral

blood vessels, causing an arteritis
that can trombose or rarely, rup-
ture. Zygomycetes infection often
extends from an initial sinus or
nasal infection and spreads along
infected vessels to the retro-orbital
tissues and then to the adjacent
brain, producing a localized mass
with adjacent cerebral infarctions
due to thrombosis from hyphal in-
vasion of arteriole vessel walls (5,
12, 13). Numerous hyphae are
present within trombi and vessel
wall, often invading the surround-
ing parenchyma. Sometimes, it
may cause hemorrhagic infarction

(-

Zygomycetes location involves the

cavernous sinus with the presenta-
tion of facial pain, cranial nerve
palsies (cranial nerves III, IV, V
and VI), proptosis and edema of
the lids and retina (1, 3-15). Palatal
ulcer was reported with rhinocere-
bral mucormyecosis in literature (9).

Mucormycosis ~ caused  ocular
movement  palsies, amaurosis,
proptosis, chemosis and hyperemia
on the affected eye in our cases.
Furthermore, the first case had tri-
geminal palsy involving first and
second divisions of the nerve due
to mucormicosis.

Fungi are difficult to isolate or identi-

fy from cerebrospinal fuid (CSF).
Culturing the fungus from CSF
occurs in less than 5% for Zygo-
mycetes (12, 13). Histopathological
examination shows aseptate and ir-
regular fungal hyphae branching
with neutrophilic infiltrate invad-
ing the smaller blood vessels and
causing necrosis (1, 6, 9-11, 14). We
confirmed mucormycosis infection
with histopathological examina-
tion in both cases.

Radiological studies such as CT or

MRI show contrast enhancing
masses within sinuses, cavernous
sinus  thrombosis, intracranial
masses, brain abscesses and ischae-
mic infarcts in cases with mucor-
mycosis (1, 6, 9-11, 14). The our
first case, MRI revealed increase of
soft tissues in the maxillary, sphe-
noid and ethmoid sinuses and con-
trast-enhancement of dura around
the affected area and of extraocular
muscles on the left side. Orbitopa-
ranasal CT of the second case re-
vealed radiopacity involving the
left frontal, maxillary, ethmoidal,
and sphenoidal sinuses and spotty
destruction of bony walls of the
ethmoid sinus.

The cerebral form of mucormycosis is

usually fatal in short order. Rapid

correction of hyperglycemia and
acidosis, and treatment with am-
photericine B have resulted in re-
covery in some patients (5). Am-
photericine B is a antifungal that
has been proven to be efficacious.
The daily dosage is slowly in-
creased from 0.5 to 1 mg/kg/day
or higher for treatment of Zygo-
mycetes infections. Amphotericine
B is frequently nephrotoxic. Pa-
tients should be followed with fre-
quent serum creatinine and urine
analysis; red or white blood cells
can be seen in urine analysis. Lipo-
somal amphotericine B should be
preferred because of least nephro-
toxic effect (13). Surgical manage-
ment is necessary for improving
prognosis (7, 8). Although we
started antifungal therapy as early
as possible in both cases, they died.

Successful treatment of mucormycosis

requires early diagnosis, reversal of
underlying predisposing risk fac-
tors, surgical debridement and
prompt antifungal therapy. How-
ever, mucormycosis is frequently a
fatal disease despite early diagnosis
and prompt treatment such as in
our cases. ophtalmology, otorhino-
laryngology, neurology, hematolo-
gy and internal medicine specialists
should be aware of the disease and
begin amphotericine B treatment
as soon as possible when the first
manifestations of the disease occur.
The treatment should be begun
even before histopathological con-
firmation of the disease for not be-
ing late for effective treatment.

Mine Hayriye Sorgun, Buket Tugan Yildiz,Canan Yiicesan
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Amag: Total larenjektomi sonrasi hastalarda en sik kullanilan konusma rehabilitasyonu
yéntemi trakeodzefagial fistiil (TOF) acilarak konusma protezi uygulamasidir. Bu calismanin
amaci primer TOF acilan hastalarda preoperatif radyoterapinin (RT) komplikasyon ve konusma
oranina etkisi olup olmadiginin incelenmesidir.

Gere¢ Yéntem: Calismaya larenks karsinomu nedeniyle total larenjektomi yapilan ve primer
TOF acilan 124 hasta dahil edildi. Hastalar primer cerrahi uygulanan (Grup 1) ve preoperatif RT
alan (Grup 2) olmak tzere iki grupta incelendi.

Bulgular: Protez cevresinden tukurtk kacagi primer cerrahi uygulanan (Grup 1) hastalarin
20'sinde (%19,4), preoperatif RT goren (Grup 2) hastalarin 12'sinde (%57,1) gézlendi (p=0,01).
Bu fark istatistiksel olarak anlamli bulundu. Grup 1’deki hastalarin % 76,6'sinda, Grup 2'deki
hastalarin % 76,1'inde konusma saglanabildi. Konusmaya baslama zamanlar kiyaslandiginda
iki grup arasinda istatistiksel olarak anlamli fark saptanmadi (p=0,142).

Sonug: Primer TOF'iin en biyiik avantaji operasyon lojunda genis gériis alani saglamasi
nedeniyle 6zefagus perforasyonu ve mediastinit gibi major komplikasyon oraninin az
olmasidir. Trakea arka duvarinda nekroz ve protez cevresi tikrik kagagi gelisimi preoperatif RT
goren hastalarda primer TOF uygulanimi sonrasi erken ve gec dénemde gbézlenen
komplikasyonlardir.

Anahtar Sozcukler: Total Larenjektomi, Trakeobzefageal Fistiil, Ses Rehabilitasyonu

Introduction: The most common modality of speech rehabilitation after total laryngectomy is
insertion of voice prosthesis after tracheoesophageal puncture (TEP). The aim of this study is
to analyze whether preoperative radiotherapy (RT) has an effect on the complication and
speech success rates in patients with primary TEP.

Materials and Methods: The study included 124 patients who underwent total laryngectomy
and primary TEP for laryngeal carcinoma. The patients were analyzed in two groups, patients
who underwent primary surgery (Group 1) and patients who received preoperative RT (Group
2).

Results: Saliva leakage around the prosthesis occurred in 20 (19.4%) of the patients who
underwent primary surgery (Group 1) and in 12 (57.1%) of the patients who received
preoperative RT (Group 2) (p=0.01). The difference was statistically significant. Speech could
be achieved in 76.6% of the patients in Group 1 and in 76.1% of the patients in Group 2. When
comparing the initial time of speech, no statistically significant difference was observed
between two groups.

Conclusion: The major advantage of primary TEP is that greater exposure and access at the
time of original surgery preclude the likelihood of major complications in the visceral
compartment such as esophageal perforation and mediastinitis. Necrosis of the posterior wall
of trachea and leakage around the prosthesis were the main early and late complications
when primary TEP was performed in preoperatively radiated patients.

