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Pendulous Breast Radiotherapy in Prone Position

Prone Pozisyonda Pandiiler Meme Radyoterapisi
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OZET
GIRIS ve AMAC: Meme koruyucu cerrahi uygulanmis meme kanseri tanili hastalarda adjuvan radyoterapi
standart tedavidir. Radyoterapi sonrasi kozmetik sonuglari en ¢ok etkileyen faktorlerden birisi de meme boyutudur.
Bu c¢aligmanin amac1 pandiiler meme nedeni ile prone pozisyonda radyoterapi uyguladigimiz hastalarda kozmezis
ve dozimetrik dagiliminin degerlendirilmesidir. YONTEM ve GERECLER: Temmuz 2015-Agustos 2017 tarihleri
arasinda meme koruyucu cerrahi uygulanmig 17 hastaya prone pozisyonda radyoterapi uygulandi. Hastalara prone
meme yatagi ile simiilasyon yapildi ve konvansiyonel fraksinasyonla tiim memeye 50 Gy; timor yatagina ortanca
14 Gy (10-16 Gy) radyoterapi uygulandi. Tedavi planlama sisteminden hedef hacim ve kritik organlarin dozimetrik
degerlendirmeleri yapildi. RTOG tokisisite kriterleri kullanilarak akut ve geg¢ yan etkiler degerlendirildi.
BULGULAR: Meme koruyucu cerrahi uygulanan biiyiik ve sarkik (panduler) memeli 17 hasta degerlendirildi.
Ortalama yas 59 (38-87); ortalama tiimor boyutu 2.2 cm (0,7-5.5 cm) idi. Tim memeye 50 Gy, timor yatagina
median 14 Gy (10-16 Gy) boost uygulandi. PTV meme minimum, maksimum, ortalama dozlari; 3341cGy, 5544
cGy, 5161 cGy;.akciger ortalama doz ve V5, V20, V30 ortalama yiizdeleri: 414 cGy, %10.5,% 5, %3.6;kalp
ortalama doz ve V5,V10,V30 ortalama yiizdeleri; 256¢Gy, %7.7, %3.3, %1.2; karst meme maksimum ve ortalama
doz; 1128 cGy ve 44 cGy idi.7 hastada grade 2, 1 hastada grade 3 radyodermit gelisti. Ortalama 14.5 aylik (1-24
ay) takipte niiks veya kotii kozmetik sonug gozlenmedi.
TARTISMA ve SONUC: Panduler memelerin supine pozisyonda alinmasi ile daha ¢ok doz inhomojenitesi
goriilmekte ve bunun sonucu olarak kozmezis bozulmaktadir. Ayrica biiylik alanlarin 1sinlanmasi ile akciger ve
kalp toksisitesi artmaktadir. Panduler meme 1sinlamalarinda prone pozisyon ile iyi doz homojenitesi ve kozmezis
saglanabilmektedir.
Anahtar Kelimeler: Meme kanseri, pandiiler meme, prone pozisyon

ABSTRACT
INTRODUCTION: Adjuvant radiotherapy is the standard treatment for breast cancer patients who underwent
breast conserving surgery. One of the most important factors affecting cosmetic results after radiotherapy is breast
size. The aim of this study was to evaluate the cosmesis and dosimetric distribution of patients undergoing
radiotherapy in the prone position due to pandular breast.
METHODS: Between July 2015 and August 2017, 17 patients who had breast conserving surgery and
radiotherapy were evaluated. Patients were simulated in prone position. Fifty Gy to the breast; median 14 Gy (10-
16 Gy) boost to the tumor bed were applied. Dosimetric results were evaluated from treatment planning system.
Acute and late side effects were evaluated by using RTOG toxicity criteria.
RESULTS: Seventeen patients with pendulous breasts who underwent breast conserving surgery and radiotherapy
were evaluated. The mean age was 59 (38-87); mean tumor size was 2.2 cm (0.7-5.5 cm). Median 50 Gy (48-50
Gy) radiotherapy was applied to the whole breast with a median 14 Gy (10-16 Gy) boost to the tumor bed. PTV
minimum, maximum and mean doses were 3341 cGy, 5544 cGy, 5161 cGy; mean dose of lung and V5, V20, V30
values were 414 cGy, 10.5%, 5%, 3.6%; hear tmean dose and V5, V10, V30 values were; 256cGy, 7.7%, 3.3%,
1.2%; maximum and mean doses of the contrlateral breast were 1128 cGy and 44 cGy. In 7 patients grade 2
radiodermitis; in 1 patient grade 3 radiodermitis was observed. There was no recurrence or poor cosmetic outcome
during the14.5 months follow-up (1-24 months).
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DISCUSSION AND CONCLUSION: More dose inhomogenity is seen in the supine position radiotherapy of
pendulous breasts and as a result bad cosmetic results may be observed. Also lung and heart toxicity increases
with the irradiation of large areas. Good dose homogenities and cosmetic results may be achieved by prone

position.
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GIRIS

Meme kanseri kadinlarda en sik goriilen ve
olime neden olan kanserler arasinda akciger
kanserinden sonra ikinci sirada yer alan
kanserdir (1). Erken evre (evre I-1I) meme
kanserli olgular gliniimiizde genellikle meme
koruyucu cerrahi ile tedavi edilmektedir. Meme
koruyucu cerrahi uygulanmig olan hastalarda
cerrahi sonrasi radyoterapi standart olarak
onerilmektedir (2-5). Meme koruyucu cerrahi
ve radyoterapi ile yapilan tedavinin amaci
diisiik lokal niiks ile beraber iyi bir kozmetik
sonug elde etmektir.

Daha 6nce yapilan caligsmalarda meme

koruyucu  cerrahi  sonrast  radyoterapi
uygulanmig panduler memeye sahip hastalarda
hem doz homojenitesinin hem de kozmetik
sonuclarin kiigiilk memeye sahip hastalara gore
daha koti oldugu sonucuna varilmistir.
Ozellikle cildin cilde temas ettiZi meme
sulkusunda cildinbolus etkisi yaratmasi sonucu
bu bolgede doz artislar1 oldugu ve bunun da
cilt yan etkilerinde artisa neden oldugu
gozlenmigtir.  Panduler memeye  sahip
hastalarda prone pozisyonda radyoterapi
uygulamasinin kozmetik sonuclarinin
miikemmel oldugu ve 3 ve 5 yillik lokal kontrol
oranlarinin da standart radyoterapi tekniklerine
benzer oldugu belirtilmistir (6-8).
Bu ¢alismada meme koruyucu cerrahi sonrasi
prone pozisyonda radyoterapi uygulanmis olan
hastalarda kozmetik sonuglarin ve radyoterapi
doz dagiliminin degerlendirilmesi
amaglanmustir.

GEREC VE YONTEM

Temmuz 2015-Kasim 2017 tarihleri arasinda
prone pozisyonda tedaviye almmis 17 olgu
retrospektif olarak degerlendirilmistir.
Caligmaya erken evre meme kanseri tanisi ile
meme koruyucu cerrahi sonrasi radyoterapi
(RT) uygulanmis olgular dahil edilmistir.

RT oncesi tiim olgularin fizik muayeneleri
yapilmig , rutin biyokimya ve hemogram
tetkikleri istenmis, olgular patoloji raporlar1 ve
cerrahi Oncesi istenmis olan evreleme tetkikleri
ile degerlendirilmistir.

RT planlama i¢in hastalara prone meme yatagi
(Q2 Fix Access Prone G2 Breast Device) ile
pozisyonlama ve sabitleme yapilmis; 4D — BT
simiilator (Philips Brillance CT Big Bore
Oncology) ile 3 milimetrelik kesitlerle planlama
tomografileri cekilmistir. BT ¢ekimi sonrasi
konturlama bilgisayarina génderilen goriintiiler
iizerinden her hastaya hedef hacimler (tim
meme ve tiimor boost dozu gereken olgularda
timor yatagi) klinik hedef alan olarak
belirlenmistir. Meme hedef hacmi (PTV)
belirlenirken planlama BT’de goriilen meme
dokusu esas alinmistir. Meme PTV’sine
pektoral kaslar ve serratus anterior dabhil
edilmemis; PTV sinirlari lateralde mid-aksiller
cizgiyi, medialde sternal-kostal bileskeyi
gecmeyecek sekilde belirlenmigtir. PTV ciltten
5 mm igeri ¢ekilmistir. Timdr yatagi cerrahi
klipslerle belirlenmis; cerrahi klips bulunmayan
olgularda tiimor yatagi belirlenmesi igin cerrahi
oncesi ultrasonografi ve mamografi goriintiileri
ile birlikte; RT planlamasi i¢in ¢ekilen planlama
tomografilerindeki seroma goriintiileri birlikte
degerlendirilmistir. Timor yatagi belirlendikten
sonra her yonden 1.5 cm’lik marjin verilerek
timor yatagt PTV’si olusturulmustur. Tim
hastalarda kritik organlar da (karst meme,
akcigerler, kalp) her BT kesitinde ayr1 ayri
¢izilmistir.

Planlama Eclipse planlama sistemi ile
field in field (FIF) teknigi kullanilarak yapilmis
ve planlama igin tanjansiyel alanlar
kullanilmistir. RT Varian Rapid Arc cihaz ile
giinlik 2 Gray (Gy) fraksiyon dozunda 25
fraksiyonda tiim memeye 50 Gy ; sonrasinda
timor yatagina median 14 Gy ( 10-16 Gy) boost
dozu olacak sekilde uygulanmistir. Duktal
karsinoma in situ tanist olan 2 olguya boost
dozu uygulanmamistir. 8 hastaya prone
pozisyonda; 7 hastaya supin pozisyonda boost
dozu uygulanmustir.

Hastalar yan etkiler ve kozmetik
sonuglar agisindan  rutin  kontrollerinde
degerlendirilmistir (RT siiresince her hafta,
RT’den 2 ay sonra, sonrasinda ise 2 y1l boyunca
3 ayda bir). RT'ye bagh cilt reaksiyonlarn
RTOG (Radiation Therapy Oncology Group)
toksisite  degerlendirme kriterlerine  gore
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skorlanmistir. RTOG'nin degerlendirmelerine
gore soluk, mat eritem, hafif gerginlik kasinti
gradel; Hassasiyet, parlak eritem, kuru
deskuamasyon, agri, kasint1 ve gergin cilt grade
2; 1slak deskuamasyon, soyulma, agrili 6dem,
yesil/sar1 eksiidagrade 3; iilserasyon, nekroz
grade 4 olarak skorlanir (9). Dozimetrik
degerlendirmeler ise planlama bilgisayar
tizerindeki  veriler degerlendirilerek elde
edilmistir.Dozimetrik olarak hedef hacim
minimum , maksimum , ortalama dozlar1 ;
akciger ortalama dozu ve 5 Gy , 20 Gy ve 30
Gydoz alan hacim yiizdeleri ( V5, V10,V30) ;
kalp ortalama ve V5,V10,V30 degerleri; karst
meme maksimum ve ortalama dozlar
degerlendirilmistir.

Orijinal Makale

BULGULAR

Calismaya dahil edilen 17 hastanin
11’inde sag meme; 6’sinda sol meme kanseri
tanis1 mevcuttu. Ortalama yas 59 (38-87),
ortalama tiimor boyutu 2.2 cm (0.7-5.5 cm)
olarak saptandi. Hastalarin tamamima meme
koruyucu cerrahi uygulanmisti. 2 duktal
karsinoma in situ (TiSNOMO); 15 invaziv meme
karsinom (T1-T2NOMO)  tamili  hasta
degerlendirildi. = Hastalar hormon reseptor
verilerine gore degerlendirildiginde; 12 hastada
ER ve PR pozitif , 2 hastada negatif bulunmus;
3 hastanin ER ve PR verilerine ulagilamamustir.
Her 2 verilerine gore degerlendirildiginde 10
hastada Her 2 negatif , 4 hastada pozitif
bulunmus; 3  hastanin ise verilerine
ulagilamamistir. Yedi hasta kemoterapi, 12
hasta hormonoterapi aldi. Panduler meme
nedeni ile hastalara prone pozisyonda RT
uygulanmasina karar verildi Tiim memeye 50
Gy, tiimér yatagina median 14 Gy (10-16 Gy)
boost uygulandi. DCIS tanili 2 hastaya boost
uygulanmadi. 8 hastaya prone pozisyonda (7
foton, 1 elektron), 7 hastaya supin pozisyonda
(5 elektron, 1 foton, 1 foton-elektron) boost
uygulandi. Ortalama PTV meme hacmi 2094 cc
(1467-3316 cc) bulundu. PTV meme
minimum, maksimum, mean ve D95 ortalama
dozlari; 3341cGy, 5544 cGy, 5161 cGy, 4785
cGy idi. Akciger ortalama mean doz ve V5,
V20, V30 ortalama yilizdeleri: 414 cGy,
9%10.5,% 5, %3.6 idi. Kalp ortalama mean doz
ve V5,V10,V30 ortalama yiizdeleri; 256¢Gy,
%7.7, %3.3, %1.2 idi. Kars1t meme maksimum
ve mean doz ortalamasi; 1128 cGy ve 44 cGy
idi.
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Hastalarin ~ timiinde RT’ye bagh cilt
degisiklikleri gozlendi, 9 hastada grade 1, 7
hastada grade 2, 1 hastada grade 3 akut
radyodermit gelisti. Ortalama 14.5 aylik (1-24
ay) takipte niiks veya kotii kozmetik sonug
gbzlenmedi.

TARTISMA

Meme koruyucu cerrahi ve adjuvan RT meme
kanseri tanis1 almis olan bir¢ok kadin hastada
mastektomiye esdeger sagkalim ve lokal
kontrol saglamaktadir. Ancak panduler memeye
sahip kadinlarda cilt katlantilarinda , 6zellikle
meme sulkusunda olusan yiiksek dozdan dolay1
RT ile ciddi akut cilt reaksiyonlar1 ve
sonrasinda fibrozis gozlenebilmektedir. Supin
pozisyonda RT  uygulanmis  hastalarin
sonuglari degerlendiren ¢aligmalarda meme
boyutunun biiylimesi ile kozmetik sonucun
kotiilestigi gbzlenmistir. Clarke ve
arkadaslarinin tim meme RT uygulanmig 78
hastay1 degerlendirdikleri calismada A kap
boyutundaki memelerde %2100 iyi kozmetik
sonu¢ elde edilitken , D kap boyutundaki
memelerde bu oranin  %50’ye  distiigi
gozlenmistir (10). Ray ve arkadaglarinin
calismasinda ise benzer sekilde A ve B kap
boyutunda % 92 miikemmel kozmetik sonug
elde edilirken, C kap ve lizerinde bu oran %64’e
gerilemistir (11). Bu nedenle panduler memeye
sahip olgularda RT’de prone pozisyonun
kullanilmasi glindeme gelmistir.

Bergom ve arkadaslarinin yaptigi caligmada
1998-2006 yillarinda prone pozisyonda meme
RT’si  uygulanmig 110 olgunun kozmetik
sonuclart degerlendirilmis, en kotii gézlenen
akut yan etki grade 3 olarak raporlanmis ve
hastalarin %5’inde gdzlenmistir. Ortalama 40
aylik takip sonucunda hastalarin %89 ‘unda
milkemmel kozmetik sonug elde edilmistir (12).
Bizim g¢alismamizda sadece 1 hastada grade 3
akut cilt yan etkisi gbézlenmis ve takiplerde
hastalarin  %100’tinde miikemmel kozmetik
sonu¢ elde edilmistir. Bu farklilik hem
calismalardaki hasta sayilarinin hem de hasta
ozelliklerinin (viicut kitle endeksi, kemoterapi-
hormonoterapi kullanimi, 1k, cilt rengi gibi)
farkliligindan kaynaklanmis olabilir.

Chen ve arkadaglarinin 2013 yilinda
yaptig1 caligmada prone pozisyonda tedaviye
alinmis erken evre meme kanseri tanili 21
hasta hem dozimetrik ac¢idan hem kozmetik
sonuglar agisindan degerlendirilmistir.
Ortalama 26.8 aylik takipte hastalarin %88’inde
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grade 1 dermatit gézlenmis, grade 2 ve lizeri cilt
yan etkisi gdzlememistir. Supin pozisyonla
karsilastirmalit  degerlendirmede  panduler
memeye sahip bu olgularda prone pozisyon ile
daha homojen doz dagilimi saglandig1 rapor
edilmistir (13).

Goodman ve arkadaslari erken evre
meme kanseri nedeni ile RT uygulanmisg
panduler memeye sahip 20 hastada prone
pozisyonda konvansiyonel tanjansiyel alan
planlart ile yogunluk ayarli radyoterapi (YART)
plan sonuclarini karsilastirmiglardir.
Konvansiyonel planda doz heterojenitesi daha
yiiksek bulunmustur. Konvansiyonel planda
maksimum dozlar %114 olarak hesaplanirken
YART planlarinda bu deger %107 olarak
bulunmustur. Yazarlar prone pozisyonda
YART planlamas: ile daha homojen doz
dagilimi elde edildigini bunun da akut ve kronik
cilt yan etkilerinde azalma saglayabilecegini
belirtmislerdir (14).

Bu calismadaki sonuglarimiz
literatiirdeki sonuglar ile benzerdir. Sadece 1
hastada grade 3 akut yan etki gdzlenmis ve
takiplerinde hastalarin tamaminda iyi kozmetik
sonug elde edilmistir. Dozimetrik

Orijinal Makale
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Evaluation of Prognostic Factors Affecting Disease-Free Survival and
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OZET

GIRIS ve AMAC: Calismamizda, mide kanserli hastalarda operasyon sonrasi hastaliksiz sagkalim ve genel
sagkalimi etkileyen prognostik faktorlerin retrospektif olarak degerlendirilmesi amaglandi
YONTEM ve GERECLER: Calismamizda, Ocak 2014 - Aralik 2018 tarihleri arasinda merkezimizde mide
kanseri tanisiyla adjuvan tedavi alan 194 hastanin arastirma kapsaminda tibbi kayitlar1 sistem notlarindan ve hasta
dosyalarindan retrospektif olarak incelendi. Mide kanseri nedeniyle opere olup adjuvan tedavi alan, 18 yas ve
tizerindeki hastalar ¢aligma grubuna dahil edildi. Sekonder malignite, peritoneal tutulum veya uzak metastaza
sahip olan hastalar ¢alisgmaya dahil edilmedi. Sagkalim siirelerinin gruplar arasi karsilagtirilmasinda Log-Rank
testi, sagkalim i¢in prognostik faktorlerinin belirlenmesinde Cox Regresyon modeli kullanildi.
BULGULAR: Calisma grubunu olusturan 194 hastanin %66.0’s1 erkek, %34.0’i kadin olup; medyan yas 60 (26-
85) idi. Tek degiskenli analizde, ECOG performans skorunun artigt, ileri Timér (T), Nod (N), ileri Tiimoér, Nod,
Metastaz (TNM) evresi, artmis metastatik lenf nodu orani hastaliksiz ve genel sagkalim igin kotli prognostik
faktorler olarak bulundu. Lenfovaskiiler invazyonun olmasi ise; yalnizca hastaliksiz sagkalim i¢in kotii prognostik
faktor olarak saptandi. Cox regresyon analizinde, genel sagkalim i¢in ileri T evresi ve ileri TNM evresi, hastaliksiz
sagkalim icin ise, ileri T evresi bagimsiz kotii prognostik faktorler olarak tespit edildi.
TARTISMA ve SONUC: Elde edilen sonuglara gore, opere mide kanserli hastalarda, ileri T evresi ve TNM
evresinin genel sagkalim agisindan kotii prognostik faktorler olabilecegi, ayrica ileri T evresinin hastaliksiz
sagkalimi olumsuz etkiledigi gosterildi.
Anahtar Kelimeler: Mide kanseri, Gastrektomi, Prognostik Faktorler, Sagkalim

ABSTRACT
INTRODUCTION: The aim of the study was to retrospectively evaluate the prognostic factors affecting the
disease-free survival and overall survival in gastric cancer patients after the operation.
METHODS: In the study, the medical records of 194 patients who received adjuvant therapy with the diagnosis
of gastric cancer in our center between January 2014 and December 2018 were retrospectively analyzed from the
system notes and patient files. Gastric cancer patients aged 18 years or older who underwent operation were
included in the study group. Secondary malignancy, peritoneal involvement or distant metastasis were not included
in the study group. Log-Rank test was used to compare survival times between groups, and Cox Regression
analysis was used to determine prognostic factors for survival.
RESULTS: The median age of 194 patients (66.0% male, 34.0% female) was 60 (26-85). In univariate analysis;
poor performance score, advanced Tumor (T) stage, advanced Node (N) stage, advanced Tumor, Node, Metastasis
(TNM) stage, and increased metastatic lymph node ratio were found to be poor prognostic factors for disease-free
survival and overall survival. Lymphovascular invasion was found only as a poor prognostic factor for disease-
free survival. In Cox regression analysis, advanced T stage and advanced TNM stage for overall survival and
advanced T stage for disease-free survival were determined as independent poor prognostic factors.
DISCUSSION AND CONCLUSION: According to the results obtained, it was shown that advanced T stage and
TNM stage may be poor prognostic factors in terms of overall survival in patients with operated gastric cancer and
also advanced T stage negatively affected disease-free survival.
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GIRIS

Mide kanserleri, diinya ¢apinda en sik goriilen
dordiincii  kanser olup; koti  prognostik
ozellikleri ile 6nemli bir saglik sorunu olmaya
devam etmektedir. Her yil 950.000'den fazla
yeni mide kanseri tanis1 konulmaktadir (1).
GLOBOCAN 2018 wverilerine gore, mide
kanseri, akciger ve kolorektal kanseri takiben,
diinya capinda kanser 6liimlerinin {igiincii onde
gelen nedenidir (2).

Mide kanserlerinin en sik goriilen tipi
adenokarsinomlardir  (%95) (3). Mide
adenokarsinomlar1 anatomik bolgelerine gore
kardiyak ve Kkardiyak olmayan olarak
siiflandirilmaktadir. Gastrik kardiya
kanserleri, gastrodzefageal bileskeye bitisik
bolgede ortaya cikmaktadir ve Ozefagus
adenokarsinomu ile benzer epidemiyolojik
ozellikler tagimaktadir. Distal mide kanseri
olarak da bilinen kardiyak olmayan kanserler
daha sik goriilmektedir ve midenin alt kisminda
ortaya ¢ikmaktadir(3).

Operabl mide kanserli hastalarda
kiiratif cerrahi ve lenf nodudiseksiyonu mide
kanseri i¢in en Onemli tedavi stratejisi olarak
kabul edilmektedir (4).Kiiratif cerrahiye
ragmen; hastalarin %21.8-63.4'inde rekiirrens,
peritoneal yayilim veya uzak metastaz
gorildiigii ve bunun da kotli prognoza neden
oldugu bildirilmektedir (5). Bu sonuglar sadece
cerrahinin  tedavide  yeterli  olmadigim
gostermektedir. Bu da cerrahiye ek olarak
adjuvan tedaviyi bu hastalar i¢in bir oncelik
haline getirmektedir (6). Cerrahi rezeksiyon
uygulanan mide kanseri vakalarinda niiksii
onlemek ve sagkalimi artimak i¢in
adjuvankemoterapi (KT) veya
adjuvankemoradyoterapi (KRT) tercih
edilebilmektedir (7).

Mide kanseri teshisi alan hastalarin
cogu hastaligin ileri evresinde bagvurmaktadir
bu nedenle sagkalim oram diisiiktiir (8). Yas,
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cinsiyet, beslenme durumu, komorbiditeler,
lokalizasyon, boyut, invazyon derinligi,
tiimoriin  histolojik 6zellikleri, lenfovaskiiler
invazyon, nodal durum, kiiratif cerrahi , cerrahi
siir, lenf nodu disseksiyonu tipi, adjuvan
tedavi  Onemli  prognostik  faktorlerden
bazilaridir(9). Mide kanseri hastalarinda, klinik
ve patolojik prognostik faktorlerin
tamimlanmas1 6nemlidir. Ciinkii prognostik
faktorler secilecek tedaviler hakkinda yol
gosterici sagkalimin
arttirllmasini saglayabilmektedir (8).

olabilmekte ve

Calismamizin amaci, merkezimizde
opereolmus mide kanserli hastalarda hastaliksiz
sagkallm ve genel sagkalimi etkileyen
prognostik  faktorlerin  retrospektif olarak
degerlendirilmesidir.