Key Words: Total Laryngectomy, Tracheoesophageal Puncture, Voice Rehabilitation

Total larenjektomi yapilan ileri evre ozefageal konusma ve
larenks tiimorlii hastalarda anlagilir trakeodzefageal fistiil agimi sonrast
bir konugsmanin saglanabilmest, protez tatbikidir (1).

tedavinin  bir  parcast  haline
gelmigtir. Bu amagla kullanian ti¢  Elektrolarenks cthazi ek cerrahi
temel yontem elektrolarenks, miidahaleye gereksinim olmadan
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ve kolaylikla kullanilabilmesine
ragmen c¢ikardifi  mekanik ve
anlagilmasi  zor ses nedeniyle
gliniimiizde tercih edilmemektedir.
Ozefageal ses cikarimi ise bircok
hasta tarafindan
bagarilabilmektedir, ek cerrahi
midahale  gerektirmeyen  ve
normal insan sesine yakin bir
sestir. Fakat her hasta tarafindan
anlagilir ~ kelime  kurma  ve
konusmada akicilik
saglanamamaktadir.  Giinlimiizde
total larenjektomili hastalarda en
stk kullanilan konusma yontemi
trakeotzefageal fistiil (TOF) agimi
sonrast protez tatbikidir (1-3). Bu
yontemin avantajlar1 arasinda hizli
bir  sekilde  ve = Ozefageal
konugmadan daha anlagilir = ses
saglamasi ve hasta tarafindan kolay
kullanimidir (4). Fistiil agim iglemi
larenjektomi  sirasinda  (primer)
veya sonrasinda (sekonder)
yapilmaktadir. Ek cerrahi
midahaleye gereksinim olmas,
proteze ait komplikasyonlar ve
protezin maliyeti bu yd6ntemin
onemli dezavantajlaridir (4).

1980°li yillarda dretilen ve yerlesme

(indwelling) ~ 6zelligi  olmayan
protezler kisa kullanim omiirleri,
kot ses  kalitesi  ve  yiiksek
komplikasyon oranlarina sahiptir
(2. 1990’li yillarda iretilen ve
yerlesme ozelligi olan protezler
giniimizde bu protezlerin yerini
almigur. Ses protezlerinin  sik
goriilen komplikasyonlart
graniilasyon  gelisimi,  servikal
seliilit, stoma stenozu ve fistiiliin
geniglemesi sonucu olugan tiikiirik
kagagidir. Bu komplikasyonlar
protez degisimi ve protezin gegici
cikartlmasi ile genellikle kontrol
aluna  alinabilir  (4).  Sesin
saglanmasini  etkileyen  temel
faktorler ise hastanin operasyon
oncesi fizyolojik ve medikal
durumu, hastaligin evresi,
uygulanan tedaviler ve cerrahiye
ait nedenlerdir (5).

Bu calismanin amaci primer TOF

agllmig, primer cerrahi tedavi
goren ve preoperatif radyoterapi

(RT) alan hastalardaki
komplikasyon  oranlarinin = ve
konusma basarisinin
incelenmesidir.

Hastalar ve Yontem

Caligmaya 2004-2010 yillar1 arasinda

larenks yasst hiicreli karsinomu
nedeniyle  total  larenjektomi
yapilan ve primer TOF agilan 124
hasta dahil edildi. Hasta kayitlart
retrospektif  olarak  incelenerek
farengokutanoz  fistil  gelisimi,
erken ve uzun donem proteze ait
komplikasyonlar dokiimente
edildi. Farengeal defektin primer
sutlirasyon  ile  kapatulamadig
hastalar calisma dig1 birakilds.

Tiim  hastalara cerrahi sirasinda

bilateral krikofarengeal miyotomi
yapildi. Tiim hastalara TOF agimu
sonrast fistiil bolgesine nazogastrik
sonda  takildi  ve  hastalar
postoperatif donemde bu
nazogastrik  sondadan  beslend:.
Farengokutanoz fistiil gelismeyen
hastalarda postoperatif 10. giinde
oral beslenme baglanarak 14. giinde
fistil bolgesine Provox II ses
protezi (Atos Medikal, Horby,
Isveg) yerlestirildi. Farengokutantz
fistil gelisen hastalarda ise olugan
fistiil  tedavisi sonrast  protez
yerlestirildi.  Hastalar ~ primer
cerrahi uygulanan (Grup 1) ve
preoperatif RT goren (Grup 2)
hastalar olmak tzere iki grupta
incelendi. Grup 1’deki hastalara
operasyon sonrasi 6 hafta icerisinde
total 60 Gy dozda, haftada 5 giin, 6
hafta sire ile RT  verild:
Istatistiksel ~ analiz  independent
sample t-test kullanilarak yapild: ve
p<0,05 degerler anlamli kabul
edildi.

Bulgular

Primer tedavi olarak total

larenjektomi yapilan 103 hastaya
(Grup 1) ve RT sonrast total

Grup 2de 5

larenjektomi yapilan 21 hastaya
(Grup 2) primer TOF acildi
Birinci gruptaki hastalarin
ortalama yami 62 (37-70), 2.
gruptaki hastalarin ortalama yag1
58 (42-68) idi. Kadin/erkek orani
Grup 1’de 4/99, Grup 2’de 1/20
idi.  Grup 1’deki  hastalarda
farengokutanoz fistiil orani %14,5
iken Grup 2’de bu oran %57,1 ‘di
(p=0,01). Grup 1’deki hastalarin %
76,6’1, Grup 2’deki hastalarin %
76,1’1 protezleri ile konusabildi.
Konugmaya baglama zamanlar
protez takilmasi sonrasinda Grup
1’de 3-32 glin (ortalama 12,4 giin),
Grup 2’de 8-36 giin (ortalama 14,8
giin) olarak saptandi. Konugmaya
baslama zamanlari kiyaslandiginda
iki grup arasinda istatistiksel fark
saptanmad: (p=0,142).

TOF sonucunda gortlen
komplikasyonlar ~ Tablo  1’de
verilmigtir. Erken

komplikasyonlar olan nazogastrik
sondanin yerinde olmamasi ve
trakea arka duvar nekrozu tiim
hastalarin % 6,4linde  gorilda.
Grup 1’de 3 hastada postoperatif 1.
giinde  nazogastrik  sondanin
ozefagusta olmadig1 gozlendi. Bu
hastalardan birinde sondanin ucu

ag1z i¢inde, birinde tist
mediastende, birinde ise
ozefagusun arka duvarinin
penetrasyonu sonrasinda
prevertebral  bolgede  oldugu

saptandi. Bu hastalarda nazogastrik
sonda ¢ikarilarak TOF’iin spontan
kapanmasi beklendi ve parenteral
beslenmeye gecildi. Bu hastalardan
2’sine RT sonrast 6. ayda sekonder
TOF acildi, biri ise ozefageal
konugmaya yonlendirildi.

(%23,8)  hastada
postoperatif 8-15. glinlerde trakea
arka duvarinda nekroz goézlendi.
Lokal antibiyotik tatbiki ve sinirlt
debridman ile tiim vakalarda
nazogastrik  sonda ¢ikarilmadan
kontrol saglandi ve ses protezi

tatbik edilebildi. Bu
komplikasyona Grup I’de
rastlanmad.
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Tablo 1: Gruplara gére komplikasyon oranlari

Grup 1 (n=103) (%) Grup 2 (n=21) (%)
Nazogastrik sondanin yerinde olmamasi 3(2,8)
Trakea arka duvar nekrozu 5(23,8)
Protezin 6zefagusa dogru yer degistirmesi 18(17.4) 4(19)
Protezin akcigere kagmasi 2 (%1,9)
Protez ¢evresinden tukurik kagagi 20 (%19,4) 12 (%57,1)
Fistll arka bolimi kapanma 14 (%13,5)
Granilasyon dokusu olusumu 12 (%11,6)
Stoma stenozu 9 (%8,7)

TOF  sonucunda

gorilen  gec
komplikasyonlar protezin
ozefagusa dogru yer degistirmesi,
protezin akcigere kagmasi, protez
cevresinden tiikiiriik kagag, fistiil
arka bolimi kapanma, stoma
stenozu ve graniilasyon dokusu
olusumu idi. Protezin Jzefagusa
dogru yer degistirmesine Grup 1’de
18 (%17,4), Grup 2’de 4 (%19)
hastada  rastlandi  (p=0,738),
bunlardan 15’inde protez goriiniir
ucundan trakeaya cekilip boyuna
baglanan stitiir ile sabitlenerek
protezin  ozefagusa  kagmast
onlendi. Yedi hastada ise protezin
hasta bagvurusu sirasinda 6zefagusa
kagmis oldugu gozlendi. Bu
hastalardan 4’tnde fistiil traktusu
bulunarak bu bolgeye 2 hafta siire
ile nazogastrik sonda takildi ve
sonrasinda protez yerlestirildi. Ug
hastada ise fistil  bolgesinin
bagvuru aninda ileri derecede
daralmig veya kapanmis oldugu
gozlendi.