MATERYAL METOD

Arastirma kapsaminda, Ocak 2014 - Aralik
2018 tarihleri arasinda merkezimiz medikal
onkoloji kliniginde mide kanseri nedeniyle
adjuvan tedavi alan 194 hastaya ait tibbi
kayitlar, hasta dosyalarindan ve elektronik kayit
sisteminden retrospektif olarak incelendi.
Calismaya mide kanseri tanisi ile opere olmus
18 yas ve iizerindeki hastalar dahil edildi.
Herhangi  bir ikincil malignitesi olan,
peritonealtutulumlu  veya wuzak metastazli
hastalar ¢alisma grubuna dahil edilmedi.

Calismamiz Tipta Uzmanlik ve Egitim
Kurulu (toplantt numarasi: 75, tarih:
30.07.2019) tarafindan onaylanmistir.

Hastalarin yas1 cinsiyeti, performans
durumu- ECOG-PS (Eastern Cooperative
Oncology Group - Performance Status) |,
tiimoriin  yerlesim yeri,tiimdr histopatolojisi,
TNM evresi,postoperatif cerrahi sinir,¢ikarilan
toplam ve metastatik lenf nodu sayisi, adjuvan
radyoterapi varlig1 dosyalarindan kaydedildi.
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Prognostik faktorlerin genel sagkalim ve
hastaliksiz sagkalima etkisi degerlendirildi.
Genel sagkalim hastaligin tani tarihinden 6liime
kadar gecen siire olarak tanimlandi. Hastaliksiz
sagkalim ise; adjuvan tedavi sonrasi hastalik

Orijinal Makale

progresyonu ya da herhangi bir nedenle dliime
kadar gecen siire olarak tanimlandi.

Calismada kullanilan TNM (Timor,
Nod, Metastaz) evrelemesi Diinya Saglik
Orgiitii tarafindan yaymnlanan simflandirmaya
gore yapildi. Metastatik lenf nodu orani,
metastatik lenf nodu sayisinin toplam lenf nodu
sayisina boliinmesiyle hesaplandi.

istatistiksel Analizler

Aragtirma sonucu elde edilen verilerin
analizi SPSS v21 (SPSS Inc., Chicago, IL,
USA) istatistik  programi ile  yapildi.
Tamimlayici verilerin degerlendirilmesinde say1
(n), yiizde, ortanca, minimum ve maksimum
degerleri kullanildi. Sagkalim siirelerinin
gruplar aras1 karsilastirilmasinda Log-Rank
testinden faydalanildi. Sagkalim siireleri i¢in
prognostik faktorlerinin belirlenmesinde ileriye
doniik  secimli Cox Regresyon Analizi
kullanild. Istatistiksel olarak anlamlilik siniri
p<0.05 olarak kabul edildi.

SONUCLAR

Caligma grubunu olusturan 194 hastanin 128’1
(%66.0) erkek, 66’s1 (%34.0) kadin veortanca
yas 60 (26-85) idi.<60 yas hasta oran1 %54iken;
>60 yas hasta oran1 %46 idi. Calisma grubunu
olusturan hastalarin %47.4’lintin ECOG-PS’si
0, %22.2’sinin  kitlesi  gastrodzefageal
bileskede, %70.1’inin ameliyat tipi total
gastrektomi, %70.1’inin histopatolojik tipi
adenokarsinom, %44.3’0 T3 evrede, %52.6’s1
N3 evrede, %74.8’1 Evre 1II, %99.0’unun
cerrahi sinirt negatif, %70.6’s1
adjuvanradyoterapi (RT) tedavisi almisti.
Hastalardan ¢ikarilan lenf nodu sayis1 ortancast
26 (3-78), metastatik lenf nodu sayis1 ortancasi
7 (0-38) bulundu (Tablo 1).
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Tablo 1. Hastalarin demografik ve klinikopatolojik
ozellikleri

n (%)
Yas
<60 105 (54.0)
>60 89 (46.0)
Cinsiyet
Erkek 128 (66.0)
Kadin 66 (34.0)
ECOG PS
0 92 (47.4)
1 84 (43.3)
2 17 (8.8)
3 1(0.5)
Tiimor yerlesim yeri
Gastrodzefageal 43 (22.2)
bileske
Diger 151 (77.8)
Ameliyat tipi
Subtotal 58 (29.9)
Total 136 (70.1)
Histopatoloji
Adenokarsinom 136 (70.1)
Tagh yiiziik hiicreli 42 (21.6)
Intestinal 6(3.1)
Diger 10 (5.2)
T evresi
Tl 9 (4.6)
T2 28 (14.4)
T3 86 (44.3)
T4 71 (36.6)
N evresi
NO 28 (14.4)
N1 29 (14.9)
N2 35 (18.0)
N3 102 (52.6)
Evre
| 11 (5.6)
1 38 (19.6)
1l 145 (74.8)
Cerrahi sinir
Pozitif 2 (1.0)
Negatif 192 (99.0)
Cikarilan lenf nodu, median (min- 26 (3-78)
maks)
Metastatik lenf nodu, median (min- 7 (0-38)
maks)
Adjuvan RT
Evet 137 (70.6)
Hayir 57 (29.4)

ECOG PS: Eastern Cooperative Oncology Group
Performance Status; RT: Radyoterapi
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Calisma grubundaki hastalara
uygulanan kemoterapoétiklerarasinda en sik
kullanilan ~ rejimler ~FOLFOX  (%33.5),
CAPEOX (%27.8), FUFA (%17.5), Sisplatin-
kapesitabin (%14.5),Kapesitabin (%6.7) idi
(Tablo 2).

Orijinal Makale

Tablo 2. Hastalara uygulanan kemoterapi
rejimleri ve kullanim oranlar:
n (%)
FOLFOX (5-Fluorourasil, 65 (33.5)
Ldokoverin, Oksaliplatin)
CAPEOX (Kapesitabin, 54 (27.8)
Oksaliplatin)
FUFA (5-Fluorourasil, Folinik Asit) | 34 (17.5)
Sisplatin-kapesitabin 28 (14.5)
Kapesitabin 13 (6.7)
Toplam 194
(100.0)

Calisma grubunda ECOG-PS skoru 0
olmayanlarda, metastatik lenf nodu oran1 >0.25
olanlarda,tiimér boyutu >T3 olanlarda, N 2-3
evrede olanlarda ve Evre III hastalikta
hastaliksiz sagkalimve genel sagkalim siiresi
anlaml olarak daha kisaydi.
Lenfovaskiilerinvazyon  pozitif ~ olanlarda
hastaliksiz sagkalim siiresi anlamli derecede
daha kisa idi (Tablo 3.)

1,0 TEvresi
=712
~T34
= T1-2-sansurlu
I T34-sansurlu

Genel Sagkalim
2
i

I
-
n

0,2

T T T T T T T T T T T T T T T
12 24 36 48 60 72 84 96 108 120 132 144 156 168 180
Aylar

Sekil 1. T evresine gore genel sagkalim degisimi
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Yapilan Cox  regresyon analizi
neticesinde ileri T (Tiimor) evresi ve ileri TNM
evresi genel sagkalim agisindan bagimsiz
prognostik faktorler olarak tesbit
edildi.Yalnizca ileri T evresi ise hastaliksiz
sagkalim acisindan koétii  prognostik faktor
olarak tespit edildi. >T3 evrede olanlar
olmayanlarla kiyaslandigindamortalite riskinin
>T3 evrede olanlarda 2.63 (1.04-6.62) Kat
yiiksek oldugu saptandi (Sekil 1, Tablo 4). Evre
Il olan mide kanseri hastalarinda mortalite
riskinin Evre I-1I olanlara gore 2.65 (1.24-5.67)
kat yiiksek oldugu bulundu ($ekil 2, Tablo 4).
Hastaliksiz sagkalim agisindan bakildiginda.
T3-4 evre mide kanseri hastalarinda
niiks/progresyon geligsme riskinin T1-2 olanlara
gore 2.50 (1.14-5.48) kat yiiksek oldugu
saptand1 (Sekil 3, Tablo 4). Cok degiskenli
analize dahil edilen cinsiyet, ECOG-PS, N
evresi, metastatik lenf nodu orani, lenfovaskiiler
invazyon ve perindralinvazyon ile hastaliksiz ve
genel sagkalim siirelerinde arasinda bir iligki
bulunamadi (Tablo 4.)

10 Evre
~ITEvre1-2
~IEvre3 4
|~ Evre1-2 sansiirlii
0,8+ I~ Evre34.sansiirli
E
£ 0,67
=
o
w
@
c
@
O g4
0,27
0,0

T T T T T T T T T T T T T T T
0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180
Aylar

Sekil 2. TNM evresine gore genel sagkalimin
degisimi

TARTISMA
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Mide kanseri, artmis metastaz riski ve yiiksek
mortalite oranina ek olarak,erken taninin
veradikal rezeksiyon sansinin diisiik oldugu bir
kanser tiiriidiir(10). Mide kanseri ig¢in
prognostik  faktorlerin  belirlenmesi tedavi

Orijinal Makale

siirecine yon verilebilmesi agisindan 6nemlidir
veprognostik faktorler farkli hasta gruplari igin
degiskenlik gostermektedir (8, 11). Bu
aragtirmada opere olmus mide kanseri
hastalarinda, sagkalim siirelerine etki eden
prognostik  faktorleri  retrospektif — olarak
inceledik.

Aragtirmada yas gruplarima gore
hastaliksiz ve genel sagkalim siirelerinin
farklilhik gostermedigi bulundu. Daha O6nce
yapilan arastirmalarda da mide kanseri
hastalarinda, sagkalimm yas ile degisim
gostermedigi bildirilmistir (12, 13). Ancak,
artan yasin sagkalim siiresini kisaltan bir faktor
oldugunu bildiren calismalar da vardir (14).
Calismalarda yas gruplart i¢in farklt sinir
degerlerin segilmesi, gruplarin yas dagiliminin
benzer olmamasi, ileri yasta 6liime neden olan
bagka hastaliklarinda s6z konusu olmasi
caligmalar arasindafarkli  sonuglarin  elde
edilmesine yol agmis olabilir.

Calismamizda, mide kanseri
hastalarinda, genel ve hastaliksiz sagkalim
sonuglarinin kadin ve erkekler arasinda benzer
oldugu bulundu. Arastirmada elde edilen sonug,
mide kanseri hastalarinda, cinsiyetin sagkalim
iizerine etkili faktdrlerden biri olmadigim
gosteren ¢aligmalarin  sonuglartyla benzerdi
(13).(15). Diger yandan, Tokunaga ve
arkadaglarinin arastirmasinda, ¢ok degiskenli
analizde erkek cinsiyete sahip olmanin
sagkalim siiresini kisaltan bagimsiz bir risk
faktorii olarak bulundugu bildirilmistir (14).
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Sekil 3. T evresine gore hastaliksiz sagkalim
stiresinin degisimi
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ECOG-PS, fiziksel
durumunu degerlendirmek i¢in kullanilan bir
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hastalarin

199

tek degiskenli analizde sagkalim tizerine etkili
prognostik faktorlerden biri olarak bulundugu

Tablo 3. 5agkalima athi eden falttdarintek daFiskenli analizi

Hastahlsiz Saskalmm (renel maskalm

Urtanca (7092 A r Urtanca {7o%2 TA) T
Tas srubu
<l IBEE0548T 0481 43312533 0.151
] FZ{IT.3523 3ZEA ST
inmsivat
Erkek J2{ls4458) UL 141203613 0.063
Kadm Ulagilarmad: Ulagilamad:
ECOGTES
] Ulasilamad: 0.003 Ulasilamad: 0.004
I-I-3 2139281 2624 15T
Timar verdagim vari
Lrastrodzatapzal junction 49 (13.0349) U246 Je{13.8-1052) {.761
DHE=r 23T 3926151
Ammezlivat tipi
Subtotal 3I5{15.5354.3) 0444 LT EREI R 0.5960
Total AT 251365 A3 {T7.0-T0.9
Histolopatoloji
Tash viizikhierali ZICT.0-410 0263 F0{IT I41E) 0209
Adsnokasinomve difer AT 27 1245 EETREREERY
Tavrasi
TI-Z Ulasilamad: 0028 | Ulasilamad: 0.016
T34 IZI{IR 45T 3B TS0
Wavrasi
Hi-1 T2 {14.6-1454) 0.009 8 (I13.7-136.2) 0.013
HZ-3 pENER-EERY 10341
THM Evrasi
T-1I T3 {I2.3-1983) 0003 I3E (46 3-I19 8] 0.004
IIT pENEE REXY 3TZ0.3416)
Dlatastatil Lent Nodu Umm
<0.I% 1o 2 4-T248) 0OI7 82 {23.5-1463) 0.03%
=023 pENEREET FT{I9.7423)
Lenfovaskilerimarvon
War II{INEA3T 0008 IFZTES6T) 0.083
Yok 4471247473 6322910307
Parinéralinvazron
War ITTA-368) 014 T233.6-403) 0116
ok L = 44 036.6-213)
Adjuvan KT
Evat I5{IT 351 0260 41212598 0367
Hawir LT ER RN B3 9EL
ECUN Pa: Bastern Cooperative Unceolo gv Uroup Performans Skhom; Kl Kadvotarapi

skorlama olup; ayni zamanda tedavi ile
sagkalim oranlarim predikte edebilen, yaygin
kullanilan bir prognostik faktdrdiir (16).
Calismamizda ECOG-PS skor artisinin tek
degiskenli analizde hastaliksiz ve genel
sagkalim azalttig saptandi.
Buonadonna ve arkadaslarinin arastirmasinda
da benzer sekilde performans skorunun sadece

suresini
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rapor edilmistir (17). Yicel ve arkadaslarinin
arastirmasinda hem tek degiskenli analizde hem
de ¢ok degiskenli analizde ECOG-
PS’ninsagkalim {izerine etkili prognostik
faktorlerden biri olarak bulundugu bildirilmistir
(18). Mide kanseri evresi ilerledik¢e hastalarin
genel durumu daha da kétiilesir ve performans
skor derecesi tedavi tolerasyonunu zorlastiracak
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sekilde artar(19). Calismamizda ¢ok degiskenli
analizde evrenin genel sagkalim {izerine etkisi
gOsterilmistir.

Orijinal Makale

Calismamizda tiimdr lokalizasyonu ve
histopatolojik tipi ile sagkalim siireleri arasinda
anlamli  bir iligki saptanamadi. Baska
arastirmalarda da lokalizasyon (13, 15, 18) ve
histopatolojik tiple (15, 18) ilgili benzer
bulgular  rapor  edilmistir.  Green ve
arkadaslarinin aragtirmasinda midenin
tamaminda bulunan ve diffiiz histolojik tipte
mide kanserli hastalarin sagkalim siiresinin
daha kisa bulundugu ve bu faktorlerin ¢ok
degiskenli analizde de sagkalimi etkileyen
bagimsiz risk faktorleri oldugu bildirilmistir
(20).Baska bir arastirmada diffiiz-mikst tipte
mide kanserinin tek ve ¢cok degiskenli analizde
sagkalimikisaltan prognostik faktor oldugu
bildirilmistir(21).Buonadonnave arkadaslarinin
arastirmasinda, mide kanseri hastalarinda timor
lokalizasyonunun hem tek degiskenli hem ¢ok
degiskenli analizde sagkalim {izerine etkili
prognostik faktor olarak
bildirilmistir (17).

bulundugu

Total gastrektomi teknik olarak subtotal
gastrektomiden daha zordur. Ayrica total
gastrektomi ameliyati, sonrasinda daha uzun bir
siire hastanede kalmay1 gerektirmektedir (22).
Caligmamizda operasyon tipinin sagkalimi
etkileyen  prognostik  faktorler arasinda
olmadig1r saptandi. Mita ve arkadaglarinin
bildirdigi sonu¢ da elde ettigimiz bulguyu
desteklemektedir (23). Baska bir arastirmada,
¢ok degiskenli analiz sonucunda total
gastrektomiye gore proksimal gastrektomide
mortalite riskinin daha az bulundugu, subtotal,
distal, parsiyel gastrektomi agisindan anlamh
bir farklilik bulunamadigi bildirilmistir (24).
Wang ve arkadaslarinin arastirmasina gore total
gastrektomidesagkalim oraninin proksimal ve
distal gastrektomiye gore daha diisiik
bulundugu bildirilmistir (21).

Aragtirmada metastatik lenf nodu orani
artisinin, mide kanseri hastalarinda tek
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degiskenli analizde hastaliksiz ve genel
sagkalimi azalttig1, cok degiskenli analizde ise
sagkalim {izerine anlaml bir etkisinin olmadig1
saptandi. Arastirmada elde etti§imiz sonug,
mide kanserleri i¢in daha Once bildirilen tek
degiskenli ve ¢ok degiskenli analizlerde
metastatik lenf nodu oraninin sagkalim {izerine
etkili prognostik faktdr olarak bulundugunu
bildiren arastirmalarin sonuc¢larindan ¢ok
degiskenli analizde bir iliski saptanamamasi
nedeniyle farklidir(21).

Tiimoriin venoz veya lenfatik dolagima
invazyonu metastatik hastaliga neden olur. Bu
nedenle lenfovaskiilerinvazyon oldugunda
sagkalim siiresi azalabilmektedir (25, 26).
Calismamizda  lenfovaskiiler  invazyonun,
postoperatif ~ mide  kanseri  hastalarinda
hastaliksiz  sagkalimi  olumsuz etkileyen
faktorlerden biri oldugu, c¢ok degiskenli
analizde bu etkinin goriilmedigi saptandi.
Perinéral  invazyon ise mide kanseri
hastalarinda sagkalimi etkileyen faktorlerden
biri degildi. Wang ve arkadaslarinin
arastirmasinda, mide kanseri hastalarinda
gastrektomi sonrasi sagkalim i¢in yapilan hem
tek degiskenli hem c¢ok degiskenli analizde
lenfovaskiiler invazyonun kotii prognostik
faktor oldugu bildirilmistir (21). Bagka bir
arastirmada, tek degiskenli analiz sonucunda,
mide kanseri hastalarinda perindralinvazyonun
genel ve hastaliksiz sagkalimla iligkili
bulundugu bildirilmisticr  (5). Yiicel ve
arkadaslarinin arastirmasinda, mide kanserli
hastalarda lenfovaskiiler ve perindralinvazyon
ile sagkalim arasinda anlamli bir iligki
bulunmadig bildirilmistir (18).
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Tablo 4. 3agkalima etki eden faktérlenn cok degigkenli (Cox regresyon) analizi

Hastaliksiz Sagkalim Genel Sagkalim

HE (%93 GA) [ p HE (%93 GA) [ p
Cmsiyet
Erlcek (Referans) 1.00 0.153 1.00 0.069
Kadmn 0.68{0.39-1.16) 0.60{0.35-1.04)
ECOG P8
0 (R.eferans) 1.00 0.109 1.00 0.134
1-2-3 1.54(0.91-2.60) 1.49{0.88-2.52
T evresi
T1-2 (Beferans) 1.00 0.023 1.00 0.040
T34 2.50(1.14-348) 263(1.04-6.62)
N evresi
N0-1 (Referans) 1.00 0929 1.00 0442
N2-3 0.95{0.29-3.08) 1.48(0.544.02)
Evre
I-IT (Referans) 1.00 0.303 1.00 0.012
III 154(0.374.16) 263(124-367)
Metastatik lenfrnodu oram
=0.23 (Referans) 1.00 0.032 1.00 0.724
=023 1.74(0.99-3.06) 1.15(0.52-2.54)
Lenfovaskillennvazyon
Yok (Beferans) 1.00 0.054 1.00 0.844
Var 1.83(0.99-3.38) 1.08({0.48-2.46)
Pennéralinvazyon
Yok (Beferans) 1.00 0.830 1.00 0.541
Var 1.07(0.57-2.03) 1.18(0.69-2.00)

ECOG PS: Eastem Cooperative Oncology Group Performance Status, GA:Giiven Araliis, HR: Hazard Batio

Son 30-40 yil boyunca, kiiratif cerrahi
uygulanan mide kanseri hastalarinda niiksiin
Onlenmesi ve sagkalimin arttirilabilmesi
amaciyla KT ve RT igeren multimodal tedaviler
yogun bir sekilde arastirilmasina ragmen,
giincel yaklagimlarda adjuvan tedavideki
belirsizlikler ~ devam  etmektedir  (18).
Caligmamizin tek degiskenli analizinde KT’ ye
ek olarak RT uygulanmasinin hastaliksiz ve
genel sagkalim {izerine anlamli bir etkisinin
olmadig1 saptandi. Yiicel ve arkadaslarinin
calismasinda mide kanserlerinde adjuvan
kemoradyoterapinin  genel ve hastaliksiz
sagkalimda diizelme sagladigi bildirilmistir
(18). Baska bir arastirmada, tek degiskenli
analizde KT ve RT’nin prognozla iligkili
oldugu; cok degiskenli analizde ise sadece
KT’nin bagimsiz prognostik faktér oldugu
bildirilmigtir  (17). Arastirmalar  arasinda
saptanan bu farkliliklarin, kullamlan KT
rejimlerinin, hastalarin evrelerinin ve diger
klinik o6zelliklerinin farkli olmas1 ile ilgili
olabilecegi diisiintildii.
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Mide kanseri prognozu igin tespit
edilen en 6nemli prognostik faktorlerden biri
invazyon derinligi, lenf nodlarinin tutulumu ve
uzak metastazin incelenmesi ile belirlenen
TNM evresidir (15, 17). TNM evresi,
onkolojide hastaligin yayginligimi belirleme,
tedavi planini belirleme ve prognoz agisindan
oldukga 6nemlidir (15, 17). Calismamizda ileri
T, N ve TNM evresi tek degiskenli analizde
hastaliksiz ve genel sagkalimi azaltan faktorler
olarak bulundu. Cok degiskenli analiz
sonucunda ileri T evresinin genel ve hastaliksiz
sagkalim ig¢in, ileri TNM evresinin genel
sagkalim i¢in bagimsiz kotii prognostik faktor
oldugu saptandi. TNM evresi i¢in buldugumuz
sonug¢, mide kanseri hastalarinda, ileri TNM
evresinin tek degiskenli analizde (15, 17) ve ¢ok
degiskenli analizde sagkalim iizerine etkili
prognostik faktorlerden biri oldugunu bildiren
caligmalar ile benzerdi (15, 17). Daha once
yapilan ¢esitli arastirmalar, tek degiskenli ve
cok degiskenli analizlerde daha ileri N evresine
sahip olmanin, mide kanseri hastalarinda

sagkalim i¢in risk  faktori  oldugunu


http://www.actaoncologicaturcica.com/

ACTA
ONCOLOGICA
5 TURCICA

bildirmistir(5, 18). Arastirmada elde ettigimiz
sonuca benzer sekilde T evresinin sagkalim
lizerine istatistiksel olarak anlamli etkisini
bildiren aragtirmalar vardir (5, 18, 21). Buna
gore, calisma grubumuzda T evresi ve TNM
evresi prognozu belirlemede diger faktorlerden
daha Onemlidir. Literatiirde incelenen c¢ogu
calismada,cok degiskenli analiz ile elde
edilenprognostik faktorler farklilik
gostermektedir. Bu durum, galigma gruplarinin

Orijinal Makale

klinik 6zelliklerinin, tedavilerinin farkli olmasi
veya arastirmalarda ¢ok degiskenli analiz dahil
edilen degiskenlerin her ¢aligmada farkli olmast
ile ilgili olabilir.

Aragtirmanin  en Onemli kisitlilig:

retrospektif bir calisma olmasidir. Arastirmada
az sayida mide kanseri hastasina ait sonuglarin
degerlendirilmis olmasi diger bir simirlilik olsa
da, tek merkez deneyimi i¢in kabul edilebilir
sayida hasta ¢alismaya dahil edilmistir.