Grup 1'de 2 (%1,9) hastada protezin

akcigere kagtig1 gozlendi.
Bronkoskopi  esliginde  protez
cikarildi ve fistiil bolgesi sekonder
iyilesmeye birakildi, yeni protez
tatbik edilmedi. Bu komplikasyona
Grup 2’de rastlanmadi.

Protez cevresinden tikiirik kacag

Grup 1’de 20 (%19,4), Grup 2°de
12 (%57,1) hastada gdzlendi
(p=0,01). Bu hastalarda protez
cikarilip  nazogastrik  sonda

yerlestirildi. Olasi gastroozefageal
refli  sonrasi defektin buylime
olasthigini  azaltmak  amaciyla
antirefli ~ tedavi  baglandi  ve
beslenme sirasinda kafli plastik
kaniil kullanimi onerildi. Ikiser
haftalik aralarla hastalar
degerlendirilerek fistiil
bolgesindeki daralma takip edildi.
Bu hastalara ortalama 1 ay sonra (
0,53 ay) protez takildi. Yeni
protez takimi sonrasinda Grup
’de 14, Grup 2’de 10 hastada
tekrar protez gevresinden tikiiriik
kacagi geliserek fistiil bolgesinde
genigleme gozlendi. Bu hastalardan
22’sinde protez boyutu
degistirilerek kagak onlenebildi, 2
hastada ise fistiil cerrahi olarak
kapatildi.

Grup 1’de 14 (%13,5) hastada fistiil

arka bolimi kapanarak protezin
ozefagus ile iligkisinin kesildigi
gozlendi. Bu hastalara sekonder
TOF agilarak protez yerlestirildi.
Grup 1'de 12 (%11,6) hastada ise
protez  ¢evresinde  tekrarlayan
graniilasyon  dokusu  olusumu
gozlendi. Cerrahi eksizyon ve
protez degisimi ile bu hastalarda
graniilasyon  dokusu  olusumu
kontrol aluna alindi. Grup 1’de 9
(%8,7) hastada ise stomada stenoz
gozlenerek bir veya birden ¢ok kez
cerrahi yolla stoma genisletildi ve
kantil takim siiresinin uzatilmasi
onerildi. Hayau tehdit edebilecek
stenoza rastlanmadi. Grup 2’de bu
tic komplikasyon gozlenmedi.

Provox II ses protezinin ortalama

omri 4,8 ay (1,5-18 ay) olarak
hesapland:.

Tartisma

Primer TOF’iin sekonder TOF’e gore

en buytk avantaji operasyon
lojunda genis goriis alant saglamast
nedeniyle 6zefagus perforasyonu
ve  mediastinit  gibi  major
komplikasyon oraninin az
olmasidir (2—4). Literatiirde cerrahi
komplikasyon oranlari  primer
TOF icin %43, sekonder TOF icin
%29 olarak rapor edilmistir (6).
Fistiil bolgesine spesifik
komplikasyon oranlari primer ve
sekonder TOF icin  benzer
bulunmustur (6, 7). Yas, RT veya
kullanilan protez ile komplikasyon
oranlarinin degismedigi
gozlenmistir  (8).  Nazogastrik
sondanin ¢ikarilarak ses protezinin
yerlestirilmesi islemi %0,5
komplikasyon  oranina  sahip
giivenli bir iglemdir (4). Islem
sonrasinda  protezin hemostatik
forseps ile hafif o6ne gcekilerek
yerinin kontrol edilmesi, protezin
hava yoluna kagma riskini azaltir.

Ses protezine ait ge¢ komplikasyon

orami literatiirde %45°dir  (8).
Caligmamizda Grup 1 ve Grup
2’de  saptanan erken ve ge¢
komplikasyon oranlar1 %75 ve %
100’diir. Protez takimi sonrast en
stk gorilen  problemler valv
bolgesinden  sivi kacagi  ve
granilasyon dokusu gelisimidir.
Literatiirde  fistil ~ bolgesinin
progresif ~ geniglemesi  sonucu
protez gevresinden tiikiiriik kagag
goriilme orani %26-42 arasindadir
(4, 8). Bu caliygmada tiim hasta
grubunda saptanan erken
komplikasyonlar nazogastrik
sondanin yerinde olmamast (%2,4)
ve  trakea arka  duvarinda
nekrozdur  (preoperatif ~ RT’li
hastalarda %23,8). Tiim hastalarda
saptanan ge¢ komplikasyonlar ise
protezin 6zefagusa yer degistirmesi
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(%17,7), protezin akcigere kagmasi
(%1,6), fistiil gevresinden tiikiiriik

kacagi  (%25,8), fistiiliin  arka
kisminin ~ kapanmast  (%11,2),
graniilasyon  dokusu  olusumu
(%9,6) ve stomada stenozdur
(%7,2). Bu komplikasyonlardan
trakea arka duvarinda nekroz
sadece preoperatif RT goren
hastalarda  goriildi. ~ Protezin

akcigere kagmasi, protezin arka
boliimiiniin kapanmast,
graniilasyon dokusu gelisimi ve
stoma stenozu sadece preoperatif
RT gormeyen hastalarda gozlendi.
Protezin arka kesiminin
kapanmasi, stoma stenozu ve
graniilasyon dokusu olusumu gibi
komplikasyonlarin RT’li
hastalarda doku rejenerasyonunun
gec olmast nedeniyle gozlenmedigi,
diger komplikasyonlarin ise hasta
sayisinin - ¢ok olmasi nedeniyle

sadece Grup 1'de gozlendigi
diisliniildii. Farengokutanéz fistiil
gelisimindeki  artigin =~ nedeni

preoperatif RT olarak yorumlandh.

Literatiirde TOF acilmasi sonrast 3

yillik  takipte hastalarin  sadece
%10’unda fistiil genisliginin sabit

kaldig gozlenmigtir. Fistiil
genigliginin primer tedavi olarak
total larenjektomi yapilan

hastalarda preoperatif RT goren
veya cerrahi geciren hastalara gore
daha sabit kaldigt saptanmustir (9).
Caligmamizda  preoperatif RT
goren  veya cerrahi  geciren

TOF

Primer

hastalarda fistiil genisliginin artma
orant %b57,1’dir. Bu hastalarin
cogunda dusik numarali protez
takmak veya kollajen enjeksiyonu
ile kacak ortadan kalkabilir.
Cerrahi yolla fistiil kapaulmas
ozellikle RT goren hastalarda
trakea ve peritrakeal bdlgede
nekroz gelisim riski nedeniyle
genellikle tercih edilmez.

agilan  total larenjektomili
hastalarin konusma orani %50-80
iken TOF acilmayan hastalarin
konugsma oranlar1 %45’dir (1, 10-
12). Bu calismada primer TOF
acilan hastalarda saptanan konugma
orant %76’dir. Hastalara primer
TOF acilmasi aym:  zamanda
konugma olasiligint da
arttirmaktadir. Bircok hasta ise
kelime sdyleyebilmekle beraber
ciimle kurmay: bagaramamaktadir.
Primer TOF ve protez tatbiki
sonrasinda RT gérmeyen
hastalarda ilk 3 ayda konusma
fonksiyonunda ~ anlamli  fark
gozlenmis olup sonraki dénemde
RT goéren ve gormeyen hastalar
arasinda konugma fonksiyonunda
anlamli fark saptanmamugtir (12).