SONUC
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Evaluation of oncological and functional outcomes in robot-assisted partial
nephrectomy for renal tumors with intermediate and high risk RENAL
nephrometry scores

RENAL nefrometri skoru orta ve yiiksek risk grubu renal kitlelerde robot
yardimh parsiyel nefrektominin onkolojik ve fonksiyonel sonu¢larinin
degerlendirilmesi
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OZET

GIRIS ve AMAC: RENAL nefrometri skoru 7 ve iizerinde olan renal kitlelerde robot yardimli parsiyel
nefrektominin perioperatif, onkolojik ve fonksiyonel sonug¢larinin degerlendirilmesi.
YONTEM ve GERECLER: Nisan 2015- Mart 2019 tarihleri arasinda robotic parsiyel nefrektomi uygulanan ve
nefrometri skoru 7 ve iizeri olan vakalarin demografik, perioperatif ve postoperatif verileri retrospektif olarak
degerlendirildi. Soliter bobrekli, sicak iskemi uygulanmayan, multiple renal kitlesi olan ve retroperitoneal teknikle
parsiyel nefrektomi uygulanan hastalar ¢alisma dis1 birakildi.
BULGULAR: Hastalarin ortalama yag1 58.08 £ 12.71 yil idi. Ortalama tiimor ¢api, RENAL skor, preoperative
eGFR degerleri sirasiyla 4.19 + 1.56 cm, 7.88 = 1.12 ve 78.73 + 18.10 ml/min/1.73m? idi. Ortalama operasyon
stiresi, kanama miktari, hastanede kalis siiresi sirastyla 156.15 + 45.70 dk, 139.06 + 72.96 mL ve 3.58 + 1.03 giin
seklindeydi. Agiga ve radikal nefrektomiye doniis izlenmedi. Cerrahi sinir pozitifligi 2 (4.2%) hastada izlendi.
Postoperatif 12. Ay eGFR degisimi -7.19+ 8.83 ml/min/1.73m? (9.13%) idi. Yeni baslangigh Evre 3-4 kronik
bobrek yetmezligi (eGFR< 60 ml/min/1.73m?) oran1 6.3% olarak saptandi. Hastalarin ortalama takip siiresi 35.08
+ 11.09 ay idi. Takip boyunca kansere bagl 6liim izlenmezken, genel sagkalim 95.8% olarak saptandi.
TARTISMA ve SONUC: Robot yardimli parsiyel nefrektomi RENAL skoru orta-yliksek risk grubu renal
kitlelerde giivenilir onkolojik ve fonksiyonel sonuglarla basariyla uygulanabilir cerrahi bir yontemdir.
Anahtar Kelimeler: renal kitle, robot, parsiyel nefrektomi, RENAL skor

ABSTRACT
INTRODUCTION: To evaluate the perioperative, oncological and functional outcomes of robot-assisted partial
nephrectomy in renal masses with a RENAL nephrometry score >7.
METHODS: Demographics, perioperative and postoperative outcomes of robot-assisted partial nephrectomy with
a RENAL nephrometry score >7 who operated between April 2015 and March 2019 were retrospectively
evaluated. Patients with solitary kidney, zero ischemic, multiple renal mass and partial nephrectomy with
retroperitoneal technique were excluded from the study.
RESULTS: The mean age of the patients was 58.08 £ 12.71 years. Mean tumor diameter, RENAL score,
preoperative eGFR values were 4.19 = 1.56 cm, 7.88 + 1.12 and 78.73 + 18.10 ml / min / 1.73m?, respectively.
The mean operation time, estimated blood loss, and length of hospital stay were 156.15 + 45.70 min, 139.06 +
72.96 mL and 3.58 + 1.03 days, respectively. No conversion to open or radical nephrectomy was observed. Positive
surgical margin was observed in 2 (4.2%) patients. The 12th month postoperative eGFR change was -7.19 + 8.83
ml/min/ 1.73m? (9.13%). The rate of new-onset Stage 3-4 chronic kidney disease (¢GFR <60 ml / min / 1.73m?)
was 6.3%. The mean follow-up period was 35.08 + 11.09 months. Overall survival was 95.8%, while cancer-
related death was not observed during follow-up.
DISCUSSION AND CONCLUSION: Robot-assisted partial nephrectomy with intermediate and high risk
RENAL nephrometry scores is a safe surgical method that can be applied successfully with comparable
oncological and functional results.
Keywords: renal tumor, robotics, partial nephrectomy, RENAL score
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GIRIS

Kiigiik boyutlu renal Kitlelerde, radikal
nefrektomiyle benzer onkolojik sonuglar ve
uzun donem renal fonksiyonlara olan katkist
nedeniyle nefron koruyucu cerrahi
onerilmektedir (D). Radyolojik tani
yontemlerinin kullaniminin artmasiyla birlikte
kiiciik boyutlu renal kitlelerin tanisinda
insidental olarak ve buna parallel olarak
parsiyelnefrektomi kullaniminda artis olmustur.

Uzun dénem renal fonksiyonlara olan

katkistyla morbidite ve mortalitede azalmalar
saglamasi nedeniyle parsiyelnefrektominin
yiikksek risk RENAL skorlu hastalarda da
uygulanmasi artis gostermektedir (2,3).
Ideal bir parsiyelnefrektomide cerrahi sinirin
negative olmasi, renal fonksiyonlarda minimal
bozulma ve komplikasyon olmamasi en 6nemli
ii¢ beklenti olup trifecta olarak
tanimlanmaktadir (4).

Laparoskopik ve robotik cerrahi gibi

minimal invasive teknikler
parsiyelnefrektomideacik  cerrahiye benzer
onkolojik sonuglarla basariyla uygulanmakla
birlikte postoperative agri, hastanede kalig
siiresi ve kozmetik sonuglar bakimindan agik
cerrahiye gore avantaj saglamaktadir (5).
Bu calismada klinigimizde uyguladigimiz
RENAL skoru orta-yiiksek risk grubunda olan
vakalarin onkolojik ve fonksiyonel verilerini
sunmaktir.

MATERYAL ve METOD

Calismaya Nisan 2015 ve Mart 2019 tarihleri
arasinda transperitonealyolla robotik yardimli
parsiyelnefrektomi  (RYPN) uyguladigimiz
RENAL nefrometri skoru 7 ve iizerinde olan
hastalar dabhil edildi. Soliter bdobrekli,
zeroiskemik olarak yapilan, retroperitoneal
teknik uygulanan, takip siiresi 1 yildan az ve
verileri eksik olan hastalar ¢aligma dist
birakildi.

Calismaya 37’si erkek(77.1%) 11’
kadin(22.9%) olmak iizere toplam 48 hasta
dahil edildi. Renal kitlelerin tanisinda kontrastl
tomografi veya manyetik resonans goriintiileme
kullanildi. Nefrometri risk siniflamast RENAL
(R (radius), E (exophytic/ endophytic), N
(nearness), A (anterior), and L (location))
skorlama sistemine gore yapildi (6).

Hastalarm demografik bilgileri, tiimér boyut ve
RENAL skorlari, ameliyat siiresi, kanama
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miktari, sicak iskemi siiresi, agiga veya radikal
nefrektomiye doniis bilgileri, dren ¢ikartilma ve
hastanede kalis siireleri kaydedildi. Ameliyat
stiresi ilk cilt insizyonundan ameliyat bitiminde
insizyonun kapatilmasi1 arasinda gegen siire
olarak hesaplandi. Sicak iskemi siiresi renal
artere  buldogklempinin  koyulmas1  ve
cikartilmast arasinda gegen siire olarak
kaydedildi.

Patolojik parametrelerden, histolojik alt
tip, patolojik evre, Furhmangrade ve cerrahi
siir pozitifligi bilgileri kaydedildi. Operasyon
Oncesi ve operasyondan 1 yil sonraki tahmini
glomeriiler ~ filtrasyon  oram1  (estimated
glomerular filtration rate- eGFR) degerleri
Modification of Diet in RenalDisease (MDRD)
formiiliine gore hesaplandi (7). Bu siire zarfinda
ki eGFR degisimleri kaydedildi.

Cerrahi Teknik

Caligmaya dahil edilen tiim hastalara daha
oncesinde tariflenen yontemle 4 kollu
daVinciXi robotik sistem (IntuitiveSurgical,
CA, USA) kullanilarak transperitoneal
yaklasimli parsiyelnefrektomi uygulandi (8).
Cerrahi teknigimiz Ozetle; hastalara genel
anesteziyi takiben tomor tarafina gore sag veya
sol lateral dekiibitis ve sirt kismi 45° yan
duracak seklide pozisyon verildi. Robot
kollarmin  yerlestirilmesinde  yeterli alan
saglamak i¢in masa hiperekstansiyona alindu.
Umblikusun yaklagik 3-4cm  superiorundan
rektus abdominus kasi lateralinden Veress
ignesi ile girilerek intraabdominal basing 12-15
mmHg olacak sekilde pndmoperitoneum
saglandi. Dordii robotik port,biri asistan portu
olmak {izere toplam 5 adet port yerlestirildi.
Robot kollar1 hastanin  sirt  bdlgesinden
yaklastirilarak hastanin 6niinde bulunan robotik
portlara kenetlendi. Cerrahi asistan hastanin 6n-
yan bolgesinde durarak robotik enstiirmanlarin
degistirlmesi, aspiratér  kullanimi,  siitur
materyali iletimi ve klip yerlestirilmesinde
gorev aldu.

Transperitoneal gecis saglandiktan
sonra kolon Told-line’dan mediale dogru
medialize edildi. Hepatorenal veya
splenoligamanlarin disseksiyonu takiben psoas
lizerinden ireter ve gonodal ven bulundu,
kranial yonde ilerlenerek hiluma ulasildi, arter
ve ven ayr1 ayr1 diseke edildi. Ardindan tiimoral
alan digindaki perinefrik yag dokular1 disseke
edildi. Yaklagik 5 mm lik saglam dokuyuda

Adress for correspondence: Varlik, Kazim Karabekir Cd., 07100 Muratpasa/antalya 07100 Antalya - Tiirkiye

e-mail: msalihboga@yahoo.com
Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi


mailto:msalihboga@yahoo.com
http://www.actaoncologicaturcica.com/

% ACTA
ONCOLOGICA
TURCICA

icine alacak sekilde renal kitlenin etrafi
monopolar koterle isaretlendi, ardindan renal
arter Buldog klemple klemplenerek koterli
isaretli alan soguk bicakla rezeke edilerek kitle
cikartildi. Tiimor yatagindaki kollektor sistem
ve vaskiiler yapilar 3/0 V-Lock ve renal
parankimde 2/0 Vicryl veya 2/0 Monocryl
yaklastirma siiturlar1 ile siiture edildi. Kanama
kontrolii saglandiktan sonra Buldog klemp
acilarak sicak iskemi sonlandirildi. Karin ici
organlar kontrol edilip silikon dren konularak
islem sonlandirildu.

Istatistiksel analiz

Istatistiksel analiz IBM Statistical Package for
the Social Sciences soft version 22.0 (IBM
SPSS Corp.; Armonk, NY, USA) programi
kullanilarak yapildi. Degiskenlerin dagilimlar
analiz edildikten sonra. tanimlayici istatistikler
kullanilarak bulgular elde edildi. Degerler
ortalama + standart sapma veya sayi (%)
seklinde belirtildi.

Orijinal Makale

BULGULAR

Hastalarin  demografik ozellikleri ve renal
kitlelerin ~ karakteristikleri  Tablo 1 de
gosterilmektedir. Robotik parsiyelnefrektomi
uygulanan ve RENAL skoru orta-yiiksek risk
grubunda olan toplam 48 hasta ¢aligmaya dahil
edildi. Hastalarin ortalama yagsitiimor capi,
RENAL skoru ve operasyon oOncesi eGFR
degerleri 58.08 £ 12.71 y11,4.19 £ 1.56 cm, 7.88
+ 1.12 ve 78.73 £ 18.10 ml/min/1.73m? idi.
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Tiimorlerin 37.5%’u sag tarafa, 62.5%’u sol
tarafa lokalizeydi.

Ortalama sicak iskemi siiresi, kanama
miktar1 ve operasyon siiresi sirasiyla 27.25 +
5.74 dk, 139.06 + 72.96 mLve 156.15 + 45.70
dkidi. Kan transfiizyonu 5 (10.4%) hastaya
yapildi. A¢iga veya radikal nefrektomiye doniis
hastalarin hi¢ birinde izlenmedi. Hastalar
genelde drenlerinin alimgimin  ertesi  glini
taburcu edildi. Ortalama dren ve taburculuk
stiresi 2.54 + 0.68 ve 3.58 + 1.03 giin olarak
belirlendi (Tablo 2).

Intraoperatif 1(2.1%) hastada barsak
yaralanmas1 izlendi ve primer onarim
uygulandi. Takip siiresince bu hastada ek
problem izlenmedi. Ameliyat sonrasi erken
donemde (0-30 giin) 6 (12.5%) hastada Clavien
1-2 komplikasyon izlenirken ge¢ donem (31-90
giin) komplikasyon izlenmedi. Cerrahi sinir
pozitifligi 2 (4.2%) hastada izlendi. Ortalama
takip stiresi 35.08 + 11.09 ay idi. Takip
stiresince kansere bagli oliim izlenmezken,
genel sag kalim 95.8 % olarak belirlendi (Tablo
3).

On ikinci ay sonunda eGFR diisiisii
7.19+ 8.83 ml/min/1.73m> (9.13%) olarak
saptandi. Operasyon Oncesi Evre 3-4 kronik
bobrek yetmezligi olan hasta sayis1 7 (14.6%)
iken operasyon sonrasi takip boyunca yeni
baslangicli Evre 3-4 bobrek yetmezligi 3 (6.3%)
olarak saptandi (Tablo 4).

Tablo 1.Hastalann demografik bilgileri ve tumor Gzellikleri

Dedigkenler RYPN (n = 48)
Ortalamayas, yil 58.08+12.71
Cinsiyet
Erkek 37 (77.1%)
Kadin 11(22.9%)
Tumoryond
Sag 18 (37.5%)
Sol 30 (62.5%)

Ortalama tumor ¢api, cm
Ortalama RENAL skoru
Hipertansiyon

Diyabet

Ameliyat 6ncesiortalama eGFR, ml/min/1.73m?

4.19+ 1.56
7.88+1.12
27 (56.3%)
10 (20.8%)
78.73+ 18.10

RYPMN= robot yardimliparsiyelnefrektomi, eGFR = estimated glomerular filiration rate, RENAL = R (radius), E (exophytic/

endophytic), N (nearness), A (anterior) and L (location).
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Tablo 2. Perioperatif veriler
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Degigkenler

RYPN (n = 48)

Ameliyat siiresi, dakika

Kanama miktar, mL

Sicak iskemi siiresi, dakika

Agiga déniig orani

Radikal nefrektomiye déniig orani
Hastanede kalg siiresi, gin

Dren siiresi, giin

156.15x45.70
139.06x72.96
2725574
0

0

3.58+1.03
254+ 068

RYPMN= robot yardimli parsiyel nefrektomi

Tablo3: Ameliyat sonrasi patolojik, komplikasyon ve sagkalim oranlan

Degigkenler RYPN (n = 48)
Patoloji tipi
Berrak hiicreli 27 (56.3%)
Kromofob 1 (2.1%)
Papiller 8 (16.7%)
Anjiomiyolipom 2 (4.2%)
Onkositom 3 (6.3%)
Diger benign 7 {14 6%)
Furhman derecesi
| 2..[6.3%)
Il 28 (58.3%)
1l 114 6%)
v 10 _(20.8%)
Evreleme
T1a 23 (47.9%)
T1b 19 (39.6%)
T2a 6 (12.5%)
Komplikasyonlar
Clavien 1-2 6 (12.5%)
Clavien 3-5 0

Transfizyon uygulamasi
Cerrahi sinir pozitifligi
Genel sag kalim

Takip siiresi, ay

5 (10.4%)
2 (4.2%)

46 (95 8%)
35.08 + 11.09

RYPMN=robot yardimh parsiyel nefrektomi

Table 4. Operasyon 6ncesi ve sonrasinda ortaya ¢ikan Evre 3-4 KBY ve eGFR degigim oranlan

Degigkenler RYPN (n= 48)
Takip siiresi, ay 35.08+11.09
Operasyon dncesi eGFR 78.73+18.09
Operasyon sonrasi 12. ay eGFR 7152+ 17.94
eGFR degisimi, ml/min/1.73m? -7.19+ 883 (9.13%)
Operasyon dncesi Evre 3-4 KBY 7 (14 6%)
Yenibasglangich Evre 3-4 KBY 3(6.3%)
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TARTISMA

Renal fonksiyonlarda bozulma ile
kardiovaskiiler hastalik arasinda iliskinin
gosterilmesiyle  birlikte nefron koruyucu
cerrahinin 6nemi daha da belirgin hale gelmistir
(3). Bu nedenle Tla ve Tlb evre bobrek
timorlerinin ~ tedavisinde  rutin  olarak
parsiyelnefrektomi onerilmektedir (D).
Hastanede kalis siiresi, kanama miktar1 ve
estetik avantajlari nedeniyle minimal invaziv
teknikler acgik cerrahiye tercih edilmektedir.
Timor kompleksitesi cerrahi ve onkolojik
basariy1 etkileyen onemli bir faktordiir (9).
Tecriibeli merkezlerde segilmis endofitik
timoérlerde LPN Dbasariyla uygulanabilirken
(10)komplex tiimorlerde 3D goriintii kalitesi ve
ergonomik el hareketleri saglamasi gibi
avantajlariyla robotik cerrahi, LPN ve APN ye
alternatif olarak goriinmektedir (9).

Yapilan calismalar RPN’nin kanama
miktarinin az, sicak iskemi sliresinin ve
hastanede kalig siiresinin kisa olmasi gibi
avantajlar sagladigim1  gostersede RENAL
nefrometri skoru >7 olan komplex kitlelerde
RPN sonuglarinin bildirildigi yayimn sayisi hala
kisithidir (11-13).

Tiim kanser cerrahisinde oldugu gibi
parsiyelnefrektomide de en Onemli beklenti
cerrahi  smir  negatifligidir. =~ Kompleks
timorlerde RPN uygulanan serilerde cerrahi
smir pozitifligi Deng ve ark.(12), Wang ve ark.
(13), serilerinde sirasiyla 3.4% ve 1.2% olarak
bildirdiler. Bizim serimizde cerrahi smnir
pozitifligi 3.4% ile literatiirle benzerdi.

Deng ve ark. (12) RENAL skoru >7
olan renal kitlelerde yapmis olduklar
caligmalarinda ameliyat siiresi ve kanama
zamant 198.8dk ve 160mL olarak bildirildi.
Mevcut calismamizda bu degerler sirasiyla
156.15+45.70 dk ve 139.06 + 72.96 mL idi. Bu
degerlerin bizim c¢alismamizda daha iyi
olmasinin sebebinin Deng ve ark ¢alismasinda
RENAL skoru >7 olan Tlb vakalari dahil
edilirken bizim ¢alismamizda RENAL skoru >7
olan Tla ve TIlb hastalann birlikte
degerlendirilmis olmasindan kaynaklanmis
olabilecegini diistinmekteyiz. White ve ark.
dabizim serimizle benzer oOzellikte vakalarla
yapmis olduklari ¢alismada bu degerleri 180 dk
ve 200 mLolarak bildirdiler (11).

RYPN’nin  6nemli avantajlarindan
birisi LPN ve APN’yegore hastanede kalis
stiresinin kisa olmasidir. RENAL skoru >7 olan

Orijinal Makale
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renal Kkitlelerle yapilan iki farkli RYPN
serilerinde komplikasyon oranlar1t 17.3% ve
20.7% olarak, hastanede kalis siirelerini ise
strastyla 7.6 ve 7.5 giin olarak bildirdi. Bizim
caligmamizda komplikasyon oran1 12.5%,
hastanede kalis siiresi ise 3.58 & 1.03 giin olarak
kaydedildi (12,13). Hastanede kalis sliresinin
her iki seriye gore bizde daha diisiik olmasinin
sebebinin komplikasyon oranimizin diisiik
olmasina bagli oldugunu diistinmekteyiz.

Parsiyel nefrektomi sonrasi erken

donemde renal fonksiyonlarda bozulma sicak
iskemi siiresi ile iligkiliyken, uzun dénem renal
fonksiyonlarda bozulmanin nefron yani renal
parankim kaybiyla iligkili oldugu bildirilmistir.
Yapilan galigmalar sicak iskemi siiresi 25 dk’y1
gectikten sonra her dakika renal fonksiyonlarda
bozulmay arttiracag bildirilse de bu siirenin 30
dk’nin istiinde olmadigr siirece uzun dénem
renal fonksiyonlar1 olumsuz etkilemeyecegi
bildirilmistir (14,15).
Calismamizda sicak iskemi siiresi 27.25 + 5.74
dakikaydi. Bu siire literatiire oranla kabul
edilebilir bir deger olsa da nisbeten yiiksekti.
Nisbeten  yiksek  olmasinin  sebebinin,
caligmaya dahil edilen vakalarin RENAL skoru
orta ve yliksek risk (>7) grubunda olmasinin
yaninda, 6grenme egrisinde yapilan vakalarinda
calisgmaya dahil edilmis olmasina bagh
oldugunu diisiiniiyoruz.

Renal fonksiyonlarda  bozulmanin
gostergesi olarak kabul edilen eGFR diisiis
oranina baktigimizda Wang ve ark.(13)
RENAL skoru >7 olan renal kitlelerde yapmis
olduklar1 ¢alismalarinda 6 ay sonunda eGFR
distisiinii  7.6% olarak bildirdiler. Bizim
calismamizda 12 aylik eGFR disiisii 9.13%
olarak kaydedildi. eGFR diisiigiiniin bizim
calismamizda daha fazla olmasinin sebebinin
sicak iskemi siiresinin daha uzun (27.25 dk ve
20.5dk) olmasima bagli olabilecegi gibi 6l¢iim
yapilan siirelerinin de farkli (12. ay ve 6. ay)
olmasina bagli olabilecegini diisiinmekteyiz.
Mevcut serimizde ortalama takip stiresi 35.08 +
11.09 ay idi. Takip stiresince kansere bagl 6liim
kaydedilmezken, genel sagkalim95.8% olarak
saptandi. Kompleks RENAL skorlu RPN
uygulanan ve ortalama 16.5 ve 31 ay takipli
serilerde bu oran 97.1% ve 94.8% ile bizim
calismamizla benzerdi (12,13).

Calismamizin bir takim kistlamalari
mevcuttu. Birincisi ¢alismamizin retrospektif
ve Kkarsilastirmasiz bir ¢alisma olmasiydi.
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Ikincisi vaka sayisinin biiyiik merkezlere gére
nisbete az olmasiydi. Ugiinciisii calismaya
Ogrenme egrisi siliresince opere edilen
vakalarinda dahil edilmesiydi.

Kisitlayie1 faktorlere ragmen sunmus
oldugumuz verilerin RYPN uygulamaya yeni
baglayan ve baglayacak olan Kliniklere yol
gostermesi ve kompleks kitlelerde cesaret
vermesi agisindan literatiire katki saglayacagini
diisiinmekteyiz.

Orijinal Makale

SONUC

Robot yardimhi parsiyelnefrektomi RENAL
skoru orta-yiiksek risk grubu renal kitlelerde
giivenilir onkolojik ve fonksiyonel sonuglarla
basariyla uygulanabilir cerrahi bir yontemdir.
Mevcut bulgularimiz1 destekleyecek prospektif
karsilagtirmali serilere ihtiya¢g duyulmaktadir.
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Concordance Between intraoperative Frozen Section And Final Pathology
In Adnexal Masses Using The Kappa Test

Adneksiyal Kitlelerde, Intraoperatif Frozen Section ile Final Patoloji
Arasindaki Uyumda Kappa Testinin Kullanim
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OZET

GIRIS ve AMAC: Adneksiyal kitlelerin teshisi i¢in intraoperatif frozen section (IFS) ile final histopatolojik
sonuglar arasindaki uyumu degerlendirmek.
YONTEM ve GERECLER: Adneksiyal kitle nedeniyle IFS incelemesi yapilan 274 hastanin verileri retrospektif
olarak toplandi. Adneksiyal kitlelerin teshisinde IFS ve final histopatolojik sonuglarinin uyumu, rastgele uyum
oranini diizelterek hesaplayan kappa testi kullanilarak degerlendirildi.
BULGULAR: IFS ve final patoloji sonuglar1 arasindaki genel uyum orani (%94,0), Cohen’s kappa tablosu ile
degerlendirildiginde giiglii bir uyumu gostermistir (K = 0,847; p <0,001). IFS sensitivite degerleri benign,
borderline ve malign vakalarda sirasiyla %99,0; %68,4 ve %84,0 idi. Spesifite oranlari benign, borderline ve
malign vakalarda sirasiyla %84,1; %99,2 ve %98,7 idi. Benign, borderline ve malign vakalarda prevalans oranlari
sirastyla %74,8; %6.,9 ve %18,3 idi.
TARTISMA ve SONUC: Adneksiyal kitlelerin teshisi i¢in IFS ile final patoloji sonuglari arasindaki gii¢lii uyum,
IFS'nin en disiik prevalansa sahip olan borderline vakalar i¢in bile giivenilir oldugunu gdstermistir.
Anahtar Kelimeler: frozen section, histolojik teknikler, ovaryan neoplazmlar

ABSTRAC
INTRODUCTION: To evaluate the concordance between the intraoperative frozen section (IFS) and final
histopathological results for diagnosing adnexal masses.
METHODS: The data of 274 patients who underwent IFS examination of an adnexal mass were collected
retrospectively. The concordance of IFS and final histopathological results for diagnosing adnexal masses was
evaluated using the Kappa test, which was calculated by correcting the random fit rate.
RESULTS: The overall agreement rate (94.0%) between the IFS and final pathology results showed strong
agreement when evaluated with Cohen’s kappa table (K = 0.847; p < 0.001). The IFS sensitivity values were
99.0%, 68.4%, and 84.0% for benign, borderline, and malignant cases, respectively. Specificity ratios were 84.1%,
99.2%, and 98.7% for benign, borderline, and malignant cases, respectively. Prevalence rates were 74.8%, 6.9%,
and 18.3% for benign, borderline, and malignant cases, respectively.
DISCUSSION AND CONCLUSION: Strong concordance between IFS and final pathology results for
diagnosing adnexal masses showed that IFS is reliable even for borderline cases, which have the lowest prevalence.
Keywords: frozen section, histological techniques, ovarian neoplasms

INTRODUCTION

All gynecologic surgeons want to rule out
ovarian cancer as the differential diagnosis of
adnexal masses because its 5-year survival rate
is less than 45% and it is the eighth most
common cause of cancer death in women (1).
Clinical examinations, ultrasound

examinations, and analyses of tumor markers
are used to evaluate adnexal masses, but none is
sensitive or specific enough to detect
malignancy (2). Intraoperative frozen section
(IFS) is a rapid pathological method that can
define the histology and character (benign,
borderline, malignant) of adnexal masses
during surgery. Intraoperative decision-making
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during surgical management of adnexal masses,
which may vary from mass excision in benign
cases to debulking in malignant cases, is usually
performed according to the results of the frozen
section. To prevent morbidity and mortality due
to incomplete surgery or unnecessary extensive
surgery, high rates of sensitivity and specificity
are necessary and, with the IFS method,
expected.

In literature, the role of IFS in the surgical
management of adnexal masses has been
evaluated, and its positive predictive value
(PPV) has been found to vary widely (3,4). PPV
is affected by the prevalence (5). For borderline
histology specific to epithelial ovarian tumors,
which has a lower prevalence than benign and
malignant histology, the PPV of IFS is low
(6,7). However, because of the low recurrence
rates of borderline ovarian tumors, conservative
surgery is recommended, especially for patients
who wish to preserve fertility (8); therefore, an
accurate intraoperative diagnosis of borderline
ovarian tumors is important.

This study aimed to evaluate the correlation
between the IFS and final pathology results for
the histopathological diagnosis of adnexal
masses, and to evaluate the Kappa test results,
which were corrected according to the random
rate and were not prevalence-dependent.

Orginal Article

MATERIALS and METHODS

Data were collected retrospectively from
patients” medical records at our institution
between January 1, 2009 and January 1, 2019;
IFS was requested for the evaluation of an
adnexal mass during surgery. Before starting
our study, approval was obtained from the
ethics committee of our institution (#403/2018).
The study was performed in accordance with
the ethical standards described in an appropriate
version of the 1964 Declaration of Helsinki, as
revised in 2013. Because of the retrospective
design of the study and anonymized data used
in the analyses, informed consent was not
obtained from the patients.

All frozen section materials were evaluated by
pathologists or gynecopathologists working in
our clinic to determine the tumor localization,
maximum diameter, color, content,
heterogeneity, infiltration pattern, and capsule
integrity. Depending on the size and
heterogeneity of the tumor, one to four sections
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were sampled in a cryostat; for the pathological
examination, one section at least per cm was
obtained from the patients in whom the tumor
diameter was < 5 cm, in which every 5 cm
increased in mass size would increased one
more the number of sections per cm (max four
section). All sections were stained with
hematoxylin and eosin. After the sections were
evaluated, the diagnosis based on IFS was
communicated to the surgical team by
telephone. According to the frozen section
report, appropriate surgical procedures were
continued. The final pathologic diagnosis was
accepted by a gynecopathologist with at least 5
years of experience. Records for all patients in
the benign and malignant groups, which were
defined according to IFS and final pathology
results, included data for all epithelial, sex cord
stromal, and germ cell tumors. The only valid
data for the borderline group were those of
epithelial tumors.

A comparative analysis was performed after the
cases were grouped as ‘“agreement” or “no
agreement” according to IFS and final
pathology results. Agreement between IFS and
final pathology was evaluated by the kappa test.
The level of agreement indicated by the kappa
value was expressed according to the generally
accepted Cohen’s kappa table (9) (Table 1).
Additionally, the final pathology results for the
benign, borderline, and malignant groups were
considered accurate, and the following
predictive tests were performed using a 2x2
table (5) (Table 2) and expressed as a
percentage

Sensitivity (true positives / true positives + false
negatives)

Specificity (true negatives / true negatives +
false positives)

Accuracy [(true positives + true negatives) /
overall]

PPV (true positives / true positives + false
positives)

Negative predictive value (true negatives / true
negatives + false negatives).

Prevalence [(true positives + false negatives) /
overall] values were expressed as a percentage.
Age, preoperative cancer antigen 125 (CA-125)
levels, mass size, histological type, neoplastic
status, and character data were recorded. The
variables were investigated using visual
(histograms, probability plots) and analytical
methods (Kolmogorov-Smirnov/Shapiro-
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Wilk’s test) to determine whether they were
normally distributed. Because data on age,
tumor size, and CA-125 levels were not
normally distributed, these parameters were
compared among the groups (benign,
borderline, and malignant) using the Kruskal-
Wallis test (p < 0.05). The Mann-Whitney U test
was used to determine which groups (benign
and malignant) had significant differences.
Then, the new p-value was determined by
Bonferroni correction (the new p-value for the
three [benign, borderline, malignant] groups
was determined as follows: 0.05/3 = 0.017) to
evaluate significant differences between the
benign and malignant groups. Statistical
calculations were performed using IBM SPSS
Statistics for Windows version 20.0 (IBM
Corp., Armonk, NY).
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Table 1: Cohen’s kappa interpretation values
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Final pathology
Frozen section Data reviewed: Data reviewed: Total
Positive Negative

Data reviewed: TP FP TP+FP

Positive
Data reviewed: FN TN FN+TN

Negative

Total TP+FN FP+TN TP+FP+TN+FN

k-value Agreement level Reliable data, %
0-0.20 None 0-4
0.21-0.39 Minimal 4-15
0.40-0.59 Weak 15-35
0.60-0.79 Moderate 35-63
0.80-0.90 Strong 64 - 81
>0.90 Almost perfect 82 -100

Table 2: 2x2 table

Abbreviations: FN, false negative; FP, false positive; TN,
true negative; TP, true positive.

RESULTS

This study included 274 patients who
underwent surgery and IFS for an adnexal mass
at our institution. The overall agreement
between the frozen section and final pathology
results was 94.2% (k = 0.847; p <0.001). When
the k-value was evaluated according to Cohen’s
kappa table, there was strong agreement. The
distribution of IFS and final pathology results
among benign, borderline, and malignant
groups is shown in Table 3.

Table 4 shows the results of the evaluation of
the predictability of IFS according to the final
pathology results. Of the 16 (5.8%) cases with
no agreement between IFS and final pathology,
12 (4.4%) were underdiagnosed and 4 (1.5%)
were overdiagnosed.

The mean age of the patients was 52.0 + 13.9
years (minimum age, 15 years; maximum age,
83 years). There was a statistically significant
difference in age among the benign, borderline,
and malignant groups according to IFS (p =
0.009) and final pathology (p = 0.001) results.
This significant difference was due to the
differences between the benign and malignant
groups according to the IFS and final pathology
results (p = 0.002 and p < 0.001, respectively).
The mean tumor size was 9.8 + 5.6 cm. The
frozen section results indicated no significant
difference in the tumor size of the benign,
borderline, and malignant groups (p = 0.129).
The final pathology results indicated a
significant difference in the tumor size of the
benign, borderline, and malignant groups (p =
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0.02). This significant difference was due to the
difference between benign and borderline cases
(p = 0.019). However, when Bonferroni
correction was used, the difference was found to
be larger than that of the new p-value (0.017);
therefore, it was statistically insignificant.

The mean CA-125 level was 25.07 = 24.04
U/mL. The frozen section results indicated no
significant relationship between the CA-125
levels and the benign, borderline, and malignant
groups (p = 0.184). The final pathology results,
however, indicated a significant difference
between the CA-125 levels and the benign,
borderline, and malignant groups (p = 0.029).
This significant difference seemed to be due to

Orginal Article
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the differences between the benign and
malignant groups (p = 0.021). However, when
the Bonferroni correction was used, the
difference was greater than the new p-value
(0.017); therefore, it was statistically
insignificant. Age, tumor size, and distribution
of CA-125 levels of the groups are shown in
Figure 1.

When the agreement status of the IFS and final
pathology results was compared for age, tumor
size, and CA-125 levels (Table 5), there was a
significant relationship only between the CA-
125 mean value and compliance status (p =
0.025).

Table 3: Distribution of intraoperative frozen section and final pathology results between groups

Final pathology Total
n (%)
Benign Borderline Malignant
Benign 203 4 7 214 (78.1)
Intraoperative
Frozen Borderline 1 13 1 15 (5.5)

Malignant 1 2 42 45 (16.4)
Total n (%) 205 (74.8) 19 (6.9) 50 (18.3) 274 (100)

Table 4: Predictive tests for intraoperative frozen section
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Predictive tests (%)
Groups Prevalence
Sensitivity Specificity Accuracy PPV NPV

(%)
Benign 99.0 84.1 95.3 94.9 96.7 74.8
Borderline 68.4 99.2 97.1 86.7 97.7 6.9
Malignant 84.0 98.7 96.0 93.3 96.5 18.3

Abbreviations: NPV, negative predictive value; PPV, positive predictive value.

Table 5: Age, mass size, and CA-125 values of agreement and no agreement for IFS and final pathology results

Agreement No-agreement p-value
Age” 51.8 (13.7) 55.4 (16.4) 0.108
Mass size™ (cm) 9.7 (5.7) 20 (14.4) 0.103
CA-125 value' (U/ml) 150.2 (34.9) 208.1 (79.4) 0.025
<35¥ 175 (96.7) 6 (3.3)
0.026
> 35¥ 62 (88.6) 8 (11.4)

Abbreviations: CA-125, cancer antigen 125; IFS, intraoperative frozen section.
*Mean (standard deviation).
vMean (standard error mean).

*n, (%).

Table 6: Prevalence, PPV, and general accuracy of IFS in the literature
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Cases Prevalence PPV Accuracy
Study n % % %
Arora et al. (14) 292 5.1 86.7 96.2
Morton et al. (15) 277 16.3 66.7 86.6
Hashmi et al. (16) 141 4.3 83.3 98.6
Acikalin et al. (17) 282 10.3 79.3 96.5
Sukumaran et al. (18) 233 11.2 62.2 91.9

Abbreviations: IFS, intraoperative frozen section; PPV, positive predictive value.
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Figure 1: Distribution of age, tumor size, and cancer antigen 125 (CA-125) values among the groups.

DISCUSSION

Our study was the first to analyze the reliability
of IFS and the kappa test for adnexal masses. To
evaluate the conformity between the two
different pathology reports (the IFS and final
pathology), the kappa test was used instead of
predictive statistical testing methods because it

allows for the performance of calculations after
extracting the results of accidental fit, which
affect the overall results if not extracted, and is
not affected by the prevalence ratio. Our key
discovery was that the kappa value of the
overall agreement showed a strong correlation
according to Cohen’s kappa table, despite the
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borderline group of patients with lower
prevalence, sensitivity, and PPV ratios. Huang
et al. performed a study that included a meta-
analysis of 13 articles and an analysis of 1577
borderline cases; they found that the sensitivity
and PPV ratios (82.5% and 81.1%, respectively)
were low (6). However, borderline histology
can only be seen in epithelial tumors and only
approximately 10% of epithelial tumors are
borderline histology (10). Therefore, borderline
histology has a lower prevalence rate than
benign and malignant histology. This
negatively affects the PPV rates of the IFS
method for borderline histology.

Some studies reported in the literature have
used the kappa test to evaluate the histologic
grade and concordance between endometrial
biopsy and final pathology results of
endometrial cancer (11, 12). Similarly, the
power of the endometrial biopsy to determine
the histologic grade was evaluated with
predictive tests; however, contradictory results
were obtained because of the low prevalence of
grade 2 and grade 3 histology (13). A literature
search also showed that the low prevalence of
borderline histology in adnexal masses causes
low borderline PPV and low overall
concordance rates (Table 6) (14-18). Moreover,
to overcome the negative effects of borderline
histology on overall concordance, a Cochrane
review that compiled 38 studies involving the
data of 11,181 patients with ovarian masses
attempted to calculate the predictive value of
IFS by including borderline cases in the benign
or malignant groups (19). We think that the
importance of IFS (19), which has 90%
accuracy, for managing adnexal masses should
be evaluated not only with predictive tests that
are used to evaluate a single scan but also with
the kappa test in future studies.

The missing diagnosis rates indicated a range
between 25% and 11.9%, whereas
overdiagnosis rates showed a range between 0%
and 3.0% (14-18, 20). The rates of missing
diagnoses and overdiagnoses in our study were
also between these reported ranges. For adnexal
masses evaluated with IFS, a missing diagnosis
increases the risk of insufficient treatment and
raises the risk of morbidity and mortality. An
overdiagnosis increases the risk of not being
able to perform conservative surgery, especially
for premenopausal patients, possibly resulting
in mortality or morbidity caused by unnecessary
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debulking surgery. Therefore, some studies
have published histological (20), clinical (18),
and laboratory (CA-125 levels) (21) data to
explain disagreements between the IFS and
final pathology results. Gultekin et al. (21)
found that the diagnostic mismatch in cases in
which CA-125 levels appeared to be <35 U/mL
was seen 3.3-times more often than usual.
However, we found that CA-125 levels were
significantly higher in the no-agreement group.
Most of the frozen analyses and all of the final
pathological analyses were performed by
gynecopathologists who had at least 5 years of
experience, which strengthened the results of
our study. However, our study was limited
because it involved fewer borderline cases than
other studies. Nevertheless, we think that we
were able to overcome this problem by using a
prevalence-independent kappa test as the
statistical method. Other limitations of this
study were that none of the cases had
preoperative CA-125 levels, and there were
differences in the expression of terms used by
the pathologists who recorded comments in the
medical records. In future studies related to this
subject, to prevent data loss due to the
aforementioned limitations, every gynecology
clinic should establish a diagnostic protocol for
adnexal masses, and adnexal mass cases should
be prepared for surgery according to that
established protocol. Additionally, to minimize
the differences between pathology reports, a
common template should be created with the
guidance of pathologists.

In summary, the prevalence differences among
benign, borderline, and malignant histology of
adnexal masses affect the predictive values of
IFS. When the agreement between IFS and final
pathology results was evaluated with the kappa
test, the strong correlation was determined to be
reliable even in borderline histology cases,
which had the lowest prevalence and predictive
rates.
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The long-term oncological results of patients under 55-year-old who
underwent radical retropubic prostatectomy for localized prostate cancer

Lokalize prostat kanseri nedeniyle radikal prostatektomi uyguladigimiz 55
yas altindaki hastalarimizda uzun donem onkolojik sonu¢larimiz
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OZET

GIRIiS ve AMAC: Prostat Kanseri (PK) erkeklerde en sik goriilen kanser tiiriidiir ve 6zellikle ileri yaslarda
goriilmektedir. Caligmamizda 55 yas altinda PK tespit ettigimiz ve Radikal retropubik prostatektomi (RRP)
uyguladigimiz hastalarin uzun dénem onkolojik sonuglari sunuldu.
YONTEM ve GERECLER: Klinigimizde Ocak 2000 ile Haziran 2017 tarihleri arasinda PK tanis1 almis ve RRP
uygulanmis 346 hasta ¢alismaya dahil edildi ve datalar retrospektif olarak incelendi. Hastalar 55 yas alt1 (n: 64
(%18.5)) ve 55 yas iistii (n: 282 (%81.5)) olmak iizere iki gruba ayrildi. RRP yapilan hastalarin gleason skor (GS),
pozitif cerrahi smir (PCS), seminal vezikiil invazyonu (SVI), lenf nodu invazyonu (LNI), ekstrakapsiiler yayilim
(EKY) sonuglar1 degerlendirildi.
BULGULAR: Calismamizda ortalama takip siiresi 80.1+36.1 ay idi ve takip esnasinda hastalarin % 22.3’{inde (n:
77) BCR tespit edildi. Cok degiskenli lojistik regresyon analizinde de BCR ile iliskili faktorler; serum PSA
diizeyinin >20 ng/ml, EKY, SVI, PCS ve RRP spesmeninde GS olarak tespit edildi (p<0.05). Yas gruplar arasinda
(55 yas alt1 ve iistii) BCR’siz sagkalim oranlar1 bakimindan istatistiksel olarak anlamli fark yoktu (p: 0.9).
TARTISMA ve SONUC: Calismamizda literatiire paralel olarak yiiksek PSA diizeyi, EKY, SVi, PCS varhig1 ve
GS yiiksekligi ile BCR arasinda istatiksel olarak anlamli iliski bulunmustur; ancak yas gruplari ile BCR arasinda
istatiksel olarak anlamli iliski bulunmamugtir.
Anahtar Kelimeler: Kanser, prostat kanseri, biyokimyasal rekiirrens

ABSTRACT
INTRODUCTION: Prostate cancer (PK) is the most common type of cancer in men and is seen especially in
older ages. In this study we presented the long-term oncological results of patients who are under 55-year-old
underwent radical retropubic prostatectomy (RRP).
METHODS: In this study we diagnosed with PK in 346 patients between January 2000 and June 2017 and
underwent RRP in our clinic and their datas were analyzed retrospectively. Patients were divided into two groups
(under (n: 64 (%18.5)) and over (n: 282 (%81.5)) 55-year-old). The results of gleason score (GS), positive surgical
margin (PSM), seminal vesicle invasion (SVI), lymph node invasion (LNI, extracapsular invasion (ECI) were
evaluated.
RESULTS: In our study, the mean follow-up was 80.1 £36.1months and BCR was detected in %22.3 (n: 77) of
patients during follow-up. In multivariate logistic regression analysis, BCR-related factors were; serum PSA level
was>20 ng/ml, ECI, SVI, PSM and GS in RRP spesimens (p<0.05). There was no statistically significnt difference
in BCR-free survival rates between age groups (under 55-year-old and older) (p: 0.9).
DISCUSSION AND CONCLUSION: In our studyi statistically significant relationship was found between BCR
and presence of high PSA level, ECI, SVI, PSM and GS in parallel with the litarature; however there was no
statistically significant between agre groups and BCR.
Keywords: Cancer, prostate cancer, biochemical recurrence

GIRIiS aile Oykiisii baslica suglanan faktorlerdir (1).
Prostat kanseri (PK) erkeklerde akcigerden Gelisen diinyada yasam siiresi uzadik¢a daha
sonra en sik rastlanan ve siklikla yash cok prostat kanseri teshisi konulacagi asikar
erkeklerde goriilmen bir hastaliktir(1). Yapilan goriilmektedir. Yapilan g¢aligmalar sonucu 60

arastirmalarda Avrupa ve Amerika’da 6liimlere
yol agan kanser siralamasinda da ikinci
siradadir (2). Genelolarak etiyolojide irk, yas,

yas ve iizeri niifus 1990’larda %10 iken 2050
yilinda %22 oranlarda olacag1
beklenmektedir(3). Diger yandan ise 1970‘lerde
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50 yas altinda prostat kanser yakalanma
orant %1 iken prostat spesifik antijenin (PSA)
kullanirma girmesiyle bu oran %5’lere
cikmistir(4). Bunun dogal sonucu olarak geng
yaslarda giderek PK tanisinin artmasi ile birlikte
tedavi modaliteleri ile ilgili de énemli sorular
artmaktadir. Tedavi kararmi vermede yas
Oonemli bir parametredir, ileri yas diislik risk
grubunda aktif izlem 6n plandayken, genclerde
benzer senaryoda radikal tedavi daha 6n plana
cikmaktadir. PK tedavisinde 70 yas smir kabul
edilirken beklenen yasam beklentisi 10 yil ve
iizeri ise kiiratif tedavi hastaya segenek olarak
sunulmalidir. Avrupa Uroloji Kilavuzunda
retropubik radikal prostatektomi (RRP) yapmak
icin ist yas smirt yoktur(5). Giliniimiizde
genclerde PK ile ilgili tedavi sonuglari
tartigmalidir.  Onceki  ddnemlerde yapilan
caligmalarda genglerde PK’nin daha agresif ve
daha kotii prognozlu oldugu sdyleniyorken son
zamanlarda  yapilan  c¢aligmalar  sonucu
genglerde RRP sonuglariin daha iyi oldugu
belirtilmektedir(6). Biz de bu ¢alismamizda 55

Orijinal Makale

yags ve alinda RRP  uyguladigimiz
hastalarimizdaki  patolojik  bulgulart  ve
onkolojik sonuglarini yash grupla
karsilagtirmak istedik.

HASTALAR ve METOD

Calismaya Ocak 2000 ile Haziran 2017 arasinda
klinik  lokalize =~ PK  nedeniyle @ RRP
uyguladigimiz 346 hasta alindi. Yapilan
taramada hastalarin 64’1 55 yas ve altinda idi
(%18,5). Kanser tanisi genel olarak PSA
yiiksekligi nedeniyle alinan biyopsilerle az bir
grup hastada da yapilan transiiretral prostat
rezeksiyonu sonrasi insidental konulmustu.
Tan1 konulan hastalara RRP disinda tedavi
secenekleri olan aktif izlem, radyoterapi
anlatildi ve tedavi se¢imi komorbiditeler, timor
karakteristigi ve hasta tercihine birakildi. Klinik
oOzellikler olarak PSA, klinik evre (akciger
grafisi, siliphe varsa tomografi ve kemik
taramas1), rektal tuse, biyopsi patoloji
ozellikleri incelendi. RRP yapilan hastalarda
cikarillan spesmendegleason skor (GS) disinda
pozitif cerrahi sinir (PCS), seminal vezikiil
invazyonu (SVI), lenf noduinvazyonu (LNI),
ckstrakapsiiler yayillm (EKY) sonuglari
degerlendirildi. Biyopsi ve cerrahi spesmende
patolojik incelemede 2002 TNM sistemi
kullanilmistir. Tedavi sonrasi takip ilk y1l 3 ayda
bir, sonraki 5 yil alt1 ayda bir ve sonrasida yilda
bir yapildi.BCR olarak RRP sonrasi en az 4
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hafta gectikten sonra arka arkaya iki kere
bakilan PSA degerinin 0,2 ng/mL veya iizerinde
olmasi kabul edildi.

BULGULAR

Hastalarin klinik ve biyopsi parametreleri Tablo
1’de gosterildi. Hastalarin %18.5’inin (n=64)
yas1 <55 idi ve %81.5’inde (n=282) ise yas1 >55
idi. Yas gruplar1i arasinda PCS, SVI, LNI,
biyokimyasal relaps (BCR) oranlar1 ve serum
PSA diizeyleri arasinda istatistiksel olarak
anlamli fark yoktu (Tablo 2).