TOF’iin fonksiyonel
sonuclarinin  sekonder TOF’den
daha 1yt oldugu disiiniilse de
sekonder TOF agilan hastalarin
fizyolojik ve nérolojik olarak daha
saglikls olmast ve
motivasyonlarinin yiiksek olmasi
nedeniyle fonksiyonel sonuglarinin

daha 1y1 oldugu savunulmugtur (4).
Primer TOF yapilan hastalarda
stomal stenoz, Ozefageal stenoz,
yara iyilesmesinde gecikme veya
farengokutandz  fistiil  gelisim
riskinde anlamli artma olmadig
gosterilmigtir  (1). Primer TOF
acilan hastalarda farengokutandz
fistil oranlar1  %0-25 arasinda
degismekte olup primer TOF
agilmasinin  farengokutanéz fistiil
gelisme  riskini  arttirmadig
gozlenmistir (1, 13). Calismamizda
primer cerrahi yapilan hastalarda
farengokutanoz fistiil orani %14,5,
RT  sonrast cerrahi  yapilan
hastalarda ise %57,1’dir. Yutma
sirasinda  olugan basincin primer
TOF bolgesinden disart ¢ikmasi
sonucu farenks stitlirasyon
bolgesine  yanstyan  basincin
azaldigr  6ne  sturilmigtir  (1).
Primer TOF’iin bir diger yarari
hastaya postoperatif beslenme igin
kullanilabilmesidir.  Bu  sayede
farenks  sttirasyon  bolgesine
nazogastrik sonda temas
etmemekte ve hastanin burun ve
farenks  bolgesinde  iritasyon
olusmamaktadir. Sesini kaybetme
endisesindeki hastaya operasyon
sirasinda bu iglemin yapilacaginin
belirtilmesi hastanin bu endigesini
azaltmaktadir. Erken konusma
rehabilitasyonu  saglayan  ve
preoperatif RT goren hastalarda da
uygulanimi giivenli bir yontemdir.
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Amag: Calismanin amaci cerrahi ile beraber radyoterapi ve kemoterapi veya primer
radyoterapi ile beraber kemoterapi goren T4 tonsil karsinomlu olgularda tedavi sonuglarinin
karsilastiriimasidir.

Gere¢ ve Yontem: T4a evreli, tonsil karsinomu nedeniyle kuratif tedavi géren 21 hasta
calismaya dahil edildi. Bu hastalarin 9'una cerrahi ve adjuvan radyoterapi ve kemoterapi
uygulandi, 12'si primer radyoterapi ile kombine kemoterapi gordu.

Bulgular: Cerrahi sonrasinda postoperatif radyoterapi ve kemoterapi goren ve primer
radyoterapi ile kombine kemoterapi goéren hastalarin lokoregional rekiirrens oranlari sirasi ile
%77 ve %75 olarak saptandi. Kaplan-Meier sagkalim analizi kullanilarak cerrahi uygulanan
hastalarin hastalik spesifik 2 ve 3 yillik sagkalim oranlari sirasi ile %73 ve %45 olarak hesaplandi.
Primer radyoterapi ve kemoterapi géren hastalarin 2 ve 3 yillik hastalik spesifik sagkalim
oranlari ise %67 ve %42 olarak saptandi.

Sonug: ileri evre orofarenks tiimérlerinde radikal cerrahi ve cerrahi sonrasi radyoterapi ve
kemoterapi tedavisinin yerini yavas yavas primer radyoterapi ile kombine kemoterapi tedavisi
almaktadir. Bulgularimiz T4 evreli tonsil timorlerinde klinigimizin mevcut yaklasimi olan
radikal cerrahi tedavinin yerini primer radyoterapi ile kombine kemoterapinin alabilecegi
fikrini ortaya koymustur.

Anahtar Sozcukler: Total larenjektomi, trakeoézefageal fistdil, ses rehabilitasyonu

Aim: The aim of this study was to compare the treatment results of patients with T4 staged
tonsillar carcinoma who underwent either surgery combined with radiotherapy and
chemotherapy or primary radiotherapy combined with chemotherapy.

Material: Twenty-one patients included in the study who treated for T4a tonsillar carcinoma in
curative intend. Nine of these patients underwent surgery and adjuvant radiotherapy and
chemotherapy and 12 of these patients received primary radiotherapy combined with
chemotherapy.

Results: The locoregional recurrence rates of patients who underwent surgery and who
received primary radiotherapy were 77% and 75% respectively. By using Kaplan-Meier survival
analysis, 2 and 3 years disease-specific survival rates of patients who underwent surgery were
73% and 45% respectively. Two and 3 years disease-specific survival rates of patients who
received primary radiotherapy combined with chemotherapy were 67% and 42% respectively.

Conclusion: Radical surgery with postoperative radiotherapy and chemotherapy has been
slowly replaced by primary radiotherapy with concurrent chemotherapy for advanced
oropharyngeal carcinoma. Our results confirm that our clinical approach should also change
towards primary radiotherapy and chemotherapy instead of radical surgery.

Key Words: Total Laryngectomy, Tracheoesophageal Puncture, Voice Rehabilitation

Ileri evre tonsil karsinomlarinda fonksiyonlarin korunmast
tedavi, yiksek rekiirrens riski amactyla tim evrelerdeki tonsil
nedeniyle zordur. Cerrahi sirasinda karsinomlarinda primer
saglam cerrahi sinir elde edebilmek kemoradyoterapi  dnerilmektedir
amaciyla genis rezeksiyon (1, 2). Fakat 6zellikle ileri evre oral
yapilmast konusma ve yutma kavite ve orofarenks tiimérlerinde
fonksiyonlarinda kalict cerrahi ile kombine uygulanacak

bozulmalara neden olabilir. Bu olan radyoterapi (RT) tedavisinin
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hastaliksiz ~ sagkalimi  uzatug
savunulmaktadir (3, 4). Bu
kombine tedavinin morbidite ve
mortalite riski yiiksektir. Hem
cerrahi sonrast alinan fonksiyonel
yapilar ve olugan defekt, hem de
RT sonrast olusan  fibrozis
solunum ve yutma fonksiyonlari
lizerine kalict disfonksiyona neden

olabilir (5).

calismanin  amact T4 tonsil
karsinomlu olgularda uygulanan
radikal cerrahi ile kombine RT ve
kemoterapi  (KT)  tedavisinin
primer RT ve KT tedavisi ile
karsilagtirilmasidir.

Hastalar ve Yontem

Aralik 2005 ile Eylil 2011 tarihleri

arasinda  kiiratif amacli tedavi
uygulanan 21 T4a tonsil yasst
hiicreli karsinom olgusu ¢aligmaya
dahil edildi. Kiiratif amacli tedavi
uygulanamayan ve lateral pterigoid
kas, kafa tabani ve internal karotid
arter tutulumu nedeniyle T4b
olarak evrelenen hastalar ¢aligmaya
alinmadi. Tani aninda metastaz
siphesi bulunan, senkron ikinci
primer timori olan, ge¢miste
bagka bir timér tanist olan veya
tedaviyi tamamlayamayan hastalar
caligmaya alinmad.

Tani asamasinda  hastalara  klinik

muayene, endoskopik muayene,
patolojik inceleme ve yiiksek
rezolisyonlu Bilgisayarl:
Tomografi (BT) tetkiki yapild:.
Cerrahi  uygulanan  hastalar
patolojik, cerrahi uygulanmayan
hastalar ise radyolojik olarak
evrelendi. Evrelemede 2002 TNM
evrelemesi kullanild: (6).