Tablo 1: Hastalarin klinikopatolojik 6zellikleri

Parametreler Ortalama+SD
Yas (y1l) 62.4+6.5

PSA (ng/ml) 10.9+7.2
Prostat voliimii 46.3+£21.5
Biopsi GS 5.7+1.4

RRP spesmeninde GS 6.2+1.3

Evre, PCS, LNi n (%)
Klinik Evre

kTla 12 (3.5)
kT1b 28 (8.1)
kTlc 145 (41.9)
kT2a 87 (25.1)
kT2b 53(15.3)
kT2c 21 (6.1)
Patolojik Evre 2 (0.6)
pTO 92 (26.6)
pT2a 88 (25.4)
pT2b 49 (14.2)
pT2c 71 (20.5)
pT3a 44 (12.7)
pT3b+T4

PCS 60 (17.3)
LNI 16 (4.6)

PSA: Prostat Spesifik Antijen, RRP: Retropubik
Radikal Prostatektomi,

GS:Gleason skoru, PCS: Pozitif Cerrahi Swr,
LNI:Lenf Nodu Invazyonu

Tablo 2: Yas gruplarinda kotii patolojik 6zellik ve

biyokimyasal relaps oranlari
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< 55 Yo >55 Yl

(n=64) (n=282)
n (%) n (%) P

EKY 15(234) 78277 05
Svi 5(7.8) 35(124) 04
PCS 8(12.5) 52(184) 04
LNI 34.7) 13(4.6) 05
RRP Spesmeninde GS

<3+4 51(79.4) 214 0.6
>4+3 13 (20.3) (76.2) 0.6

67 (23.8)

BCR 14 (2190 63(223) 05

*Ki-kare testi, PSA: Prostat Spesifik Antijen, RRP:
Retropubik Radikal Prostatektomi, EKY: Ekstra Kapsiiler
Yayiulim, GS:Gleason skoru, PCS: Pozitif Cerrahi Swmir,
LNI: Lenf Nodulnvazyonu, BCR: Biyokimyasal Relaps

Age groups ()

<56

% |~ <56-censored
+- »55-censored

0,61

04

Biochemical recurrence-free survival

T T T T T T T T
.00 2000 4000 6000 8000 10000 12000 140,00

Months after RRP
Sekil 1: Yasa gore biyokimyasal

rekiirrenssizsagkalim egrileri
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Calismamizda ortalama takip siiresi 80.1+£36.1
ay 1di ve takip esnasinda hastalarin % 22.3’{inde
(n=77) BCR tespit edildi. Tim hastalar icin
ortalama biyokimyasal rekiirrenssiz sag kalim
siiresi 117,343.1 ay, 3 ve 5 yillik biyokimyasal
rekiirrenssiz sag kalim orami sirasiyla %91
ve %85.1 idi. Yas gruplan arasinda
biyokimyasal rekiirrenssiz sag kalim oranlari
bakimindan istatistiksel olarak anlamli fark
yoktu (p=0.9, Kaplan Meirer metot, Sekil-1).
Tek degiskenli lojistik regresyon analizinde
BCR ile iligkili faktorler incelendiginde serum
PSA diizeyi, ekstra kapsiiler yayilim (EKY),
SVi, PCS, LNI ve RRP spesmeninde GS
anlamli olarak iligkili bulundu. Hasta yas1 ise
BCR ile iligkili bulunmadi. Cok degiskenli
lojistik regresyon analizinde de BCR ile iligkili
faktorler; serum PSA diizeyinin >20 ng/ml,
EKY, SVI, PCS ve RRP spesmeninde GS olarak
tespit edildi. Hasta yasi, serum PSA<20 olmasi
ve LNI iceren faktorler BCR ile iliskili degildi
(Tablo 3).
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Tablo 3: BCR ileiligkilifaktorlerintekvecokdegiskenli Cox regresyonanalizi

Tekdegiskenli Cok degiskenli

RR (CI 95%) p RR (CI 95%) p
Hasta yasi (y1l)
<55 1 1
>55 1.0 (0.6-1.8) 0.9 0.7 (0.4-1.4) 0.4
PSA (ng/ml)
<10 1 0.0001 1
10-20 2.2 (1.3-3.6) 0.003 1.7 (1.0-2.9) 0.05
>20 3.7 (2.1-6.7) 0.0001 | 2.2(1.1-4.1) 0.01
EKY 4.2 (2.7-6.6) 0.0001 | 2.5(1.5-4.0) 0.0001
SVI 7.2 (4.6-11.5) [0.0001 | 2.2(1.2-4.1) 0.01
PCS 7.9 (5.1-12.5) [ 0.0001 | 2.5(1.4-4.6) 0.003
LNI 6.8 (3.6-12.9) [ 0.0001 | 1.7 (0.8-3.6) 0.1
RRP Spesmeninde GS
<3+4 1 1
>4+3 4.4 (2.8-6.8) 0.0001 | 1.9(1.2-3.2) 0.009
PSA: Prostat Spesifik Antijen, RRP: Retropubik Radikal Prostatektomi,GS:Gleason
skoru, PCS: Pozitif Cerrahi Stmr, LNI:LenfNodulnvazyonu, BCR: Biyokimyasal Relaps
TARTISMA durumlarda mutlaka inceleme yapilmasi

Kanser hastalarinda prognostik faktdrlere
bakildiginda yas 6nemli bir parametredir ayrica
iirolojik agidan da yas ile birliktePK insidansi
da artmaktadir (7). Bu sebeple daha da énemli
hale gelmektedir. Aymi zamanda giderek
toplumlarda yas ortalamasinin artmasindan
dolay1 dogal olarak her gecen yillarda goriilme
siklig1 da artmaktadir. Buna ek olarak gegmis
yillarda daha ¢ok ileri evre veya metastatik PK
tanis1  konuluyorken, PSA’nin da yaygmn
kullanilmas1 sonucu 6zellikle Tlc prostat
kanser siklig1 artmistir (8). Buna karsilik 70 yag
ve iizerindeki erkeklerde PK tespit edilenlerde
hastaligin daha az invaziv ve erken evrede
olmasi sebebiyle gereksiz asir1 taniya sebep
veriliyor endigesi igeren c¢alismalarda vardir
(9,10). Fakat su da unutulmamalidir ki saglikli
yasli erkekler bu hastalikta kiir sansim
kaybetmemelidirler bu yiizden siliphelenilen

gerekmektedir. Burada onemli olan hastanin
kronolojik yas1 degil saglhk durumu ve
komorbiditeleridir. Bir hastadakanser tespit
edildiginde yas malignitenin ana
lokalizasyonuna gore en Onemli prognostik
faktdrlerden birisidir. Onceki calismalarda geng
yaslarda prostat kanseri olan hastalarda
tiimoriin daha agresif ve kotii prognozlu oldugu
belirtiliyorken  giiniimiizdeki  ¢aligmalarda
bunun tam tersi tespitlere rastlanmaktadir.
Huang ve ark.nin karsilastirmali yaptiklar1 bir
calismada 50 yas ve altindakilerle 50 yas iistii
grup arasinda timor derecesi, evresi, PSA
degerleri, genel sagkalim ve BCR arasinda
benzer sonuglar bulunmustur (11). Bizim
calismamizda da RRP yapilan <55 ve >55 tistii
hastalar arasinda PCS, SVI, LNI, biyokimyasal
relaps(BCR) oranlart ve serum PSA diizeyleri
arasinda istatistiksel olarak anlamli fark yoktu.
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Fakat bu bulgulara zit olarak Cin’de yapilmis
bir ¢alismada Xu ve ark.lar1 55 yas altt PK’li
hastalarda daha ileri evre ve daha kotii patoloji
bulgular raporlamislardir (12). Mun Su Chung
ve ark.larinin yaptiklar bir calismada da prostat
biyopsi patolojisinde GS gen¢ yas grubunda
daha diisiikken RR spesmeninde her iki yas
grubunda da benzer ¢ikmistir (13). BCR siiresi
bakimimdan Becker ve ark.lari< 50 yas, 5 ve 10
yulik stireleri sirasiyla  %80.7 ve %63.0
bulmuslar ve bu degerler yasli gruba gore
anlamli ¢ikmis (14). Aym sekilde Freedland ve
ark.lart da 6 yillik BCR siiresini <50 yas
grubunda daha anlamli bulmuslardir (15).
Bizim ise tiim hastalarimiz i¢in ortalama
biyokimyasal rekiirrenssizsagkalim  siiresi
117,3+3.1 ay, 3 ve 5 yillik biyokimyasal
rekiirrenssiz sag kalim orami sirasiyla %91
ve %85.1 idi ama yas gruplari arasinda
biyokimyasal rekiirrenssiz sag kalim oranlar
bakimidan istatistiksel olarak anlamli fark
yoktu. Milanos ve ark.larinin yaptigi ¢alismada
da  bizim c¢alismamizla aym1  sonucu
bulmusglardir (16). Calismamizda BCR ile
iligkili faktorler incelendiginde ise serum PSA
diizeyi (>20 ng/ml), ekstra kapsiiler yayilim
(EKY), SVI, PCS, LNI ve RRP spesmeninde
GS istatistiksel olarak anlamli bulundu.

Caligmamizin kisithihigr elestirebilecegimiz bir
konu total hasta sayimiz 346 iken diisiik yas
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grubumuzun 64 kisi (%18,5) olmasidir fakat
diger calismalar1 da taradigimizda oOrnegin
Avustralya calismasinda bu oran %2,6 idi
ayrica %3,3 ve %10,8 olan ¢alismalar da vardir
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The Results of Single Bone Forearm Procedure for Malignant Proximal
Radius Tumors

Malign Proksimal Radius Tiimorlerinde Single Bone Forearm Prosediiri
Sonuglar:

Abdullah Merter, Mustafa Onur KARACA, Kerem Basarir, Yusuf Yildiz

Ankara Universitesi Tip Fakiiltesi Ortopedi Ve Travmatoloji Ana Bilim Dali, Ankara

Acta Oncol Tur.. 2020; 53(2): 225-230 | DOI: 10.5505/a0t.2020.32032

OZET

GIRIS ve AMAC: Proksimal radius tiimérlerinin rezeksiyonu sonrasinda, birgok rekonstriiksiyon teknigi
tanimlanmis olmasina ragmen, hangi teknigin en uygun oldugu konusu hala tartismalidir. Bu ¢alismanin amaci
genis yumusak doku ve kas tutulumu olan olgularda single bone forearm tekniginin sonuglarinin arastirilmasidir.
YONTEM ve GERECLER: 2008-2014 yillar1 arasinda 9 hastaya en bloc proksimal radius rezeksiyonu ve
sonrasinda single bone forearm procediirii uygulandi. Ortalama takip siiresi 49.1 ay(46-52)di. Hastalarda
VAS(Visual Analog Scale), Quality of Life (SF-30) skoru, modified musculoskeletal tumor society (MSTS) skoru
ve diger ist ekstremitesiyle kiyaslanmak iizere eklem hareket agikligi(ROM) ve kavrama giigleri karsilastirild.
Ayrica kaynama zamani, ek cerrahi operasyonlara ihitya¢ ve niiks agisindan da degerlendirildi.
BULGULAR: 6.aydaki ortalama eklem hareketleri agisindan, 70°(60°-75°) el bilegi ekstansiyonu, 90° (70°-95°) el
bilegi fleksiyonu, 25° (15°-35°) radial deviasyonu, 25° (15°-29°) ulnar deviasyonu ve 0° supinasyon ve pronasyon
olarak ol¢iildi. VAS ve SF-30 skorlarinda iyilesme saglanmis olup, ortalama modifiye MSTS skoru %
72,77(63-82) olarak olgiildii. Akciger metastazindan Otiirii bir hasta 6ldi. Rekiirrens gozlenmedi. Neoadjuvan
radyoterapi almig 3 hasta pseudoartroz sebebiyle yeniden opere edildi.
TARTISMA ve SONUC: Single bone forearm teknigi, genis yumusak doku tutulumu olan proksimal radius
tiimorlerinin rezeksiyonu sonrasinda rekonstriiksiyon teknigi olarak alternatif ve akilda tutulmasi gereken bir
tekniktir.
Anahtar Kelimeler: Single-bone forearm procedure, Proximal radius kemik tiimorleri, Proksimal radius
rekonstriiksiyonu

ABSTRACT
INTRODUCTION: Despite several surgical techniques introduced for the treatment of malignant tumors of
proximal radius, the most appropriate treatment remains to be undiscovered. The aim of the study is to analyze the
results of patients who underwent proximal radius resection and reconstruction with the single bone forearm
procedure in malignant tumors involving the proximal radius with large muscle and soft tissue.
METHODS: Between 2008 and 2014, 9 patients with malignant tumors involving the proximal radius were treated
by en bloc resection and reconstruction with the single bone forearm procedure. Patients were followed for
49.1(46-52) months. VAS (Visual Analog Scale), Quality of Life (SF-30), modified musculoskeletal tumor society
(MSTS) scoring system, range of motion (ROM) and grip strength compared to contralateral side were measured.
Also, time of union, need for further operations and recurrence of the tumor were evaluated.
RESULTS: The mean ranges of the ROM of extremity at the follow up of sixth month was 70°(60°-75°), wrist
extension, 90° (70°-95°) palmar flexion, 25° (15°-35°) radial deviation, 25° (15°-29°) ulnar deviation, 0°
supination, and 0° pronation. VAS and SF-30 were improved dramatically. The mean modified MSTS score was
72.77(63-82)%. Death from lung metastasis occurred in one patient. Recurrence did not occur. Three patients who
had been given neoadjuvant radiotherapy underwent pseudoarthrosis surgery.
DISCUSSION AND CONCLUSION: Single bone forearm technique after proximal radius resection is a good
alternative procedure in proximal radius malignant tumors with advanced soft tissue involvement.
Keywords: Single-bone forearm procedure, Proximal radius bone tumours, surgical techniques for proximal
radius resection
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INTRODUCTION

involved in 3.7 %
(benign 3.4 %, malignant 0.3 %)in
all  musculoskeletal tumors (1,2). Ozturk
et al also reported that 1.2% of bone
metastases and 1.8% of all bone tumors
were located in the radius (3). Primary
bone tumors of the proximal radius are
even rarer.

Radius was only

The proximal radius is a major stabilizer
for resisting wvalgus, rotatory, and axial
forces of the elbow. The  proximal
radioulnar  articulation also plays an
important role in the rotation. In addition, 60 %
of the wupper limb load is transferred
through the radiocapitellar joint (4,5). Injury of
the proximal radius may adversely affect
the  forearm  function. Therefore, a new
pathway to carry the load must be
reconstructed, which is necessary after
proximal radius resection.

Multiple techniques have been used to
reconstruct the proximal radius due to
tumoral lesions, including free

vascularized fibular bone graft (6), bipolar
type floating radial head prosthesis (7),
and vascularized iliac crest graft (8).
However, all of these techniques are
suitable  for  proximal radius tumors
moderate or mild destruction limited only to
the  bone or limited soft tissue
involvement. If the malignant lesion in
the proximal radius is advanced and has
spread into  the  surrounding  tissues
(extensor, pronator and supinator muscles
and posterior interosseous nerve
involvement), a single bone forearm
technique may be prefferedas a salvage,
instead of rotationpreserving surgical
interventions.

In this retrospective study, the long
term results of (9) patients with malignant
tumors involving the proximal radius with
large  soft  tissue  involvement  who
underwent proximal
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radius resection and reconstruction with the
single bone forearm procedure were reported
with at least 2 year follow up. A long follow-up
study of this procedure for malignant lesions
of proximal radius has not yet been described
in literature.

MATERIAL METHOD

A total of 9 patients were collected from
January 2008 to August 2016 for the study. All
of them were initially assessed at a
multidisciplinary oncoteam committee,
evaluating the history, radiographs and the
results of biopsies.

The inclusion criteria for this procedurewas
malignant tumor with large soft tissue
involvement in the proximal radius with a
longitudinal axis of more than 10 cm and a axial
diameter of more than 5 cm and no previous
surgery.

The patients were examined clinically
and radiologically by the same surgeon
every 3 monthsuntil thesecond year. After
the second year, a follow up of every 6
months  were performed. The range of
motion(ROM) of upper extremity, SF-30 score,
Musculoskeletal Tumor Society score (MSTS)
(9) and the Disabilities of the Arm, Shoulder,
and Hand score (DASH) (10) were performed
to evaluate the function of the forearm at last
follow up.

The written informed consent was obtained

from the patients, and the study was
performed in accordance with the Declaration
of Helsinki and approved by the ethics
committee.

Surgical Technique

A wide resection was done at least one
centimeter away from the distal border of the
tumor using volar Henry approach. After
dissection and resection of wide soft tissue
component of the tumor, ulnar osteotomy was
made at the same level and proximal ulna was
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fixed to the remnant radial shaft with a 3.5 mm
locking compression plate (LCP) while the
forearm was in the neutral position. Distal
radioulnar joint was fixed with a 3.5 mm
nonlocking  cortical screw to  prevent
subluxation when it is necessary.
Necessary tendon transfers for finger and
wrist extension was performed using the
tendons that not involved by the tumour at
the proximally, if posterior interosseous nerve
involvement existed. A long arm plaster cast
was used to keep the elbow immobilized for
about 3 weeks. The patient began functional
training when the plaster cast was removed.

RESULTS

Of the 9 patients analyzed, there were 6 males
and 3 females with 4 dominant  sided
involvement of  the proximal radius. The
mean age of patients included in the analysis
was 38.1 years (25-45 vyears). The mean
follow-up period was 49.1 (range, 46-52)
months.

Characteristics of the patients at the latest
follow-up are presented in Table 1. There
was no local recurrence. One patient who had
been diagnosed to have pulmonary metastasis at
the  preoperative  examination died of
disease at 54 months. Radiological union was
achieved in six patients after a mean of 8
(range, 6-10) weeks(Figure 1 ).The other
three  patients who had been given
neoadjuvant radiotherapy had
pseudoarthrosis six months after surgery.
Two of them were performed iliac bone
grafting and implant revision, the other one
was performed vasculerized fibula grafting
(Figure 2) and radiological union was
achievedin all cases at the final follow-up.
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Figure 1: Patient No 4. 36 y F. Malign giant
cell tumour(13,5*8*8 cm) with pulmonary metastases.
a) Axial T1 MRI view b) Sagittal STIR MRI view c)
Coronal T2 view d) Preoperative X-ray AP view e)
Preoperative X-ray Lateral view f) Postoperative first
week X-ray AP view g) Postoperative first week X-
ray  Lateral view h) Postoperative 8. week
X-ray Lateral view

Figure 2: Patient No 1. 45 Y M. Ewing
Sarcoma(12*7*7). a) Preoperative x-ray view. b)
Preoperative sagittal and axial T1 MRI showed large
soft tissue involment c¢) X-ray view demonstrated
atrophic pseudoarthrosis 8 months after surgery
d)Complete union was achieved with vasculerized
fibular bone graft after 6 months .
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Table 1 The characteristics of patients
Fatient  Age G Dominanmt  Histopathological — Metastases at  Meoadjuvant Neoadjuvant Tumour  Resection PIN Tendon Surgery
Neo hand diagnosis the time of chemotherapy  radiotherapy sizefem)  length{em)  involment  transfer time
diagnosis surgery [minute)
1 45 I + Ewing sarcoma + 1277%7 13 + + 150
2 42 F Sinovial sarcoma - + + 10*5*5 11 + + 160
3 25 I Ewing sarcoma - + + 11%6°5 12 + + 150
q 36 F Malign Giant Cell Lung - 13,5*8*8 14 - = 160
Tumaur
5 42 F Sinovial sarcoma - + + 10*545 10 - - 140
6 41 M + Ewing sarcoma + 10%6*5 11 + + 150
7 33 I + Sinovial sarcoma : + + 12%5%5 13 + + 140
B 44 1 - Ewing sarcoma Lung + 11%4%4 12 + 4 140
9 29 [ + Osteasarcoma - + - 10%5%4 11 + + 150
G Gender, F Female, M Male, PIN Postenor interrousenus nerve
Table 2 Clinical results of patients
Patient Length of Adjuvant Adjuvant Follow Up Pre/PO Pre/PO PO PO Recurrence Psesudoarthrosis
Ne hospital time(manths;
stal,:day] chemotherapy radiotherapy { ) VAS score  SF-30 MSTS DASH
Score Score Score
1 7 + + 48 6/2 42,5/70.2 63 4.2
2 5 + + 52 72 44/75.2 75 33.5 = +
3 & + + 46 5/1 43.2/72.1 B2 35.0 = +
] &6 + - 48 6/3 38,1/684 66 301
5 & + ¥ 50 Bf2 38.2/69 75 29.4
6 5 + + 48 &2 41/72 71 18.4
7 5 + + 50 7/3 40.5/66.4 78 10.5 = +
8 5 + + 52 8/1 41.3/684 76 12,6
9 T + = 43 71 41.5/69 69 30.4

Pre/PO Preoperative/ Postoperative 2™ year, VAS Visual Analog Scale, SF-30 Short Form 30 (The guality of life scoring system), M3TS Musculoskeletal

Tumaor Society, DASH Disabilities of the Arm, Shoulder, and Hand

The mean active range of motion in the wrist

at the sixth month follow up was 70°
dorsiflexion, 90° palmar flexion, 25° radial
deviations, 25° ulnar deviations and in the
forearm, 0° supination, and 0° pronation.
Compared with the contralateral wrists, the
operated wrists regained 80% of the function
except for the loss of pronation and
supination, with satisfactory grip strength,
and normal finger and thumb movements and
hand sensation. The mean 2nd year Visual
Analog Scale(VAS) score was 1.88(range,
1-3), SF 30 score was was 70.07(range,
66,4-75.2), MSTS score was 72.77 (range,
63-82), DASH score was 26.01 (range,
10.5-35.0) (Table 2).

DISCUSSION

The treatment of malignant and
aggressive forearm tumors is complex and
challenging for the surgeon. The primary
goal is to achieve complete resection of
the tumor without increasing the risk of
local recurrence and the secondary goal is to
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preserve or reconstruct hand and upper limb
function as possible. Nowadays, with the

advances  of chemotherapy, radiotherapy
and surgical  techniques, limbsparing
procedures are the preferred options in

the treatment of musculoskeletal tumors.
After intra-articular resection of the
proximal radius, reconstruction is required to
avoid from instability of the elpbow and
secondary problems at the wris (11). It
can be reconstructed with various techniques,
including vascularized/non-vascularized fibular
grafts(6), osteoarticular allografts(12), allograft-
prosthesis composites(13), endoprosthesis(14) and
single-bone forearm reconstruction(15-17)

Biologic reconstruction using sizematched
osteoarticular allograft is not straightforward and
has been reported to produce unsatisfactory
results (12). Vascularized fibular grafts appear to
be effective at restoring bone stock, but reports
of successful humeroradial joint reconstruction
are scarce. It has also been pointed out in
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literature that wvascularized fibular grafts
functionally preserve the desired forearm
rotation movements after reconstruction of
the tendon insersions attached to the
radius and  interosseous membrane with
tumor resection (18). On the other hand,
allograft prosthesis composites  have
been reported to produce excellent results
for up to 4 years (13).

In our 9 cases, we had to have at least 10*5 cm
in size resection as mentioned before; a single
bone forearm technique was performed because
all of the forearm rotation group muscles
(except for the pronator quadratus muscle)
and most of the interosseous membrane
were excised and forearm rotation could not
be achieved because of the advanced soft
tissue involvement in these patients. This
technique has advantageous because of the
shorter duration of surgery compared to
vascular fibular technique, no need for
microsurgical experience, the short
hospitalization period and the need for the
patient to begin adjuvant treatment soon. It is
known that long  segment allograft
reconstructions in the bones that do not carry
incur in a longer period in terms of the union
time (19). In the reconstructed endoprosthesis
after resection, single bone forearm technique
makes more sense because prosthesis survival is
low and probability of infection is high. Also
clinically, when the MSTS and DASH scores
are examined together, we can say that the
results of the single bone forearm technique are
acceptable.

A review of literature revealed that no series had
been performed with the number of patients
as in this study and the follow-up times were
not as long. Pseudoarthrosis developed 33%
in our series. However, we view this rate as
high due to the neoadjuvant and adjuvant
radiotherapy.  After  the completion of
adjuvant therapies, pseudoarthrosis surgery
with iliac wing grafting and vascularized
fibular graft was performed in these three
patients. The disadvantage of this technique over
other techniques is that the forearm rotation can
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not be maintained. The point that we want to
emphasize is that the rotation tried to be
provided other by techniques such as
vascularized fibular graft or endoprosthesis
reconstruction is below the expectation of the
patient in case of wide resection of the
pronatorsupinator muscle groups. Therefore, it is
necessary to keep in mind the single bone
forearm technique after resection as a very good
alternative procedure in huge proximal radius
malign tumors.

The low incidence of malignant tumors in
radius bone is one of the limitations of this
study. Secondly, a prospective study to
compare  this  procedure  with  other
techniques will show more reliable results.

CONCLUSION

Proximal radius tumors are very rare and
reconstruction after resection is the key point in
terms of quality of life. This procedure is an
acceptable alternative methodin contrast to
rotation preserving techniques in terms of
better clinical results, shorter operation time and
hospitalization for large proximal radius malign
tumors.
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Clinical And Pathological Characteristics Of pTO Patients After Robot
Assisted Laparoscopic Radical Prostatectomy

Robot Yardimh Laparoskopik Radikal Prostatektomi Sonras1 pT0
Hastalarin Klinik Ve Patolojik Karakteristikleri
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OZET

GIRIS ve AMAC: Robot yardiml1 laparoskopik radikal prostatektomi (RYLRP) ve genisletilmis pelvik lenf nodu
diseksiyonu yapilan hasta serimizde patoloji spesmeninde pT0 hastalarin orani ile bu hastalarin patolojik ve klinik
Ozelliklerini belirlemek.
YONTEM ve GERECLER: 2009-2019 tarihleri arasinda tek merkezde RYLRP ve bilateral genisletilmis pelvik
lenf nodu dsieksiyonu yapilan toplam 1950 hastanin verileri retrospektif olarak incelendi.. RYLRP sonrasi
spesmenler patolojik olarak incelendi ve pTO olanlar kaydedildi. pTO olan hastalarin yasi, preoperatif serum PSA
diizeyi, klinik evresi, prostat biyopsi sonuglar1 (Gleason derecesi, biyopsi sayisi, toplam kor ve pozitif kor sayisi,
tiimdr uzunlugu ve kordaki yiizdesi), patolojik spesmendeki prostat agirhigi ve diger patoloji verileri kaydedildi.
Postoperatif takiplerde PSA diizeyinin iki kez0.2 ng/ ml iizerine 6l¢iilmesi biyokimyasal rekiirrens olarak kabul
edildi.
BULGULAR: RYLRP yapilan 1950 hastanin 16’ s1 pTO olarak raporlandi. Ortalama PSA degeri 9.3+1.06 ng/ml
(0.25-34.6) idi. RYLRP sonras1 pTO patolojiye sahip 10 hastanin neoadjuvan hormon tedavisi (NHT) ve 1
hastaninda TUR-P 6ykiisii vardi. 5 hastada NHT veya TUR-P &ykiisii yoktu ve biyopside diisiik riskli prostat
kanseri nedeniyle yapilan RYLRP’ de pTO olarak raporlandi. Ortalama prostat agirligi 60.3 + 30.8 gr (26-154) idi.
Ortalama takip siiresi 18.64 + 4.66 (12-80) ay idi. 1 hastada PSA rekiirrrensi gézlendi ve radyoterapi aldi.
TARTISMA ve SONUC: Hem agik hem de robotik radikal prostatektomi sonrasi pT0 nadir gériilmektedir. Cerrahi
oncesi tedavi alan kiiciik bir hasta grubunda takipler rekiirrens ve sistemik progresyon agisindan dikkatli bir sekilde
yapilmalidir.
Anahtar Kelimeler: Prostat Kanseri, Robotik cerrahi, patolojik TO evre

ABSTRACT
INTRODUCTION: To determine the pathological and clinical characteristics of these patients with pTO ratio in
the pathology specimen of patients undergoing robot-assisted laparoscopic radical prostatectomy and extended
pelvic lymph node dissection.
METHODS: The data of 1950 patients who underwent robot-assisted laparoscopic radical prostatectomy and
bilateral dilated pelvic lymph node dissection in a single center between 2009-2019 were analyzed retrospectively.
Patients' age, preoperative serum PSA, clinical stage, prostate biopsy results (Gleason grade, biopsy number, total
core and positive core number, tumor length and percentage in core), weight of pathological specimen and other
pathology data were recorded. Increasing PSA level above 0.2 ng / ml in postoperative follow-up was accepted as
biochemical recurrence.
RESULTS: 16 of the 1950 patients who underwent robot-assisted laparoscopic radical prostatectomy were
reported as pT0O. The mean PSA value was 9.3 = 1.06 ng / ml (0.25-34.6). Ten patients with pTO pathology after
RYLRP had neoadjuvant hormone therapy (NHT) and 1 patient had a history of TUR-P. Five patients had no
history of NHT or TUR-P and were reported as pTO in RYLRP due to low-risk prostate cancer in biopsy. The
average prostate weight was 60.3 = 30.8 g (26-154). The mean follow-up was 18.64 = 4.66 (12-80 months).
Recurrence of PSA was observed in 1 patient and received radiotherapy.
DISCUSSION AND CONCLUSION: Both open and robotic radical prostatectomy pTO is rare. In a small group
of patients receiving preoperative treatment, follow-up should be done carefully in terms of recurrence and
systemic progression.
Keywords: Prostate Cancer, Robotic surgery, pathological TO stage
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GIRIS

Prostat kanserininin (PKa) tedavisinde radikal
prostatektomi (RP) altin standart tedavi
yontemlerinden  biridir  (1). RP  acik,
laparoskopik ve robotik tekniklerle
gerceklestirilebilmektedir. Ilk robot yardiml
laparoskopik radikal prostatektomi (RYLRP)
2000 yilinda Almanya’ da Binder ve Kramer
tarafindan gerceklestirilmistir. Roborik cerrahi
iic boyutlu gorlintileme ve enstriiman
hareketlerinde  serbestlik gibi  avantajlar
geleneksel yontemlere karsi giiclii bir alternatif
sunmaktadir.  Bu avantajlar RYLRP’ yi
giinlimiizde  lokalize  prostat  kanserinin
tedavisinde yaygin olarak kullanilan bir operatif
teknik haline gelmistir (2).

pTO veya vanishing Pka onceden Pka tanisi
almis olan erkeklerin RP spesmenlerinde kanser
bulunmamasi olarak tanimlanmaktadir. Bazi
caligmalarda ¢ok kiiciik tiimor volimii,
neoadjuvan hormon tedavisi (NHT) kullanima,
yanlig tan1 ve inkomplet cerrahi rezeksiyonun
pTO Pkanin potansiyel nedenleri olabilecegi
rapor edilmigtir (3-5). Literatiirde bu nedenler
arasinda yaygin olarak transiiretral prostat
cerrahisi  (TUR-P) ve NHT kullanim
goriilmektedir. pTO Pka insidansi; Onceden
TUR-P hikayesi olan hastalarda % 4-16 ve NHT
sonrasi % 5-15 olarak rapor edilmistir. Diger
kalan nedenlere baglhida % 0.07-0.5 arasinda
degismektedir (6-8).

Ozellikle RP serilerinde rezidiiel
kanserin  bulunmadigi  pTO  hastalarin
incelendigi  ¢esitli  galismalar  literatiirde
bildirilmistir (9-12). Ancak bugiine kadar pTO
prostat kanseri ile ilgili yapilan calismalarin
bircogu acik radikal prostatektomi serilerinde
yapilmistir. Bizim bildigimiz kadariyla RYLRP
serilerinde yapilan c¢alismalar azdir. Biz bu
caligmada prostat kanseri nedeniyle RYLRP
yapilan hastalarimiz arasinda prostatektomi
spesmeninde pTO olan hastalarin prevalansi ve
klinik 6zelliklerini inceledik.

Orijinal Makale

GEREC VE YONTEM

2009-2020 tarihleri arasinda tek merkezde
RYLRP ve endikasyon bulunmasi halinde
bilateral genisletilmis pelvik lenf nodu
diseksiyonu yapilan toplam 1950 hastanin
verileri retrospektif olarak tarandi. RYLRP
operasyonlarinin tamami 6 cerrah tarafindan
yapildi. Operasyon oncesi sadece 1 hastanin
tanis1 TUR-P ile konuldu. Kalan 15 hastada
ultrason esliginde transrektal prostat biyopsisi

232

ile tan1 aldi. RYLRP sonrasi tiim spesmenler
patolojik incelemeye gonderildi.

RYLRP yapilan tiim hastalarin
postoperatif patoloji spesmen raporlar1 hastane
bilgi sisteminden tarandi ve patoloji
spesmeninde rezidii timoér olmayan hastalar
kaydedildi. Patoloji spesmeninde rezidii timor
olmayan hastalar pTO olarak kabul edildi.
Patoloji spesmeninde rezidii timdr olmayan
hastalarin yasi, preoperatif serum PSA diizeyi,
klinik evresi, prostat biyopsi sonuglar1 (Gleason
derecesi, biyopsi sayisi, toplam kor ve pozitif
kor sayisi, timor uzunlugu ve tiimoriin kordaki
yiizdesi), postoperatif patoloji spesmenindeki
prostat agirligi ve diger patoloji verileri
kaydedildi.

Hastalar postoperatif 2 yillik donemde
3 ayda bir, daha sonra 5. yila kadar 6 aylik
donemlerde ve sonrasinda da yillik olarak takip
edildi. PSA diizeyinin 2 kez 0.2 ng/ml iizerinde
Olciilmesi biyokimyasal rekiirrens olarak kabul
edildi (13). Takiplerde adjuvan hormon ve
radyoterapi alan hastalar kaydedildi.
Istatistiksel yontem
Verilerin analizinde ortalama, standart sapma
ve range gibi tanimlayici istatistiksel yontemler
kullanildi.

BULGULAR

RYLRP operasyonu sonrast 16 hasta pTO
olarak tami aldi. Tablo 1' de bu hastalarin
demografik ve patolojik ozellikleri
tanimlanmustir. Ortalama hasta yas1 63 (53-77),
ortalama preoperatif PSA degeri 9.3+£1.06
ng/ml (0.25-34.6) idi. 1 hastanin tanis1t TUR-P
ile konuldu. Diger 15 hastaya biyopsi ile tant
konuldu. 16 hastanin 13 (% 81)’ tiniin tanis1 ilk
biyopsi, 1 hastanin dordiincii, 1 hastanin ikinci
biyopside konuldu. Preoperatif biyopsilerin 10
(% 62)’ u gleason 3+3, 2 (% 12.5)’ si 3+4, 3 (%
18.7)’ 1 4+3 ve 1 (% 6.2) tanesi de 5+4 idi. pTO
olan tiim hastalardan 2 hastaya pelvik lenf nodu
diseksiyonu yapildi. 10 hastanin NHT ve 1
hastanin TUR-P Oykiisii vardi. Ortalama prostat
agirhgi 60.3 + 30.8 gr (26-154) idi. Ortalama
takip siiresi 18.64 + 4.66 (12-80) ay idi. Bir
hastanin 12. ay takiplerinde biyokimyasal
rekiirrens gelisti ve hasta radyoterapiye
yonlendirildi.
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Tablo 1. Postoperatif Patolojik Spesmende pT0 olan hastalarm demografik ve patolojik ozellikleri

astalY p [PSA El\opsi otal LGleason % Biyops{Patolojik [Rapor Takip

i (ng/ml) sayis1 ozitif [skoru imor pesmen Siiresi

yre or viizdesi rostat (Ay)

vl

1 66 [1C 0.5 1 122 3+3 2.8 25 59 ASAP+HGPIN4
2 59 [IC 6.5 - 27/1 3+3 17 55 ASAP 80
3 64 2A 102 |1 121 3+3 5 0 57 60
4 66 2C 587 |1 121 3+3 10 50 54 48
S 54 |IC 524 |1 121 3+3 6 |30 30 PIN 36
6 57 [IC 16 2 15/4 3+3 o M3 63 PIN 36
7 39 |IC 6.3 |1 124 3+4 5 RS 0 48
] 57 IC P31 |1 1213 3+3 6 25 52 ASAP 30
9 69 2B 007 |1 121 3+3 0.5 [5 103 30
10 |53 [IC 137 |1 1273 3+4 o 50 48 24
11 |61 [IA 0256 | TUR-P [3+3 1 4 26 ASAP+HGPIN36
12 |68 RA 068 |1 12/3 3+3 7 I3 74 DISPLAZI |12
13 |69 |IC 346 |1 122 4+3 3 |15 154 12
14 |65 (IC 15 1 12/6 4+3 5 RS 62 24
15 |73 [IC 6 1 1212 [+4 0.6 [5 36 20
16 |[/7 [IC 11 1 129 4+3 1 B 50 18
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Tablo2. pTO0hastalarla ilgili iteratiir ve mevcut cabsmanm karsilastmlmas:
.{..:

[Yapilan Cahsma NHI[Preop TUR{Sadece Preoperatif/Takip [pT0 kiirrens olan|
cahsma ve vih |dizavm onrasi P sonras: ivopsisonrasi Siiresi |hasta(n) |hastasavisi
Bessede ve ark. Multisentrik |- - 82ay  [30(%0.3) |
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TARTISMA VE SONUC

Mevcut calismada 2009 ile 2020 arasinda
klinigimizde RYLRP yapilan 1950 hastanin
verileri incelendi. Robotik serimizde 16 hasta
patoloji spesmeninde pTO olarak rapor aldi.
Literatiir  incelendiginde  onceki  prostat
biyopsisinde pKa olan ve RP yapilan hastalarda
pTO hastalik insidanst % 0.2 ile 0.8 arasinda
degismektedir (14). Bizim c¢alismamizda
RYLRP serimizde pTO insidansi % 0.8 olarak
literatiirle uyumlu bulundu.

Evre pTO prostat kanseri NHT, TUR-P
veya prostat biyopsisi sonrasi goriilebilmektedir
(15). Onceki galismalarda postoperatif patoloji
spesmeninde pTO pKa; preoperatif biyopside
diisiik evre, diisiik dereceli ve diisiik voliimli
pKa ile iligkili bulunmustur. Descazeaud (16)
ve arkadaslar1 ile Park (17) ve arkadaslarinin
yaptiklar1 c¢alismalarda pT0 pKa; biyopside
diisiik gleason skoru, biyopside pozitif kor
sayisimin  diisiik olmas1 ve pozitif korun
uzunlugunun daha kisa olmasi ile iligkili
bulunmus. Aymi zamanda her iki ¢alismada da
bliylik prostat voliimii ile pTO pKa iliskili
bulunmustur.  Baska bir c¢alismada PSA
diizeyinin 7.5 ng/ml ve altinda olmasi, klinik
evre T1c, biyopsi gleason skoru 6, <Imm bir
pozitif kor ve pozitif korda kanserli dokulari %

1’ inden az olmasi1 RP sonrasi pTO hastalik ile
iliskili bulunmustur(18). Bizim serimizde NHT
veya TUR-P &ykiisii olmayan onceki prostat
biyopsisinde pKa tespit edilen ve RP spesmeni
pTO olan 5 hasta bulunmaktadir. Bu 5 hastanin
verileri incelendiginde literatiirle uyumlu olarak
(16-18) hepsinin ortak 6zelligi klinik evre Tlc,
gleason skoru 6 ve tek pozitif kor sayisina
sahipti. Ancak bu 5 hastanin 3’ {inde psa degeri
7.5 ng/ml altinda idi ve pozitif kor uzunlugu
hepsinde 1 mm altinda degildi. Bahsedilen
caligmalarda RP sonrasi spesmenler baska bir
patolog tarafindan tekrar degerlendirilmistir
(16-18). Bizim serimizde sadece 1 patolog
tarafindan  degerlendirildi. Bu  yiizden
literatiirdeki prediktif faktorlerin  tamamini
bizim serimiz kargilamiyor olabilir.

Bizim serimizdeki 10 hasta NHT aldi.
Bunlarin RP spesmenlerinde rezidiiel timore
ratlanmadi. Daha oOnceki calismalarda cerrahi
oncesi neoadjuvan  hormonoterapi  alan
hastalarda pTO insidans1 %2.25 ile 25 arasinda
degistigi rapor edilmistir (19-22). Yapilan
calismalarda NHT sonrasi RP yapilanlarda
biyokimyasal rekiirrenssiz sagkalim agisindan
bir avantaj elde edilememistir (23). Italyan
grubunun bir ¢alismasinda da NHT alan ve
almayanlar karsilastirildiginda klinik sonuglar
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NHT alanlarda almayanlardan daha koti
bulunmustur (24). Bizim RP 6ncesi NHT alan
10 hastamizdan 1’ inde takiplerinde psa
rekiirrensi  goriildic ve hastaya radyoterapi
verildi.

TUR-P sonrast RP spesmeninde pTO
hastalik ¢ikma olasiliginin yapilan ¢alismalarda
arttign  gosterilmistir. Klinik evrelere gore
degerlendirildiginde pTO, klinik Tla’ da % 6-
25, TIb® de ise %3-9 olarak gorildigi
raporlanmustir (25). Bostwick ve arkadaslarinin
yaptiklari bir ¢aligmada TUR-P sonrast RP
yapilan hastalar1 9.6 yil takip etmisler ve hicbir
hastada biyokimyasal rekiirrens goriilmemistir
(26). Bizim serimizde 16 pTO hasta arasindan 1
hasta TUR-P ile tan1 ald1 ve 36 aylik takibinde
rekiirrens gozlenmedi.

Literatirde  radikal  prostatektomi
sonrast pTO hasta serilerini igeren caligmalar
mevcuttur. Bessede ve ark. (15) yaptiklari
caligmada toplam 7693 RP spesmeninden 30’ u
pTO olarak raporlanmig. Bu 30 hastanin
hicbirisinde NHT ve TUR-P 6ykiisii yok iken,
tamam1 preoperatif TRUS esliginde biyopsi
sonrasi tani almig. Kadono ve ark. (19) 2013
yilinda yayinladiklar1 bir ¢aligmada tamami
NHT alan ve RP spesmeninde pTO ile iliskili
32, non-pTO ile iligkili 100 hastay1
karsilagtirmiglar. Kirk iki aylik takiplerinde 4
hastada rekiirrens gozlenmis ve sonug olarak
pTO grubunda NHT” sinin diisiik riskli Pka © de
rekiirrens lizerine olumlu etkisi oldugunu rapor
etmisler. Joung ve ark. (27) yine 6 hasta pTO ve
105 hastada non-pTO olarak 2 grubu
kargilagtirmiglar. Elli dort aylik takiplerde
hi¢bir pTO hastada rekiirrens gézlenmemis. pTO
hastalarin tamami NHT almis. Moreira ve ark.
(28) 62 pTO ve 20.160 non-pTO hastay1
karsilagtirmiglar. On yillik takip siiresinde; pTO
hastalardan RP 6ncesi 21 hasta NHT almis, 17
hastaya TUR-P ile tam1 konulmus. pTO
grubunda sadece 7 hastada rekiirrens
gozlenmis. Bostwick ve ark. (26) 38 pTO
hastasinin 9.6 yil takip etmisler. 2 hasta NHT
almis. Higbir hastada rekiirrens gézlenmemis.
Bizim ¢alismamizda 16 pTO hastasinda 18 ay

Orijinal Makale
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Advanced age in non-metastatic prostate cancer: does it matter on the
oncological outcomes?

Original Article

Metastatik olmayan prostat kanserinde ileri yas onkolojik sonug¢lar:
etkilemekte midir?
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OZET
Amag: Calismamizda radikal prostatektomi (RP) yapilmis, metastatik olmayan prostat kanseri hastalarinda ileri
yasin onkolojik sonuglara etkisini aragtirmak amaglanmigtir.
Gereg ve Yontemler: Toplamda 593 hastanin verileri geriye doniik incelendi. Hastalar 70 yas alt1 (n=454) ile 70
yas ve lizeri (n=139) olarak iki gruba ayrildi. Demografik, patolojik ve cerrahi sonrasi onkolojik sonuclar iki
grup arasinda karsilagtirildi. Birincil hedef nokta olarak ileri yasin biyokimyasal niiks olmaksizin sag kalim
(BNOS) ve genel sag kalim (GS) tizerine etkisi degerlendirildi. BNOS ve GS iizerine etki eden faktorlerin
degerlendirilmesi i¢in lojistik regresyon analizi yapildi. 10 yillik takiplerde BNOS ve GS oranlarini gosteren
Kaplan-Meier egrileri olugturuldu.
Sonuglar: GS oranlar sirasiyla 5 ve 10 yillik takiplerde daha geng yastaki hasta grubu ile ileri yastaki hasta
grubu karsilagtirlldiginda %85,2’ye kars1 %64 ve %67,2’ye karst %23,7 olarak bulundu (her iki karsilagtirma
icin de p <0.001). BNOS oranlari sirastyla 5 ve 10 yillik takiplerde daha geng yastaki hasta grubu ile ileri yastaki
hasta grubu karsilagtirildiginda %83,9’a kars1 80.9% ve %85,2’ye kars1 %39,4 olarak bulundu (sirasiyla p = 0.29
ve p <0.001). RP sonucundaki Gleason skorunun 7 ve ilizerinde olmasi, seminal vezikiil invazyonu ve ileri evre
hastalik BNOS iizerine etkin faktorler olarak bulundu. Cok degiskenli analizde ise ileri patolojik evre (pT3) ve
yiiksek Gleason skoru (8 ve tizeri) BNOS {izerine etkili faktorler olarak bulundu. Genel sag kalim ileri yagstaki
hastalar1 igeren grupta daha diisiik bulundu ve yas GS {izerine etkin birincil faktor olarak saptandi.
Sonug: Metastaz yapmamis prostat kanseri hastalarinda radikal prostatektomi sonrasi onkolojik sonuglar iizerine
ileri yasin bir etkisi goriilmemistir.
Anahtar Kelimeler: prostat kanseri, radikal prostatektomi, biyokimyasal niiks, prostat spesifik antijen

ABSTRACT
Purpose: We evaluated the effect of advanced age on oncological outcomes after radical prostatectomy (RP) in
non-metastatic prostate cancer (PCa) patients.
Materials and Methods: Totally 593 patients’ data was retrospectively evaluated. All patients were divided into
two groups: <70 (n=454) and >70 (n=139) years of age. Demographic, pathological and post-operative
oncological outcomes were compared between these two groups. The primary endpoint was to evaluate the
effect of advance age on biochemical recurrence free survival (BRFS) and overall survival (OS). Logistic
regression analysis was performed to predict BRFS and OS. Kaplan-Meier pilots are provided for BRFS and OS
up to ten years.
Results: The OS rates were 85.2% vs. 64%, and 67.2% vs. 23.7% in comparing the younger group to the older
group at the 5™, and 10" year of follow-ups, respectively (p < 0.001 for the both comparisons). The BRFS rates
were 83.9% vs. 80.9%, and 85.2% vs. 39.4% when comparing the younger group to the older group at the 5™,
and 10" year of follow-ups, respectively (p = 0.29, and p < 0.001, respectively). Factors of a Gleason score
higher than 7 on radical prostatectomy, seminal vesicle invasion, and advanced stage were found to be
significant factors affecting BRFS, in univariate analysis. In the multivariate analysis, it denoted advanced
pathological stage (T3) and high Gleason score (>8) as prognostic factors affecting BRFS. OS was found to be
worse in the older patients’ group and age was found as a primary factor in prediction of OS.
Conclusions: There is no relationship between advanced age and oncological outcomes after RP in non-
metastatic PCa patients.
Keywords: prostate cancer, radical prostatectomy, biochemical recurrence, prostate specific antigen
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INTRODUCTION

Prostate cancer (PCa) has been holding a major
place in the aging men’s healthcare and is still
the leading cancer diagnosis in males (1). The
diagnosis of the disease has evolved from
purely clinical to mostly laboratory-directed
prostate biopsy with the global usage of the
Prostate Specific Antigen (PSA) tests. The
implication of the PSA screening in clinical
practice has enhanced patient awareness, and
advancement in the treatment options have led
to high survival levels as well as diagnosis of
the disease in the lower stages. Whether a
screening in the population level should be
carried out or not is a matter of debate, while
the primary concern is the potential harms of
the treatment options (2). Thus, watchful
waiting and active surveillance protocols are
defined for elders who would not be faced with
the complications of the disease in their natural
lifetime and young patients with low-risk
disease who may postpone the potential side-
effects of the radical treatment under close
follow-up without losing the surgical cure
chance, respectively (3, 4).

One of the main determinants in the
decision of the screening necessity and
treatment modality is the patient’s life
expectancy, which is affected by the patient’s
age, comorbidities, family history, and the
expected life of the general male population.
Current guidelines suggest consideration of the
radical treatment for patients who have at least
ten years of active life expectancy remaining
(5, 6). Considering the contemporary average
lifetime in males as 80 years, there are many
reports on the biochemical recurrence free
survival (BRFS) rates of the patients who have
undergone radical prostatectomy using the 70
years of age as the cut-off point between two
groups (7-10).