Yirmi bir hastanin dokuzuna cerrahi

sonrast adjuvan RT ile kombine
KT, 12’sine primer RT ile
kombine KT uygulandi. Cerrahi
uygulanan  hastalarda  boyun
diseksiyonu insizyonu alt dudak

orta hattan ikiye ayrilacak sekilde

uzatilarak ve segmenter
mandibulektomi yapilarak
transservikal ~ yolla  tonsiller

bolgeye miidahale edildi. Primer
timor eksizyonu sirasinda tonsil,
tonsiller plikalar, komsu yumugak
damak kesimi, komgu superior
konstriiktor kas, lateral
bukkofarengeal fasiya ve pterigoid
kaslar alindi. Internal karotid arter
ile lateral bukkofarengeal fasiya
arasinda  kalan dokular eksize
edilerek lateral cerrahi sinir olarak
kabul edildi. Olusan  defekt
pektoralis major miyokutan fleb
ile rekonstriikte edildi.

Klinik veya radyolojik olarak boyun

metastazt  siphesi olan cerrahi
uygulanan  hastalara  modifiye
radikal boyun diseksiyonu yapilds.
Karst  boyunda  klinik  veya

radyolojik  metastaz  siiphesi
varliginda bilateral boyun
diseksiyonu  uygulandi.  Aksi

durumda kars1 boyuna postoperatif
RT verildi.

Tim hastalara operasyon sonrast

cerrahi sinirda timor mevcudiyeti,
birden ¢ok lenf noduna yayilim
veya  ekstrakapsiler  yayilim
nedenleri ile primer sahaya ve
bilateral boyuna RT ve kombine
KT uygulandi. Fakat bu tedaviye
postoperatif iyilesme doneminin
uzun olmast nedeniyle tim
hastalarda postoperatif 6. haftadan
sonra baglanabildi. RT tedavisi
primer sahaya 60-66 Gy toplam
dozda ve tumorsiiz sahalara ve
boyuna 50 Gy toplam dozda
uygulandi.  Tedavi 2 Gy
fraksiyonlarda, haftada 5 fraksiyon
olarak verildi.

Cerrahi dist tedavi goren hastalara

kiiratif RT primer saha ve bilateral
boyuna ortalama 70 Gy dozda 2
Gy fraksiyonlarda haftada 5
fraksiyon  olarak, toplam 35
fraksiyon olarak verildi. Tim

Cerrahi

hastalara RT beraberinde KT de
verildi. Sisplatin (100 mg/m” 1., 4.,
7. haftalarda) en sik kullanilan
ajandi. Her iki gruptaki hastalara
nitks durumunda cerrahi tedavi
onerilmedi.

Tedavi sonrasi kontroller ilk yil iki ay,

ikinci ve tgtinct yil Gig ay ara ile
yapildi. Ortalama ve hastalik
spesifik sagkalim analizleri Kaplan-
Meier sagkalim analizi ile yapild:.
Caliyma  hastanemiz ~ Egitim
Planlama Komisyonu onay1 sonrast
diizenlendi.

Bulgular

Tum hastalar i¢in ortalama yas 56 (52-

70), erkek/kadin orami 16/5 idi.
Yirmibir  hastanin  dokuzuna
cerrahi uygulandi. Sekiz hastaya
ipsilateral, bir hastaya bilateral
modifiye radikal boyun
diseksiyonu yapildi. Tim
hastalarin en az bir lenf nodunda
patolojik tutulum saptand:. Tki
hastada  ekstrakapsiiler ~ yayilim
saptandi. Hastalarin N evreleri ve
tedavi  sonuglar1  Tablo 1’de
verilmigtir.

sonrasinda hastalarin
hastanede ortalama kalis siiresi 46
gin (3472) idi. Tum hastalara
cerrahi sirasinda trakeotomi acildi
ve nazogastrik sonda takildi.
Trakeotomi kaniiliiniin ortalama
kalig stirest 24 gin (18-34 giin),
nazogastrik sonda kalis siiresi 28
gin (21-40 gtin) idi. Bes hasta
normal diyete donebildi, dort hasta
stvi yumugak diyet alabilir duruma
geldi. Al hastada cerrahi sonrast
boyuna tiikiirik kagagi gozlendi.
Tim  bu  hastalarda fistiil,
pansuman ile ve ikinci cerrahi
girisime gerek kalmadan diizeld:.
Higbir hasta cerrahi sirasinda veya
postoperatif cerrahi komplikasyon
nedeniyle kaybedilmedi.
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yasam yizdeleri %45 ve %33

Tablo 1: Hastalarin tedavi sonuglari ve N evreleri .
olarak saptandi. Yine ayni grup

o Primer RT**+ Kombine hastalarin hastalik spesifik 2 ve 3
Cerrahi+ KT KT 8 .

(n=9) (e12) yillik sagkalim oranlari ise %73 ve
NOks 7%77) — 975 %45 olarak saptand: (Tablo 1).
Lokal 2 - X .
Regional 3 N Primer RT ve KT tedavisi 12 hastaya
Lokal+regional 2 9 uygulandi. Bu hastalarin sekizi RT
N evresi 4 3 ve ii¢c kir KT tedavisini
N1 gqe 1.
NZa 3 y tamamlayabildi. Tki hastaya tam
N2b 2 3 doz RT verilmesine kargin sistemik
N2c 1 1 nedenlerle  dgiinci  kiir KT
?:gkahm - ! verilemedi. Iki hastada ise RT
2-3 yillik hastaliksiz sagkalim 9%45-%33 %50-9625 tedavisine 5-8 giin arasinda ara
23 l)(/I|I|Ik hastalik spesifik %73-9%45 %67-%42 Ve.:.rllmek Zo.runda‘kalch ve figiincii
sagxalim kiir KT verilemedi. En sik goriilen

KT: Kemoterapi, RT: Radyoterapi

komplikasyon ~ olan  mukozit
gelisimi dokuz hastada gastrostomi
acilmasina neden oldu. Ortalama
gastrostomi kalis siiresi 62 giin (28-
112 gin) idi. Tedavi sonrast
hastalarin ikisi normal gida, 10’u
stvi yumusak gida alabilir duruma
geldi. Ortalama takip stiresi 15 ay
(11-42 ay) idi. Dokuz hastada (%75)
lokoregional niiks gelisti.
Rekiirrens goriilme siiresi ortalama
21 ay (1026 ay) idi. Hastalarin
ortalama hastanede kalis stiresi 58
giindii ( 52-64 glin).

Sekil 1: Cerrahi sonrasi ipsilateral boyunda niiks

Primer RT ve KT goren hastalarin
dokuzunda (%75) tonsil lojunda ve
ipsilateral boyunda niiks saptand.
Bu grup hasta i¢in Kaplan-Meier
sagkalim  analizi  kullanilarak
hesaplanan 2 ve 3 yillik hastaliksiz
yasam yuzdeleri %50 ve %25 olup
2 ve 3 yilik hastalik spesifik
sagkalim oranlar1 %67 ve %42

olarak saptand: (Tablo 1).