In this study, we aimed to evaluate
whether any difference exists between older
and younger patients in term of oncological
outcomes after radical prostatectomy (RP) in
non-metastatic PCa patients.

MATERIALS and METHODS
Ethical approval for this study was obtained

from Local Ethics Committee with approval
number 161 and the date of 23 June 2015.

Original Article

Written informed consent was obtained from
all patients and the study was conducted
according to World Medical Association
Declaration of Helsinki.

Our study cohort comprises patients
who have undergone radical prostatectomy
(RP) with either open or robotic assisted
laparoscopic techniques between 2006 and
2015 at our clinic. In total 842 patients’ data
was reviewed. Patients whose follow-up was
not available or less than one year, and who
have undergone immediate adjuvant therapy
(because of the presence of surgical margin
positivity and/or lymph node involvement)
protocols were excluded from the analysis.
These remaining 593 patients were included in
the analysis.

Patients”  demographics,  prostate
biopsy results, final pathology results, and PSA
surveys were obtained from the electronic
records and patient charts. Patients were
divided into two groups: <70 (n=454) and >70
(n=139) years of age at the time of the surgical
treatment. Our primary endpoint was to
evaluate the effect of advance age on
biochemical recurrence free survival (BRFS)
and overall survival (OS) as well as other
oncological outcomes; namely extra-prostatic
extension (EPE), seminal vesicle invasion
(SVI), and capsule invasion without EPE.

BCR was defined based on two
consecutive PSA measurements of >0.2 ng/mL
after RP.

Survival rates were compared between
the groups in up to 12 years of follow-ups.
Survival data was collected using electronic
record queries and telephone surveys while
required on the December of 2019. Overall
survival (OS) is defined as being alive while
BRFS is defined as never experiencing a
confirmed PSA level >0.2 ng/mL after RP and
being alive at the time of follow-up, namely 5
and 10" years postoperatively. Cause and time
of death, and history of androgen deprivation
was collected when available and appropriate.
Patients whose cause of death was reported to
be associated with PCa in the electronic
records are classified as cancer-related deaths,
which constitute the difference between the OS
and CSS.
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Statistical analysis

SAS University Edition (SAS Institute Inc,
Cary, NC, USA) was used for the statistical
calculations. Fisher’s exact test or y? test was
used for comparisons depending on the
expected values of the cells in the table
analysis. Cox regression analyses conducted to
identify variables predictive of BCR. The
statistical significance was deemed as p value
lower than 0.05.

RESULTS

The mean PSA value, age, body mass index
(BMI) of our cohort were 9.54 (1.09 -51.5)
ng/ml, 62.9 (40 — 79) years and 27.8 (19 — 36)
kg/m?, respectively. The mean follow-up time
for patients who had no BCR was 98 (12 —
120) months, while mean follow-up time for
all cohorts was 57 (1 — 120) months.

EPE, SVI and capsule invasion without
EPE were detected in 159 (26.8%), 62 (10.5%)
and 83 (14%) patients. All demographic,
pathological and other oncological variables of
the cohort were detailed in Table 1. When we
divided all patients into two groups; there were
no statistical differences between groups in
terms of EPE (p=0.07), SVI (p=0.2) and
capsule invasion without EPE (p=0.25).

Logistic regression analysis included
age, BMI, total PSA value, suspicious findings
at digital rectal examination, number of
positive cores, Gleason score, pathological
stage, presence of EPE, presence of capsule
invasion, and presence of SVI. These variables
were analyzed to determine factors associated
with BRFS, and OS. Higher total PSA value,
higher (>8) Gleason score, higher (pT3)
pathological stage and presence of seminal
vesicle invasion were found to be associated
with BRFS in univariate analysis. In the
multivariate logistic analysis, higher (=8)
Gleason score and presence of seminal vesicle
invasion were associated with BRFS. Logistic
regression analysis is detailed in Table 2.

The OS rates were 91.7%, 89.8%, and
87.2% for patients under 70 years of age on the
5, 10", and 12" years of follow-ups,
respectively. Based on the outpatient and
phone interviews, the most common causes of
death were acute deterioration of the patient
due to previously unknown coronary disease or
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traffic accidents. Three-fourths of the deceased
patients were under androgen-deprivation
therapy while they passed away.

The OS rates were 78.2%, 58.5%, and
29.2% for patients who were 70 years of age or
older on the 5%, 10", and 12" year of follow-
ups, respectively. The most common cause of
death was global loss of systemic functions
and increased debility. Intensive-care unit
admission history was available in roughly half
of the deceased patients while androgen-
deprivation therapy history was prevalent in
one-fifth of these patients.

The OS rates showed significant
differences between two groups for the
postoperative 5" and 10" years (p < 0.001 for
the both comparisons).

The BRFS rates were also similar for
both groups, being 80.9% in the patients under
70 years of age and 80.9% in the older ones in
the 5" year of follow-up. Further BRFS rates
were 85.2% vs. 60.6% at the postoperative 10"
year for the younger vs. the older patient
groups (p = 0.29 and p < 0.001, respectively).

For the patients younger than 70 years
of age, in the first 5 years of the follow-up, a
total of 33 PCa related deaths and 15 deaths
not related to the PCa were observed in
patients who had BCR during the first five
years of the follow-up. Between the fifth and
the tenth year of the follow-up, 38 PCa related
deaths and 16 deaths not related to the PCa
were observed in patients who had BCR during
the follow-up period. Among the patients who
did not have BCR, 19 deaths in the first five
years and 28 deaths in the second five years of
the follow-up was observed. In the younger
patient group 387 (62 of them had BCR) were
alive at the end of the 5 years while 305
patients (45 of them had BCR) were alive after
the end of 10 years of follow-up.

For the patients who were at 70 years
of age or older, in the first 5 years of the
follow-up, a total of 16 PCa related deaths and
10 deaths not related to the PCa were observed
in patients who had BCR during the first five
years of the follow-up. Between the fifth and
the tenth year of the follow-up, 2 PCa related
death and 7 deaths not related to the PCa were
observed in patients who had BCR during the
follow-up period. Among the patients who did
not have BCR, 24 deaths in the first five year
and 57 deaths in the second five years of the
follow-up were observed. In the older patients’
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group 89 patients (17 of them had BCR) were
alive at the end of the 5 years while 33 patients
(13 of them had BCR) were alive after the end
of 10 years of follow-up.

Kaplan-Meier pilots of OS, and BRFS
are given in Figure 1.

DISCUSSION

PCa is the leading cancer diagnosis, avoiding
cutaneous neoplasms, in the male with
significant morbidity and even mortality. This
past century has witnessed an evolution of the
diagnosis, treatment and prognosis of the PCa.
While the diagnostic capabilities were
expanding from digital rectal examination to
PSA screening, the stage of the disease at the
time of the diagnosis fell from a metastatic to a
localized disease (11). The contemporary
guidelines endorse tailoring a treatment based
on the clinical staging and the risk grouping of
the disease, as well as the patients’ life
expectancy. In the aging world, urologists are
facedwith septuagenarian or octogenarian
prostate cancer patients who might benefit
from the radical treatment. The main aim of
our study was comparing the oncological
benefit, in terms of the BRFS and OS, of the
RP in patients younger than 70 years of age vs.
the patients who are at 70 years of age or
beyond. Thus, providing an evidence on the
benefit of the radical treatment in the healthy
seniors.

The potential harm or benefit of the
prostate cancer screening in an asymptomatic
individual is a matter of debate. The National
Comprehensive Cancer Network, European
Association of Urology and American Urology
Association  clinical  guidelines  suggests
considering screening in an informed fashion
for people who have ten years or more life
expectancy (5, 6, 12). Previously, US-
Preventive Services Task Force (USPSTF)
opposed the screening due to potential harms
without any evident benefits. However,
USPSTEF’s most current point of view is in
favor of offering PSA screening for healthy
individuals younger than 70 years of age. On
the other hand, USPSTF still recommends
avoiding the screening after 70 years of age
(13). In our study, 137 patients were diagnosed
during the screening in the outpatient health-
care service, which makes 23.1% of the study
cohort. Patients diagnosed during screening
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were 32, 24, 55, 17, and 9 for pathological
stages T2a, T2b, T2c, T3a, and T3b,
respectively. Drawing a conclusion is far
beyond the aim of this study. However, we can
speculate that the screening can result in
diagnosis of the disease before initiation of the
symptoms even in advanced tumors.

Our results indicate that the OS is
primarily affected by the age. The BRFS is
found the be similar between two groups at the
50 year of follow-up but was significantly
different at the 10" year of follow-up using 2
square test. However, variant analyses did not
reveal differences. This contrary statistical
result is because of the unbalanced distribution
of the high number of patients who passed
away during the follow-up period in the older
patients’ group. After ten years of follow-up,
roughly one fourth of the seniors were alive
and among them more than half did not
experience BCR. Thus, we can suggest that a
healthy male at the 70 years or slightly beyond
this, has a 23.7% chance of being alive, and a
60.6% chance of living with a cured PCa after
successful radical surgical treatment at the 10
year if the individual survives. The decrement
of OS to one-third while BRFS decline to two-
third between 5" and 10" year of follow-ups
may reflect the benefit of surgical treatment.
OS rates are also reported in the literature.
Overall survive rates may be more prone to be
affected by age rather than cancer specific
survive rates. The OS rates were significantly
worse in the older age group in our study
which reflects the natural course of the life.
Previous papers are all congruous with each
other at this point as well as our results.
Comparing the potential benefit with other
management modalities is a matter of future
studies. The younger patient group also had
good BRFS rates which was over eighty
percent during the whole follow-up.
Considering the decrease from 85.2% to 67.2%
of OS, increase of BRFS from 83.9% to 85.2%
reflects the vivid benefit of radical surgery in
this patient group.

Daskivich et al. investigated the effects
of age, comorbidities, and PCa risk groups to
CSS and OS in their prospective study that
included 3183 patients. They concluded that
age and comorbidities are affecting the OS
without any effect on the CSS. Our results are
compatible with the Daskivich and colleagues’
and we can report that the age is not a sole
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prognostic factor for both BRFS, while the age
is a primary predictor for OS (14). Maggio et
al. reported the results of 1002 PCa patients
who  have  undergone  conformational
radiotherapy as the primary treatment. They
grouped these patients into the age groups of
under 65 years of age, between 65 and 70 years
of age, between 70 and 75 years of age, and
above 70 years of age. After 90 months of
prospective follow-ups, they found that 72
years of age was a cut-off point for prognostic
importance for both CSS and OS (15). The
contrary results between our study and
Maggio’s may be because of the difference of
the treatment modalities, and the different
patient groups. Gangdaglia et al. conducted a
retrospective review of the health-care system
records of 205551 patients. They evaluated the
effect of age on PCa mortality in the different
pathological stages. As a result, they reported
the age as a prognostic factor that affects the
cancer specific mortality in patients with a
Gleason score between 5 and 7, and
pathological stage pT2. However, prognostic
value of the age was not validated in patients
with a Gleason score 8 and above, and pT3
stage (16). The effect of age to the BRFS is not
observed in any pathological stage sub-group
in our study. This contrary result may be a
result of a significant difference of the cohort
size, and the follow-up period. Even though
Bechis et al. have reported significantly higher
mortality rates in older patients, this difference
was not observed in their study after correction
due to pathological stages and treatment
modalities (17). The results of their case-series
comprised 305 patients were recently reported
by a tertiary health-care center in Turkey. In
this paper Ozden et al. concluded that age was
not an absolute prognostic factor for BRFS in
prostate cancer; but the pathological stages,
Gleason scores, and PSA levels are. They also
reported less organ-confined disease in the
older group (18). Our patient number exceeds
Ozden’s study, our follow-up time is also
reasonable, our results are compatible, the age
cut-off used is the same, and both studies
involve the Turkish population. Thus, we can
indicate that age seems to not be an influencing
factor to oncological results after RP for non-
metastatic PCa in Turkish population based on
our and Ozden’s results.

Drawing an exact cut-off for prostate
cancer treatment or screening seems not

Original Article

possible with the current available evidence;
and individualization is probably the best way
to undertake a healthy senior’s healthcare.
However, using 70 years of age as a cut-off
between older and younger patients was also
considered by different authors. Ko et al.
published their match-paired analysis results
between patients who are older than 70 years
of age vs. the range of 50 and 70 years of age.
They concluded that seniors have significantly
higher risk of adverse pathological results and
clinical outcomes (19). Kim et al. also reported
worse outcomes in older patients using 70
years of age as the cut-off between the two
groups. Their cohort comprised 1333 patients
from a single institution and they reported
significantly higher BCR in the older patients’
group (20). Results akin to Kim’s and Ko’s
were also reported by Masuda and colleagues,
who have used 70 years of age as the cut-off
between older and younger patients. Their
results showed that age is a predictor of worse
outcomes in pT2 patients with no significant
impact on the results of pT3 patient group (21).
Liesenfield et al. also reported the age as a
prognostic factor in their study that comprises
the data of 2480 patients (22). Our results were
contradictory to these results. We did not
observe any significant difference between the
groups in terms of BRFS rates. This difference
can be a result of different demographics of the
cohorts, such as used neoadjuvant therapy in
the Liesenfield’s cohort, or inclusion of only
Japanese men in the Madusa’s patient group.

Evaluating the potential benefit of RP
or RT over watchful waiting in these age group
is beyond our paper and an important area of
further research.

Other limitations of our study were its
retrospective design and respectively low
patient numbers in subgroups. However, we
think that our study brings important evidence
to predict senior individuals further
oncological results after RP performed for non-
metastatic PCa.

In an intermediate-sized patient cohort
of a single institution and retrospective
analysis, we observed no significant effects of
age on the BRFS rates using 70 years of age as
the cut-off point. OS was primarily affected by
age. A healthy senior individual has a 15%
percent of being alive with a surgical cure at
the tenth year postoperatively due to our
results. Therefore, we can conclude that the
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healthy septuagenarians or even octogenarians
may benefit from radical surgical treatment of
the PCa. Comparison of the benefit with other
modalities and confirmation of the benefit in
different populations necessitate  further

Original Article

studies.
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Table 1. Patient characteristics and comparison of the two groups

Parameters All patients <70 years of age >70 years of age p value
(n=593) (n=454) (n=139)
Mean Age (years), (min- 62.9 (40-79) 61.1 (40-69) 64 (70-79) 0.2
max)
Mean BMI (kg/mz), (min- 27.8 (19-36) 29 (21-36) 26 (19-36) 0.84
max)
Mean Total PSA (ng/mL), 9.54 (1.09-51.5) 9.1 (1.09-30) 9.8 (3-51.5) 0.45
(min-max)
Gleason scores on radical
prostatectomy specimens, n
(%)
ISUP grade | 301 (50.7%) 237 (52.2%) 64 (46%) 0.2
ISUP grade Il 134 (22.6%) 105 (23.1%) 29 (20.1%) 0.57
ISUP grade 1l 98 (16.5%) 71 (15.6%) 27 (19.4%) 0.29
ISUP grade IV
Gleason score 4+4 26 (4.4%) 19 (4.2%) 7 (5%) 0.66
Gleason score 3+5 14 (2.4%) 9 (2%) 5 (3.6%) 0.27
Gleason score 5+3 4 (0.7%) 3 (0.7%) 1 (0.7%) -
ISUP grade V 16 (2.7%) 10 (2.2%) 6 (4.3%) 0.17
Suspicious finding at DRE, | 194 (32.7%) 146 (32.2%) 48 (34.5%) 0.67
n (%)
Number of positive cores, n 0.004
(%)
< 3 core positivity 247 (41.6%) 204 (44.9%) 43 (30.9%)
> 3 core positivity 346 (58.4%) 250 (55.1%) 96 (69.1%)
Presence of EPE, n (%) 159 (26.8%) 67 (14.8%) 30 (21.6%) 0.07
Presence of SVI, n (%) 62 (10.5%) 43 (9.5%) 19 (13.7%) 0.2
Presence of capsule 83 (14%) 59 (13%) 24 (17.3%) 0.25
invasion, without EPE, n
(%)
BCR development, n (%) 153 (25.8%) 110 (24.2%) 43 (30.9%) 0.11

BCR, Biochemical recurrence; BMI, Body mass index; DRE, Digital rectal examination; EPE, Extraprostatic
extension; ISUP, International society of urological pathology; PSA, Prostate-specific antigen; SVI, Seminal

vesicle invasion
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Table 2. Univariate and Multivariate regression analysis for predicting biochemical recurrence free survival.
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Univariate analysis Multivariate analysis
Variables OR 95% ClI p value OR 95% ClI p value
Age (=70) 1.4 0.822-3.804 0.4 1.1 0.874-3.534 0.43
BMI (Higher) 0.8 0.184-1.962 0.2
Suspicious finding at 1.2 0.248-1.634 0.09
DRE
Number of positive 14 0.664-2.158 0.1
cores (=3)
Total PSA value | 1.9 1.03-6.174 *0.001 15 0.352-1.936 0.1
(Higher)
Gleason score (>8) 2.6 1.462- 5.639 *0.001 2.2 1.018-5.116 *0.001
Pathological stage | 3.2 2.258-6.082 *0.001 1.8 0.436-3.502 0.2
(>pT2)
Presence of EPE 1.2 0.556-2.706 0.2
Presence of SVI 3.6 2.019-6.552 *0.001 3.2 1.524-5.808 *0.001
Presence of capsule 1.1 0.543-4.162 0.46
invasion without EPE

*Statistically significant

BCR, Biochemical recurrence; BMI, body mass index; DRE, Digital rectal examination; EPE, Extraprostatic
extension; ISUP, International society of urological pathology; PSA, Prostate-specific antigen; SVI, Seminal
vesicle invasion; Cl, Confidence interval; OR, Odds ratio

Kaplan-Meier Survival Analysis

BRFS < 70 yrs === (S 270yrs  e=BRFS 270 yrs

£5,3 85,2

Figure 1. Kaplan-Meier survival analysis of the cohort.
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Quiality of Life in Chronic Myeloid Leukemia Patients in the Era of Generic
Imatinib

Jenerik Imatinib Caginda Kronik Myeloid Lésemi Hastalarinda Yasam
Kalitesi

Abide Giinnur BALCI GUCLU?, Nur OGUZ DAVUTOGLU?, Beyhan DURAK ARAS?, Eren GUNDUZ?
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OZET
GIRIS ve AMAC: Giiniimiizde birgok kronik miyelod 16semi (KML) hastasi1 i¢in primer tedavi imatinib
mesilattir. Ikinci kusak tirozin kinaz inihibitérii (TKI) olan dasatinib ve nilotinib 1. basamakta da etkin olmakla
birlikte siklikla direngli ya da intoleran hastalarda kullanilir. Tedavi oral olarak kullanilan bu ilaglara siki uyum ve
diizenli kan kontrolleri yapilmasmi gerektirir. Omiir boyu tedavi yanisira diizenli kontroller hastanin yasam
kalitesini etkilemektedir. Yeni kusak tirozin kinaz inhibitorleriyle yasam kalitesine ait veriler daha azdir. Ayrica
iilkemizdeki KML hastalarinin hemen tiimii fiyat farki nedeniyle artik orijinal olmayan imatinib kullanmaktadir.
Calismamizda KML tanistyla takip ve tedavisi yapilan ve halen TKI (imatinib, dasatinib, nilotinib) kullanmakta
olan hastalarin yasam kalitelerinin degerlendirilmesi amaglanmigtir
YONTEM ve GERECLER: Bu calisgmada KML tanisiyla takip edilen toplam 120 hastanin yasam kalitesi
degerlendirildi.Yasam kalitesini degerlendirmek amaciyla EORTC QLQ-CML24 ve EORTC QLQ-C30 (versiyon
3.0) olgekleri kullanildi.
BULGULAR: Nilotinib i¢in hesaplanan uykusuzluk dlgegi imatinib 6l¢eginden anlamli oranda diisiik bulundu
(p=0.027). Imatinib kullanan hastalar i¢in hesaplanan giinliik hayata etki lcegi dasatinib kullanan hastalar ile
kiyaslandiginda daha diisiiktii (p=0.007). Diger parametreler i¢in gruplar arasinda fark saptanmadi.
TARTISMA ve SONUC: Caligmamizda jenerik imatinib, dasatinib ve nilotinib alan kronik miyeloid losemi
hastalar1 arasinda yapilan karsilastirma sonuglarinin biiylik oranda benzer bulunmasi daha potent olan 2.kusak
TK{’lerin imatinib kadar iyi tolere edildigini ve yasam kalitesine benzer etki yaptigini diisiindiirmiistiir.
Anahtar Kelimeler: Kronik Myeloid Losemi, yasam kalitesi, imatinib, dasatinib, nilotinib

ABSTRACT
INTRODUCTION: The first line treatment for chronic myeloid leukaemia (CML) is still imatinib mesylate in
many countries. Dasatinib and nilotinib are also effective in first line treatment but often used in resistant or
intolerant patients. The treatment requires strict drug compliance and regular blood tests. Lifelong treatment as
well as regular controls may negatively affect the quality of life. The aim of this study was to evaluate the quality
of life of CML patients taking tyrosine kinase inhibitors (TKI).
METHODS: A total of 120 patients were included in the study and divided into 3 groups according to the TKI
they take generic imatinib (n=72), dasatinib (n=23) or nilotinib (n=25). EORTC QLQ-CML24 and EORTC QLQ-
C30 (version 3.0) scales were used to evaluate the quality of life.
RESULTS: Insomnia in nilotinib group was lower than the dasatinib group (16.00 + 23.80 vs 28.70+ 35.25, p=
0.027). The satisfaction with care information of imatinib group was lower than dasatinib group (75.46+ 17.00 vs
84.78+ 20.66, p = 0.007). No difference was found between the 3 groups for other parameters.
DISCUSSION AND CONCLUSION: The comparison of chronic myeloid leukemia patients under generic
imatinib, dasatinib and nilotinib suggested that the second generation TKIs are generally well tolerated and have
nearly similar effects with imatinib on quality of life.
Keywords: chronic myeloid leukemia, quality of life, imatinib, dasatinib, nilotinib
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INTRODUCTION

Chronic myeloid leukemia (CML) is the first
disease in which a specific karyotypic
abnormality wasdetected, and is the most well-
characterized leukemia type at molecular level
(1, 2). It contributes 20% of alladult leukemias
(3). The annual incidence has been determined
as 1.6 / 100000 (4).CML cases are usually
diagnosed at achronic stage in which the disease
can be effectively controlled by standard
treatment and the patients have little or no
symptomsat diagnosis(5).

Imatinib, the first oral target-specific agent in
the treatment of CML, has transformed the
disease into a chronic disease with long
remission periods. After the approval of
imatinib as the initial treatment of CML; second
generation tyrosine kinase inhibitors (TKI),
bosutinib, ponatinib and non-TKI omacetaxine
were approved for the treatment of refractory
CML patients in 2012 (6). Althoughdasatinib
and nilotinib are also effective in as first line
therapy, they are often used in resistant or
intolerant patients in many countries.

Whilethe 5-year relative survival rate of CML
patients was found21% between 1973-1979 ,
this rate increased to 80% in patients diagnosed
between 2001 and 2008 due to progress
achieved through TKIs (7). It is estimated that
the number of CML patients will be more than
180000 in 2050 in the USA (8).

Originator imatinib has been used in Turkey
since 2003. However, the generic formulations
of drugs are increasing, since treatment costs
give a great additional burden to the national
economy and generic imatinib formulations
have been used since 2012 (9).

It has been shown that imatinib is generally
well-tolerated and the most important side
effect that negatively affects the quality of life
is chronic fatigue. Data on new generation
TKIsisscarce.We believe that the quality of life
data regarding generic imatinib and new
generation TKIs, are important. In our study, we
aimed to evaluate the quality of life of CML
patients who are still taking a TKI (imatinib,
dasatinib or nilotinib).
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MATERIALS and METHODS

In this study, a total of 120 patients with CML
were evaluated. Sociodemographic
charactersitics and laboratory results were
retrospectively obtained from the existing
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records, and the quality of life was evaluated
during the last routine control visitt EORTC
QLQ-CML24 and EORTC QLQ-C30 (version
3.0) scales were used to evaluate the quality of
life.The study was approved by local ethical
committee and is in accordance with the current
version of the Helsinki Declaration.
EORTC-QLQ-C30 (version 3.0) has 30 items.
Measured areas are; physical, role, cognitive,
emotional, social and global quality of life.
High overall score refers to better function.
High symptom score expresses higher symptom
distress. TheEORTC QLQ-C30 (version 3.0)
has been found reliable and valid for Turkish
patients (10).