Tartisma

Sekil 2: Cerrahi sonrasi tonsil lojunda niiks

) ) o Lokal ileri evre tonsil tiimorlerinde
Tim hastalar cerrahi sinirda timor

stk lokal rekiirrens goriilen yerler cerrahi  sonrasi RT  tedavisi
mevcudiyeti, birden fazla lenf ipsilateral  (cerrahi  uygulanan snerilmektedir  (7-10). KT ile
nodunda metastaz mevcudiyeti tarafta) iist servikal bolge (3 hasta) kombine veya tek bagna RT ise
veya  ekstrakapsuler  yayilim ve tonsil loju (2 hasta) idi (Sekil 1- cerrahiyi kabul etmeyen veya
nedenlert ile adjuvan RT ve 2). Iki hastada her iki bolgede de medikal nedenlerle cerrahi
konkomitan KT tedavisi gordii. Bu niiks gelisti. Rekiirrens goriilme uygulanamayan  hastalar  icin

tedavinin baglama siiresi 47-72 giin
olup ortalama 57 giin idi. Ortalama
takip siiresi 18 ay (12-38 ay) idi.
Yedi hastada (%77) niiks gelisti. En

siiresi ortalama 12,7 ay (8-25 ay)
idi. Bu grup icin Kaplan-Meier
sagkalim  analizi  kullanilarak
hesaplanan 2 ve 3 yillik hastaliksiz

onerilmektedir. Cerrahi sonrasinda
RT uygulanan hastalarda 5 yillik
hastalik  spesifik sagkalim orani

Ela Cémert, Umit Tungel, Caner Kilig, Budra Cengiz, Yildiz Giney, Bektas Kaya
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Bircok

%75 iken primer RT goren grupta
bu oran %56 olarak saptanmigtir.
Fakat iki grup arasindaki fark
istatistiksel olarak anlamli
bulunmamgur (11). Tiim ileri evre
tonsil  tiimérlii  hastalar  icin
ongoriilen 5 yillik genel sagkalim
%50’nin altindadur. Tim
evrelerdeki tonsil karsinomlarinda
RT ile kombine veya tek bagina
cerrahi  uygulanan  hastalarla
primer RT goren hastalar arasinda
lokal kontrol ve 5 yillik sagkalim
agisindan anlamli fark
gozlenmemigtir ~ (10).  Cerrahi
sonrast hayat1 tehdit edebilecek
komplikasyon oranmi %23 iken bu
oran RT sonrast %6 olarak
bulunmustur. Bu nedenlerle bircok
aragtirmact hem erken evre hem de
ileri evre tonsil karsinomlarinda
primer RT veya
kemoradyoterapiyi 6nermektedir
(1, 2, 12, 13). En uygun tedavi
yontemi ile ilgili tam fikir birligi
yoktur.

Cerrahi ve postoperatif RT sonrasi

uzun siireli fonksiyonel sonuglar
timorin  evresi ve anatomik
lokalizasyonu gibi bir¢ok faktdre
baglidir. T evresinin artmas: ile

toplum iginde yemek yeme,
anlagilabilir konusma ve normal
diyet tiiketebilme gibi
fonksiyonlarda azalma

saptanmugtir (14).

ileri evre tonsil timorli
hastada ~ tiimér  rezeksiyonu
mandibulotomi  veya  parsiyel

mandibulektomi ile transservikal
yolla yapilabilmektedir. Mandibula
rezeksiyonu veya mandibulotomi
yapilmadan transoral yolla tiimor
rezeksiyonu az sayidaki vaka i¢in

uygulanabilmektedir. Cerrahi
uygulanan ileri evre hastalarda
ipsilateral  orofarenksin  biiyiik
kisminin rezeksiyonu da
morbiditeyi  ve  komplikasyon
riskini arttirmaktadir. RT
tedavisinin neden oldugu

disfoksiyonlarin ¢ogunun nedeni
indiikledigi ilerleyici fibrozistir.

Orofarenks

Konusma ve yutma disfonksiyonu,
kalict kserostomi ve ikinci timor
gelisimi riski bu etkiler arasinda
yer alir. KT, RT’nin akut toksik
yan  etkilerini  arturir  ve
gastrostomi ihtiyaci, nefrotoksisite,
norotoksisite  ile  kemik  iligi
sipresyonuna neden olabilir (15).

timdrlerinde  sagkalimi
etkileyen faktorlerden biri de
boyun metastazidir. Bes yillik
hastalik spesifik sagkalimin sadece
cerrahi uygulanan, sadece RT
goren ve cerrahi sonrast RT goren
hastalarda N evresi arttikga azaldig1
istatistiksel olarak gosterilmistir.
Bu farkin 6zellikle NO-1 evresi ile
N2-3 evreleri arasinda anlamli fark

gosterdigi vurgulanmustir.
Kullanilan tedavi hangi segenek
olursa olsun N2-3 hastalarin

sagkalim oranlari ve lokoregional

nikks  oranlart  yiiksektir.  Bu
hastalarda T  evresine  gore
degismekle  beraber  ortalama

boyuna metastaz orant %76’dir
(16). Caliymamizda T4 vakalarin
boyuna metastaz oran1 %100 olup
vaka azlig1 nedeniyle N evresine

gore sagkalim analizi
yapilamamistir.

Literatirde mevcut serilerde T4
tiimorlerin tedavisinde gogunlukla
primer RT  tercth  edilmesi
nedeniyle iki tedavi modalitesi
arasinda  kargilagtirma  yapilmasi

ozellikle T4 tiimorler icin zordur.
Bu timorlerin  ¢ogu  cerrahi
uygulanamaz olarak kabul
edilmektedir ~ veya  fonksiyon
koruma amaclt direk
kemoradyoterapiye  ydnlendiril-
mektedir. Son bes yil icinde
hastanemiz Bag Boyun Onkoloji
Konseyinden  cerrahi  amacgh
klinigimize yonlendirilen T4 tonsil
karsinomlu hasta sayis1 dokuzdur.
Sayinin az olmasi nedeniyle bu
caligma kesin sonuclar
verememektedir. Tim hastalarda
ciddi yutma bozukluklar gelismis
olup hastalarin tigte biri normal
diyete donememistir. Tiim

T4

hastalarda peroperatif trakeotomi
acilip nazogastrik sonda tatbik
edilmigtir. Uygulanan cerrahinin
beklenen  bir  komplikasyonu
olarak boyuna tikiiriik kagag
gelismis, bu nedenle hastalarda
boyun enfeksiyonu ve biyik
vaskiiler yapilara ait komplikasyon
riski  gelismigtir.  Primer RT
uygulanan hastalarda ise en sik
komplikasyon mukozit ve oral
alim bozuklugu olup hastalarin
cogunda  gastrostomi  agilarak
beslenme saglanmis, ¢cogu hastada
ise tedavi sonrast birinci ayda oral
alima baslanabilmistir. Hastanede
kalis siiresine gore iki grup
kiyaslandiginda cerrahi uygulanan
hastalar cerrahi sirasinda iki ay,
cerrahi sonrast adjuvan RT ve KT
icin iki ay olmak {iizere toplam
dort ay kadar bir siireyi hastanede
gecirmistir. Ortalama niiks
siiresinin 12 ay oldugu gdz Oniine
alindiginda bu siire uzun bir
siredir. Primer RT ve KT goren
hastalar yaklagtk iki ay kadar
hastanede yatmaktadir. Her iki
grupta da radyolojik niiks siiphesi
olmasina ragmen patolojik niiks
tanist ge¢ konabilmigtir. Vaka
sayisinin az olmast nedeniyle iki
grup arasinda istatistiksel analiz
yapilamamigtir. Genel olarak iki
grup kiyaslandiginda lokoregional
kontrol, hastaliksiz yasam ve
hastalik spesifik sagkalim oranlari
birbirine benzer bulunmustur.

tonsil karsinomlarinin tedavisinde
cerrahi sonrast RT ve KT tedavisi
ile primer RT ve KT tedavilerinin

onkolojik sonuglari benzer
bulunmustur. Fonksiyon
korumaktaki dstiinligii de on

plana gikartlarak radikal cerrahi ve
postoperatif RT tedavisinin yerini
bir¢ok merkezde primer
kemoradyoterapi almaktadir (15-
18). Bulgularimiz T4  tonsil
timorlerinde klinigimizin mevcut
yaklagimi olan Oncelikli cerrahi
tedavinin yerini primer
kemoradyoterapinin  alabilecegi
fikrini ortaya koymustur.

Tonsil T4 Skuaméz Hiicreli Karsinomu Nedeniyle Tedavi Géren Hastalarda Tedavi Sonuglari
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Desmoid tumors are rare, benign

Desmoid tumorler agirlikli olarak geng kadinlarda bulunan lokal agresif benign tiumorlerdir. Biz
burada histopatolojik olarak ispatlanmis renal desmoid tlimorii olan 36 yasinda bir kadin has-
tayl sunuyoruz. Beklenmedik yerlesim yerlerindeki izole desmoid tiimorlerin tanisi
histopatolojik inceleme yapilmadan mumkun olmayabilir fakat Greme cagindaki bir kadin
hastada komsu yapilarda basi ya da yer degistirmeye neden olan buiyik bir batin ici kitle sap-
tandiginda ayirici tanida disunlebilir.

Anahtar Sozcukler: Desmoid, Fibromatosis, Abdominal, Agresif fibromat

Desmoid tumors are locally aggressive benign neoplasms which are predominantly found in
young women. Here we present a 36-year-old woman with histopathologically proven renal
desmoid tumor. Diagnosis of isolated desmoid tumors in extraordinary locations may not be
possible without histopathological examination but they may be considered in the differential
diagnosis when a huge intraabdominal mass causing compression or displacament of
neighboring structures is detected in a female patient at reproductive age.

Key Words: Desmoid, Fibromatosis, Abdominal, Aggressive fibromat

and her family’s medical history
were unremarkable. She had only
taken oral contraceptive pills for

tumors of musculoaponeurotic
fibrous  tissue,  which  are

iCorresponding author

Dog.Dr. Nuray Haliloglu

Phone : 595 67 81

E-mail : nurayunsal2@hotmail.com

Ankara University School of Medicine Department of
Radiology

predominantly found in young
females (1, 2). They are locally
aggressive  tumors with no
predisposition for distant
metastasis and have a strong
tendency to recur after surgical
removal (2, 3). Desmoid tumors
may be found in extra-abdominal,
abdominal and intra-abdominal
sites, and less commonly in the
extremities and trunk.
Intraabdominal desmoids can arise
from the mesentery,
retroperitoneum, or pelvis (2, 4).
This case report demonstrates an
unusual location of a
histopathologically proven
desmoid tumor in a young woman
at reproductive age.

Case Report

A 36-year-old woman was admitted to

the department of urology with
right flank pain which existed in
the last 10 days. The patient’s own

two months and she was not
taking them recently. She also had
no previous history of abdominal
surgery except for two cesarean
sections, the latest performed 5
years ago.

On physical examination the only

abnormal finding was right flank
tenderness. The results of routine
blood tests and urine analysis were
within normal limits.
Ultrasonography (US) revealed an
egzophytic solid mass in the lower
pole of the right kidney.
Abdominal computed tomography
(CT) was performed in order to
delineate the nature of the mass
and to investigate it’s relation with
the  neighboring  anatomical
structures. On pre-contrast and
contrast enhanced axial CT scans, a
11x10 cm, minimally enhanced,
lobulated solid mass with well-
circumscribed margins was
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detected in the inferior pole of the
right kidney which compressed the
right ureter and caused mild
hydronephrosis. The mass was also
neighboring the inferoposterior
aspect of the liver, the right
iliopsoas muscle and inferior vena
cava but there were no signs of

invasion  (Figure 1). Neither
abdominal lymphadenopathy nor
thrombosis ~ of  the  renal

veins/inferior vena cava were
present. Radical nephrectomy was
performed and no intraoperative
or postoperative complications
occured.

kidney. The lesion was well-
circumscribed, apparently
encapsulated and when cut; , it was
grayish white in color with focal
hemorrhagic areas, with a firm and
rather rubbery in consistence..
Microscopically,  the  tumor
composed of fibroblast-like spindle
cells and exhibited rare mitotic
figures. Nuclei were bland. There
was no obvious cellularity but
bundles of collagen fibers and rare
mixoid changes were present
within the tumor (Figure 2). The
mass was clearly marginated and

cytokeratin, S-100, desmin, actin ,
myoglobulin, CD 34 and HMB-45.
The final  histopathological
diagnosis was consistent with
desmoid tumor

Discussion

The exact etiology of desmoid tumors

is unknown but these tumors are
usually associated with surgical
trauma or endocrine factors
including pregnancy and use of
oral contraceptives. It is also
shown  that  patients  with
Gardner’s syndrome may develop

there were no signs of invasion of

. : desmoid tumors as well (1, 5).
the perirenal fat, renal vein or

Examination of the nephrectomy
material revealed a mass measuring
9 cm. in its longest diameter and
localized in the lower pole of the

ureter. Histopathologically desmoid tumors
are characterized by proliferation
of well-differentiated fibroblasts
and bundles of collagen with an
infiltrative growth pattern and
absence of cytological features of
malignancy (1).

The immunohistochemistry analysis
revealed no positive stainings with

Site of surgical scars and the bowel
mesentery are common locations
of  desmoid  tumors  and
retroperitoneum and abdominal
wall are less common sites of
occurence (5). Isolated
intraabdominal desmoid tumors
are rare and are mostly seen in
females at reproductive age (6). It is
known that desmoid tumors may
cause hydronephrosis secondary to
compression or displacement of
ureters (6-8). Nevertheless as far as
we are concerned there is no
published report in the literature
describing  an  intraabdominal
desmoid tumor originating from
kidneys.

Figure 1: On contrast enhanced axial CT scan, a renal mass with smooth contours and
minimally enhanced internal components (arrow) is demonstrated. The mass is neighboring
the inferior vena cava and compressing the right ureter (arrowhead).

Patients with isolated intraabdominal
desmoid tumors may present with
a palpabl mass or with symptoms
due to desmoid-induced
complications of adjacent organs
including  bowel, wureter and
abdominal blood vessel
obstruction (4). When a mass
located in the abdominal wall or in
the abdominal cavity which does

Figure 2: Panoramic view of the tumor. H&E x100 (A). Histologic specimen showing spindle
cells seperated by collagen. Cells are uniform, lacking nuclear hyperchromosia and atypia.
H&E x200 (B).
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not arise from the surrounding
organs is detected, the possibility
of an intra-abdominal desmoid
tumor must be considered in the
differential diagnosis (9).

When a solid renal mass is detected,

Desmoid tumors

the extensions of the tumor and

it’s  relations with  adjacent
structures such as vessels and
ureter must be documented
preoperatively in  order to

distinguish whether the tumor has
truly  invaded the adjacent
structures  suggesting malignant
neoplasms or compressed them
suggesting benign neoplasms. This
may not always allow the clinician
to differentiate an isolated desmoid
from other retroperitoneal and
pelvic neoplasms, but may help an
appropriate theraphy planning (2,
10).

can be seen as
relatively hypodense, solitary or
multiple encapsulated masses or
poorly circumscribed nodules on
CT scans (9). Since they are
composed of well-differentiated
fibrous tissue, rapid enhancement
may not be seen after intravenous
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Mesane taslari tim idrar yolu tasi hastaliklarinin %5'ini olusturmaktadir. Genellikle prostat
blytmesi, nérojenik iseme bozuklugu gibi infravezikal obstriiksiyondan dolayi yash erkeklerde
gorulur. Enfeksiyon, yabanci cisim, kadinlarda nadiren gebelik ve anti inkontinans cerrahisi de
mesane tasl icin predispozan faktér olabilir. Nadiren herhangi bir predispozan faktorleri
olmayan cocuk ve geng saglikl hastalarda gorilebilir ve bu duruma “endemik mesane tasi “
denir. Biz de endemik dev mesane tasi olan ve perkiitan sistolitotomi gerceklestirilen 43
yasindaki bayan hastayl sunduk. Tas boyutu 61x56 mm olarak o6lctildi. Tas analizi kalsiyum-
oksalat olarak raporlandi. Hastamizda tim arastirmalara ragmen etyolojiye yonelik bir neden
yoktu ancak hasta Cin'den gelen bitkisel bir hap kullanmisti. Bu olgu sunumunun amaci,
mesane tasinin herhangi bir predispozan faktorii olmayan orta yasli hastalarda gelisebilecegi
gercedini vurgulamaktir.

Anahtar Sozctikler: Dev mesane tasi, predispozan faktor, tedavi yaklasimi

Bladder stones account for 5% of all urinary tract’s stone diseases. They are usually seen in
older men because of infravesical obstructions such as prostate hyperplasia and neurogenic
voiding dysfunction. Infection, foreign bodies, anti-incontinence surgery in woman can also be
predisposing factors for bladder calculus. They can rarely be seen in children and young,
healthy patients without any predisposing factors and are then called “endemic bladder
calculi”. In this case report we present a 43 year old woman who has had an endemic giant
bladder calculus and on whom we performed percutaneous cystolithotomy. The stone
measured 61x56 mm in size. It was composed of calcium oxalate. In our patient, despite all the
researches there was no etiological cause but the patient, had used herbal pills that came from
China. The aim of this case report is to emphasize the fact that bladder calculi can develop in
middle-aged patients without any predisposing factors.

Key Words: Giant bladder Stone, predisposing factor, treatment strategy

Bladder stones compose %5 of the accompanied. Bilateral
urinary tract stones and they ureterohydronephrosis, and
generally develop secondary to the sometimes chronic renal failure
outflow tract obstruction of also can be seen in these patients.
bladder, voiding dysfunction, Therapy must be planned after the
foreign body or recurrent urinary etiology is identified. Otherwise
tract infection (1, 2). It is more the therapy will be insufficient.

often seen in the developing
nations than the developed. Also it
is more frequently seen in males
older than 50 years and in females
after urinary incontinence
surgeries (3).

Endemic bladder stones are frequently
seen in Turkey and Iran, but also
seen in Thailand, Indonesia, and
Papua New Guinea. Endemic
bladder stones are seen more often
in males and it peaks at the age of

Bladder stones generally develop five. They are rarely composed in
secondary to the outflow tract kidney and fall into the bladder.
obstructions of the bladder and These stones are generally uric acid
recurrent urinary tract infection, or calcium oxalate stones (4). The

hematuria, urine retansion are
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In

etiology is not identified exactly
but the dietary factors are accused.

this case report, a giant bladder
stone of a mid-aged woman
without any predisposing factor is
presented with the literature
related to it.

CASE REPORT

A

43 year-old female patient was
admitted with complaints  of

hematuria and dysuria. Urinalysis

result revealed; 43 erythrocytes, 14
leukocytes/ml. Abdominal plain
film showed a 60 mm diameter
opacity compatible with the stone
at the right side of the bladder wall
(Figure 1). Urinary  system
ultrasonography showed a 61x56
mm stone at the base part of the
bladder with a posterior acoustic
shadow (Figure 2). The upper
urinary tract was normal and there
was no dilatation of the collecting
system.  Postvoiding  residual
volume was 20 cc. There was no

Figure 1 : A giant stone formation in bladder.

Figure 2: Stone at the base part of the bladder with an posterior acoustic shadow.

On

other features about the patient’s
history except hematuria and
dysuria. The patient had a C/S
history for two times and didn’t
have any other urinary or pelvic
surgery history.

At first we used cefuroxime axetil, a

second-generation cephalosporin,
for the urinary tract infection of
the patient. After the urine was
sterile; we performed a filling
cystometry and a pressure flow
study. The capacity of the bladder
was 510 cc and there wasn’t any
over-active  contractions  and
voiding dysfunction and the results
of the uroflowmetry was; Qmax:
27 Qaverage: 11.

cystoscopic examination; the
urethra was normal but mucosa of
the bladder was edematous and
hyperemic. There was not any

obstruction  findings such as
increased trabeculation or
diverticules in the bladder.

Afterwards percutaneus cystolit

hotomy was performed and the
stone was fragmented with the
ultrasonic lithotriptor, a sample
was taken for the stone analysis.
Both a cystostomy catheter and an
urethral foley catheter was placed.
On postoperative first day the
cystostomy catheter and on the
second day the foley catheter were
removed and the patient was
discharged. The result of the stone
analysis was reported as a calcium
oxalate stone.

In the first control at postoperatively

second month, 24-hour wurine
parameters and blood
parathormone levels were analyzed
and all were found to be normal.
The follow-up period was 18
months and patient was seen on
every 6" month. At each visit,
urinanalysis, serum  creatinine
analysis, plain film and abdominal
ultrasonography were performed.
No urinary tract infection or new
stone formation was seen in this
period.
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DISCUSSION

The  first

bladder  stone  was
determined in 4800 BC at a male
child patient (5). Endemic bladder
stones are usually seen in child
patients however it is rare in
developed countries as a result of
healthy eating and antimicrobial
therapies. It is more often seen in
the developing countries.

Bladder stones can be determined

Although

when researching the symptoms of
a patient with lower urinary tract
sypmtoms. The common

symptoms of primary bladder
stones  are  intermittant  or
continuous hematuria and

suprapubic  pain. The most
common symptom is dysuria. In
our patient the predominant
symptoms were hematuria and
dysuria.

urinary — system  stone
diseases are frequently seen in the
community, the bladder stone
disease is rare. In male patients,
underlying usually
infravesical obstructions, urinary

causes are
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tract infections and foreign bodies.
In our patient despite all the
researches no etiological cause was
identified, only that the patient
had used herbal pills that came
from China. As we were unable to
contact with other patients using
these pills the place of this drug in
the etiology of this disease remains
undetermined.

Extracorporeal shock wave
lithothripsy (ESWL),
cystolithotomy, endoscopic

cystolithotomy (transurethral or
percutaneous) can be used for the
treatment of bladder stones. The
success rate of ESWL ranges from
%72 to %100 and it is a suitable
method for patients with severe
comorbidities (6). However, ESWL
has a low success rate in large
bladder stones.

The success rate of open surgery is

%100 (7), the main limitation of
this procedure is its invasiveness.
Both cystoscopy and endoscopic
cystolithotomy are the most
suitable treatment options for

Andersen DA. The nutritional

significance of bladder stones. Br J
Urol 1962;34:160-177.

Papatsoris AG, Varkarakis I, Dellis A,
Deliveliotis C. Bladder lithiasis: From
open surgery to lithotripsy. Urol Res
2006;34:163-167.

Al-Ansari A, Shamsodini A, Younis N,
et al. Extracorporeal shock wave
lithotripsy

these stones, as the bladder
underlying obstructive pathologies
can be checked by this method.
When the stone diameter is over 5
cm, percutaneous cystolithotomy
and open surgery are more
effective. In this patient, we dilated
to 24 F under cystoscopic vision
then we used a 22 F nephroscope.
The stone was fragmented with the
ultrasonic lithotriptor. The
treatment option is  decided
depending on the patient’s age, sex,
stone size and the presence of
infravesical obstruction.

Although the bladder stones are

mostly seen in patients with
infravesical obstruction,
neurogenic  bladder,  bladder
diverticulum, chronic bacteriuria,
upper urinary system stones and
foreign bodies, it can also be seen
in patients without an etiologic
factor. Treatment of the bladder
stone is not only extracting the
stone. The etiological cause must
also be cleared and treated.
Otherwise recurrent bladder stones
would be seen.

monotherapy for treatment of patients
with urethral and bladder stones
presenting  with  acute  urinary
retention. Urology 2005;66:1169-1171.

Takasaki E, Suzuki T, Honda M, et al.
Chemical compositions of 300 lower
urinary tract calculi and associated
disorders in the urinary tract. Urol Int
1995;54:89-94.
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