Efficace et al. (11) have published EORTC
QLQ-CML24 for CML patients in 2014.
EORTC QLQ-CML24 is used with the EORTC
QLQ-C30. Twenty four items are added to
QLQ-C30 (54 itemstotally). Measured areas
are; symptoms associated with illness and
treatment, psychosocial issues, infertility, body
image, treatment program distress and
satisfaction.

Statistical Analysis

All statistical analyses were performed by using
SPSS v.21.0 (IBM Corp., Armonk, NY, USA).
Pearson Exact Chi-square test was performed
on categorical data comparison of the patients
andindependent sample t test was applied to
compare the differences between groups. Data
are expressed either as frequencies (n),
mean + standard deviation (x + sd). Pearson
correlation analysis was applied to determine
the relationship between laboratory parameters
and the scales. A p-value < 0.05 was considered
statistically significant.

RESULTS

All patients participated in the survey were at
chronic stage. The mean age was 55 + 14.4
years. The mean duration of disease at the time
of the survey was 6.7 + 4.5 years. Fifty six
percent of the patients were female and 44%
were male. The sokal risk wasfound low in 69%
and moderate in 31% of the patients.

The Eastern Cooperative Oncology Group
(ECOG) performance score was 0 in 105
patients, 1 in 12 patients, and 2 in 3 patients.
Responses were recorded as complete
hematologic response (CHR) in 87%and major
molecular response (MMR) in 81% of patients.
Seventy (60%) patients were using imatinib, 25
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(21%) patients were using nilotinib and 23
(19%) patients were using dasatinib at the time
of evaluation.

When we evaluated hematological and
biochemical paramaters most parameters were
found similar between 3 groups. The different
parameters were as follows:

Mean corpuscular volume (MCV) was highest
in imatinib group (91.31+ 5.11 fl for imatinib,
84.10+ 6.71 fl for dasatinib, 86.82+ 6.72 fl for
nilotinib (p=0.000).

Calcium was lowest in dasatinib group
(10.41+10.62 mg/dl for imatinib, 9.11+0.50
mg/dl for dasatinib, 9.30+0.58 mg/dl for
nilotinib) (p=0.01).

Total protein was lowest in imatinib group
(6.76+0.62 g/dl for imatinib, 7.13+0.49 g/dl for
dasatinib, 7.33+0.46 g/dl for nilotinib)
(p=0.000).

Total bilirubin was highest in nilotinib group
(0.38+0.17 mg/dl, 0.524+0.31 mg/dl, 0.84+0.62
mg/dl for nilotinib) (p=0.000).

Gamma glutamil transpeptidase (GGT) was
highest in nilotinib group (16.41+7.96 U/L for
imatinib, 27.00+18.18 U/L for dasatinib, 43.52
+29.53 U/L for nilotinib) (p=0.000).

Alkaline phosphatase (ALP) was highest in
nilotinib group (74.02+35.52 U/L for imatinib,
69.75+31.60 U/L for dasatinib, 86.84+19.21
U/L for nilotinib) (p=0.003).

Creatine kinase(CK) was highest in imatinib
group (206.10+194.80 U/L for imatinib,
176.351+134.20 U/L for dasatinib, 94.641+43.23
U/L for nilotinib) (p=0.000).

Amylase was highest in dasatinib group
(70.07+20.49 U/L for imatinib, 81.95+33.54
U/L for dasatinib, 63.52+19.72 U/L for
nilotinib) (p=0.035).
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The satisfaction with care information was
higher in dasatinib group when compared with
imatinib (75.46+17.00 for imatinib,
84.78+20.66 for dasatinib, p=0.007). All other
scales were found similar between groups.
There were no correlations between scales and
haematological and/or biochemical parameters
and molecular responses.

DISCUSSION

In this study, we evaluated 120 CML patients
totally. Responses were recorded as CHR in
87% and MMR in 81% of patients. This finding
was related with the shorter treatment duration
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at the time of evaluation for some patients.
When we examined biochemical parameters we
saw that calcium was lowest in dasatinib group
SO we suggest that patients under dasatinib
should be monitored more carefully for calcium
supplementation.Highest bilirubin, GGT and
ALP in nilotinib group was correlated with the
well known adverse event profile of
nilotinib.Lowest protein and the highest MCV
in imatinib group suggested an effect of
imatinib on protein synthesis.

Highest CK in imatinib group was correlated
with the observation of more frequent muscle
cramps in our patients under imatinib. Although
pancreatitis is usually observed with nilotinib,
amylase was highest in dasatinib group but this
was not clinically significant.

World Health Organization (WHO) defines
health as; physical, spiritual and social aspects
of a complete well-being. Based on this
definition, the goal of health services is not only
to improve or prevent diseases, but also to
provide a high quality of life for the patients to
maintain their role in the society.
Patient-reported outcome (PRO) tools for
measuring the quality of life in CML patients
treated with TKIs are as follows:

1. General Tools, Non-Specific to
cancer:European Quality of Life 5 Dimensions
(EQ-5D), Medical Outcomes Study 36-Item
Short Form Health Survey (SF-36)

2. Tools specific to cancer, non-specific to
CML.:Cancer Therapy Satisfaction
Questionnaire (CTSQ), EORTC Quality of Life
Questionnaire (EORTC QLQ-C30), Functional
Assessment of Cancer Therapy—General
(FACT-G), Functional Assessment of Cancer
Therapy — Biologic Response Modifiers
(FACT-BRM), Functional Assessment of
Cancer Therapy-Anti angiogenesis Therapy
(FACT-Anti-A)

3. Specific Tools for Leukaemia or
CML:Functional ~ Assessment of Cancer
Therapy — Leukaemia (FACT-Leu), MDASI-
CML, EORTC QLQ-CML24 (10-12).

In our study, the life quality of 120 patients with
CML was evaluatedwith EORTC QLQ-C30
(version 3.0) and EORTC QLQ CML-24
scales.To our knowledge there is no similar
study in the literature, comparing 3 treatment
groups (imatinib, dasatinib and nilotinib) and
using the same scales.
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Ugur et al. (13) evaluated the quality of life of
patients under dasatinib and nilotinib by only
EORTC QLQ-C30 questionnaire. In this study,
the general health scale was found lower than
dasatinib for nilotinib. The physical function
scale was similar for imatinib, dasatinib and
nilotinib. There was no significant difference
between the groups for the role function scale.
The emotional and perceptual function scale
and the symptom fatigue scale was lower than
dasatinib for nilotinib, no difference was found
between groups for social function and nausea-
vomiting scales.Ugur et al. (13) found no
significant difference between the patients
using imatinib, dasatinib, nilotinib and all 2nd
generation TKIs for symptom pain scale. They
could not find a significant difference between
the groups under imatinib, dasatinib, nilotinib
and all 2nd generation TKIs, for dyspnea
symptom scale and for symptom loss of
appetite, constipation, diarrhea and financial
difficulties scales also.In our study, the results
were found similar for all groups.

Unnikrishnan et al. (14) evaluated 221 CML
patients with the scales used in our study but
evaluated only patients using imatinib. The
general health scale was higher in patients who
show adherence to the treatment than those who
do not. The physical function and role function
scales were found higher in patients who are
adherent with imatinib. On the other hand, the
symptom nausea and vomiting scale was lower
in adherent patients. The symptom pain scale
was higher in patients who were adherent than
those who were not. In our study, we did not
evaluate results according to treatment
adherenceso it is difficult to make comment.
AlthoughUgur et al. (13) could not found a
significant difference between the groups for
the symptom insomnia scale, insomnia scale in
nilotinib group was lower than the dasatinib
groupin our study (16.00+ 23.80 for nilotinib
and 28.70+ 35.25 for dasatinib) (p=
0.027).Concomittant drug side effects may have
an impact on this point but we unfortunately did
not examine the side effects specifically.

The satisfaction with care information was
higher in dasatinib group when compared with
imatinib ~ (75.46+17.00  for  imatinib,
84.784+20.66 for dasatinib, p=0.007). Maybe
this difference can be explained by the
relationship with food intake because it is easier
to inform the patient if the drug has no
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relationship with the stomach being empty or
not. All other scales were found similar between
groupssuggesting that the more potent 2nd
generation TKIs were well tolerated as imatinib
and had a similar effect on quality of life.
Unfortunately, comparisons could be made
mainly with 2 studies. Distinct results were
suggested to be associated with the size of
patient population, different sociodemographic
characteristics, lack of consideration of
adherence to therapy, and differences in the
imatinib preparations. Since heterogeneous
patient groups and different scales were used in
other available quality of life studies, direct
comparison was not found appropriate.
However, we believe that our study may raise
the interest for further studies with the same
scales.

In conclusion, a good quality of life is a rising
target of therapy for all patients. The number of
studies investigating the quality of life with first
and second generation TKIs can lead to
developments in the era of individualized
therapy in CML.
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The Prognostic Impact of the Neutrophil-Lymphocyte Ratio in Small-Cell
Lung Cancer

Kiiciik Hiicreli Akciger Kanserinde Notrofil-Lenfosit Oraninin Prognostik
Onemi

Mustafa Altinbas!, Mevliide inan¢?, Cengiz Karacin®

1Saglik Bilimleri Universitesi, Diskap1 Yildirim Beyazit Egitim ve Arastirma Hastanesi, Tibbi Onkoloji Klinigi,
Ankara, Tirkiye
%Erciyes Universitesi T1p Fakiiltesi, Tibbi Onkoloji Klinigi, Kayseri, Tiirkiye
3Saglik Bilimleri Universitesi, Dr Abdurrahman Yurtaslan Onkoloji Egitim ve Arastirma Hastanesi, Tibbi
Onkoloji Klinigi, Ankara, Tiirkiye

Dergiye Ulasma Tarihi: 24.07.2020 Dergiye Kabul Tarihi: 01.08.2020 Doi: 10.5505/a0t.2020.49369

OZET

GIRIS ve AMAC: Son dénemde immiinoterapilerin sagkalima kiigiik bir katkis1 olsa da kiiciik hiicreli akciger
kanserinde halen yeni tedavilere ihtiyag¢ vardir. Bu ¢aligmada, kii¢iik hiicreli akciger kanserinde (KHAK) bilinen
prognostik faktorlere ek olarak bir sistemik inflamatuar indeks olan nétrofil-lenfosit oraninin (NLO) prognostik
one—mini gostermeyi amacladik.
YONTEM ve GERECLER: Toplam 203 KHAK’li hasta retrospektif olarak degerlendirildi. Hastalarin
demografik bilgileri, tedavi rejimleri, hastalik progresyon ve eksitus tarihleri hastane otomasyon sisteminden veya
hasta dosyalarindan elde edildi. Genel sagkalim1 (OS) etkileyen faktorler tek degiskenli analizle saptandiktan sonra
bagimsiz prognostik faktorlerin tespiti i¢in ¢ok degiskenli Cox regresyon analizi yapildi.
BULGULAR: Ortalama yas 58+9,3 idi. Hastalarin %91,6’s1 erkek idi. Hastalarin %64,5’1 yaygin hastalik
evresindeydi. En sik uygulanan kemoterapi rejimi cisplatin + etoposid, ortanca kiir sayisi 6 idi. Objektif yanit orani
(ORR) %65,7 idi. Cok degiskenli Cox regresyon analizi sonucunda yaygin hastalik evresi, ileri yas (>65), yiiksek
NLO (>5) ve yiiksek LDH diizeyi (>550) OS i¢in bagimsiz kotii prognostik faktorler olarak tespit edildi.
TARTISMA ve SONUC: NLO’nun genel sag kalimi (OS) etkileyen bagimsiz prognostik faktorlerden biri
olabilecegi gosterildi.
Anahtar Kelimeler: Noétrofil-lenfosit oran1 (NLO), Prognostik faktér, Kiigiik hiicreli akciger kanseri (KHAK),
Sagkalim

ABSTRACT
INTRODUCTION: Although immunotherapies have made a small contribution to survival in recent years, there
is a need for new treatments for small cell lung cancer (SCLC). We aimed to show the prognostic importance of
the neutrophil-lymphocyte ratio (NLR), which is a systemic inflammatory index, in addition to the known
prognostic factors in SCLC in this study.
METHODS: We retrospectively evaluated a total of 203 SCLC patients. Demographic data, treatment regimes,
disease progression and date of exitus were retrieved from patient files and the hospital automated records system.
After the determination of factors affecting overall survival (OS) with univariate analysis, Cox regression model
was performed to demonstrate the prognostic factors affecting OS.
RESULTS: The patients comprised 91.6% males and 8.4% of females with a mean age of 58+9.3 years. One-
hundred-thirty-one (64.5%) patients had extensive-stage disease. The most frequently applied chemotherapy
regime was cisplatin+etoposide, with a median of 6 cycles. The objective response rate (ORR) was 65.7%. As a
result of Cox regression analysis, the extensive-stage disease, advanced age (>65 years), high NLR (>5), and high
LDH level (>550) were determined to be independent poor prognostic factors for OS.
DISCUSSION AND CONCLUSION: The results of the study showed that high NLR has negative impact on OS
in patients with SCLC.
Keywords: Neutrophil-lymphocyte ratio (NLR), Prognostic factor, Small cell lung cancer (SCLC), Survival
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Lung cancer is one of the most frequently seen
cancers throughout the world (1). Small cell
lung cancer (SCLC) shows different biological
behavior than other histopathological types and
responds well to chemotherapy(1).However,
resistance to treatment develops after a short
time and the disease progresses(1).With the
usage of immunotherapy and chemotherapy
(CT) combinations in extensive-stage disease,
an advantage has been obtained of
approximately 2 months in overall survival
(OS) compared to CT alone (2). Nevertheless,
the median OS has not exceeded 12 months (2).

Limited-stage disease, ECOG
performance status of 0-1, female gender,
absence of brain metastasis at the time of
diagnosis, no dose reduction in chemotherapy
and normal serum LDH values have been
determined as independent good prognostic
factors determining OS in SCLC patients (3-5).
A high complete response rate and a long
duration of response time to progression are
markers of good prognosis in SCLC patients
(6).Smoking has a negative effect on OS(4) with
significantly lower survival reported for
smokers compared to non-smokers (7). An
advantage of 9 months OS has been reported for
non-smokers compared to patients who smoke

).

The prognostic importance of systemic
inflammatory response has been shown in
several cancer types(8, 9). Laboratory markers
of systemic inflammation include a high C-
reactive protein (CRP), hypoalbuminemia,
neutrophilia, thrombocytosis, and lymphopenia.
Previous studies have also shown that the
neutrophil-lymphocyte ratio (NLR), as another
systemic inflammatory marker, could be used as
a prognostic factor in lung cancer, just as it is in
other cancer types(10-13). The majority of
studies on this subject have been conducted on
patients with non-small-cell lung cancer
(NSCLC), and there are very few studies with a
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limited number of patients that have been
conducted on SCLC patients (10-15).Therefore,
we aimed to demonstrate the prognostic
importance of NLR in a large SCLC
populationin this multicentric study.

MATERIAL METHOD

The presented study was approved by the ethics
committee of the Erciyes University Faculty of
Medicine. We retrospective reviewed a total of
203 patients with SCLC between February 2005
and February 2018 in Diskapi Yildirim Beyazit
Training and Research Hospital and Erciyes
University Faculty of Medicine Hospital. The
patients included were aged >18 years with a
histopathologically confirmed diagnosis with
SCLC. Patients were excluded if they had a
previously known diagnosis of non-small cell
lung cancer, if mixed cancer cells (non-small
cell) were determined in the histopathological
diagnosis, if they withdrew from follow-up
during the treatment period or if data were not
available.

Data were obtained from the patient
files and hospital automated system and were
added to the database, including age, gender,
disease stage, treatment regimes applied and
durations, hemogram (neutrophil count,
lymphocyte count), serum lactate
dehydrogenase (LDH), coagulation parameters,
date of disease progression, exitus or final
follow-up examination. The OS of all the
patients was calculated, defined as the time
from diagnosis to death of any cause. The NLR
was calculated as the neutrophil absolute count
divided by the total lymphocyte count.

Statistical Analysis

Statistical analysis were done via IBM
SPSS vn. 20 software. Parametric variables
were stated as mean +standard deviation (SD)
values and nonparametric variables as median
(range). In the determination of factors affecting
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survival, ROC analysis was applied to
determine the optimal cutoff values in respect
of age and laboratory values. In the survival
analyses, the Kaplan-Meier survival analysis
was used, and Cox Regression analysis was
used to demonstrate the independent prognostic
factors affecting survival. All the analyses were
made two-way and a value of p<0.05 was
accepted as statistically significant.
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RESULTS

The patients comprised 91.6% males and 8.4%
of females with a mean age of 58+9.3 years.
One-hundred-thirty-one (64.5%) patients had
extensive-stage disease. The most common
metastatic site was the liver. The most
frequently applied chemotherapy regimen was
cisplatin+etoposide, with a median of 6 cycles.
The objective response rate (ORR) in a total of
198 treated patients was 65.7% (Table 1).

Table 1. Demographic and clinical
characteristics of patients

n:203

Age, meantsd 58+9.3
Sex, male, n(%) 186 (91.6)
Stage

Limited, n(%) 72 (35.5)

Extensive, n(%) 131 (64.5)
Metastatic site

Liver, n(%) 54 (26.6)

Lung, n(%) 24 (11.8)
Bone, n(%) 31 (15.3)
Brain, n(%) 23 (11.3)
Adrenal, n(%) 20 (9.8)

Other, n(%) 23 (11.3)
Chemotherapy regimen

Cisplatin + Etoposide, 187 (92.1)

n(%)

Other, n(%) 10 (4.9

No, n(%) 6 (3.0)
Response to treatment

Complete, n(%) 8 (4.0)

Partial, n(%) 61 (30.8)

Stable, n(%) 61 (30.8)

Progressive, n(%) 67 (34.3)

Not appliciabe, n(%) 6 (3.0)

The median follow-up period was 9
months (range, 1-107 months). The median OS
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of the whole patient group was 9 months (95%
Cl, 7.8-10.1 months). A total of 190 (93.5%)
patients died due to SCLC. The result of the
univariate survival analysis of factors affecting

10 NLR
<5
=5
——<5.censored
0,84 — z5-censored

Median 0S 10 vs 8
months p=0.009

0,6

Qverall Survival

0.4

0,27

0,0

Months

Figure 1: Overall survival according to neutrophile-
lymphocyte ratio

OS are shown in Table 2. In patients with the
extensive-stage disease, advanced age, high
neutrophil count, high NLR or high LDH, OS
was shorter. The median OS of patients with
NLR>5 was 8 months (range, 6.3-9.6 months)
and for those with NLR <5, median OS was 10
months (range 8.2-11.7 months) (p=0.009) (Fig.
1).

Table 2: The univariate survival analysis of
factors affecting OS
Median OS — p-value
months, (%95
Cl)
Sex
Male 9 (7.7-10.2) 0.587
Female 8 (4.3-11.7)
Stage
Limited 11 (9.3-12.6) <0.001
Extensive | 8 (6.8-9.1)
Age, year
<65 10 (8.6-11.3) 0.006
>65 7 (5.6-8.3)
Leukocytecount
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<11000 9 (7.6-10.4) 0.069

>11000 | 8(6.1-9.8)

Neutrophilcount

<7000 10 (8.1-11.8) 0.009

>7000 7 (5.1-8.8)

Lymhocytecount
<2000 9(7.7-10.2) 0.189
>2000 8 (6.2-9.7)

NLR
<5 10 (8.2-11.7) | 0.009
>5 8 (6.3-9.6)

LDH
<550 10 (8.6-11.3) | 0.001
>550 7 (5.8-8.2)

Abbrevations: OS, Overall survival; Cl,
Confidence interval; NLR, Neutrophil-

lymhocyte ratio; LDH: lactate dehydrogenase.

As a result of Cox regression
analysis,the extensive-stage disease, advanced
age (=65 years), high NLR (>5), and high LDH
level (=550) were determined to be independent
prognostic factors for SCLC.
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p=0.019)(14). Although NLR was seen to be
higher in patients with the extensive-stage
disease compared to those with the limited-
stage disease, multivariate analysis showed that
high NLR had negative impact on survival
independent of disease stage (HR:1.46,
p=0.043) (14). Similarly in the current study,
OS was shorter in patients with high NLR (>5)
compared to those with low NLR (8 vs 10
months, p=0.009). The results of multivariate
analysis also showed that high NLR was an
independent poor prognostic factor (HR: 1.06,
p<0.001). Wang et al found that high NLR (>3)
was related to poor prognosis only in SCLC
with mixed histopathology diagnosis (HR:1.70,
p=0.030), and NLR did not show prognostic
importance in pure SCLC (15). Therefore,
because of the differences between these
studies, there is a need for additional studies to
be able to show the prognostic importance of
NLR in SCLC.

Table 3. Multivariate Cox regression analysis to determine independent prognostic factors affecting OS

(0K
Confidenceinterval (CI %95)
HR Lower limit Upper limit p-value
Stage (Extensive vs limited) 1.53 1.11 2.11 0,009
Age (=65 y3<65) 1.03 1.02 1.05 <0.001
Leukocytecount (=11000 vs=11000) 1.00 1.00 1.00 0.376
Neutrophilcount (=7000 vs<7000) 0.98 0.92 1.05 0.675
Lymphocyte count (<2000 vs =2000) | 1.22 0.93 1.61 0.139
NLR (=5 vs<5) 1.06 1.02 1.09 0.001
LDH (=550 vs<550) 1.02 1.01 1.03 0.043
Abbrevations: OS, Overall survival: CI, Confidence interval: NLR, Neutrophil-lymhocyte ratio: LDH: lactate
dehydrogenase.
Previous studies have shown that NLR
is not only prognostic but can also be used as a
DISCUSSION

We aimed to investigate the prognostic
importance of NLR in SCLC. The results of the
study demonstrated that NLR was an
independent prognostic factor in addition to
disease stage, age, and LDH level.

In a study of 187 SCLC patients by
Kang et al, NLR was shown to be an
independent prognostic factor, and OS was
shorter in those with NLR >4 compared to those
with NLR <4 (median OS: 9.2 vs. 11.1 months,
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predictive marker(16, 17). In a study of NSCLC
patients treated with nivolumab, Diem et al
showed that NLR could predict the response to
treatment and in those with NLR >5, OS was
shorter than those with NLR <5 (NLR
corresponding to 5.1 months, p=0.013) (16).
Similar results were shown in patients with
malignant melanoma (17).Capone et al reported
that malignant melanoma patients who had
NLR >5 at the time of diagnosis had worse
survival (17). As the use of immunotherapies in
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SCLC is still not widespread, the predictive
importance of NLR is still not known.
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In a study that used atezolizumab in
combination with CT in SCLC, longer survival
was obtained in the combination arm compared
to the only CT arm(2).When the subgroup
analyses were evaluated there was seen to be a
survival advantage especially in patients aged
>65 years and in those with ECOG performance
status of 1(2). Age and ECOG performance
status are known to be prognostic markers in
SCLC(4). From this point, it was thought that as
NLR was shown to be a prognostic marker in
the current study, it could have predictive
importance  in  patients applied  with
immunotherapy, and studies could be designed
on this subject.

Li et al showed that extensive stage
disease had a significant negative effect on
survival(5). As a result of multivariate analysis,
the extensive-stage disease was shown to be a
poor prognostic factor (5). In a retrospective
study by Wahba et al, similar results were
obtained (4). Brueckl et al reported longer
survival in those with the limited-stage disease
compared to those with the extensive-stage
disease (3). As expected, we showed that
patients with extensive-stage disease had
shorter OS. This result was attributed to the
higher tumor load in the extensive-stage
disease.

In a study by Wahba et al, advanced age
was found to be related to a poor prognosis for
SCLC(4). OS was determined to be
significantly shorter for patients aged >65 years
compared to those <65 years (p=0.03) (4). In a
study by Bremnes et al, no difference was
determined between patients older and younger
than 65 years in respect of OS (18). Similar to
the Wahba et al study, older age was associated
with poor prognosis in the current study, with
OS determined as 7 months in patients aged >65
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years and 10 months in <65 years (p=0.006). In
a retrospective study of 106 patients by Brueckl
et al, elevated LDH was found to be related to
non-response to treatment in SCLC (3). Wahba
et al obtained similar results and as a result of
multivariate analysis, a high LDH level was
shown to be a poor  prognostic
factor(4).Similarly, Bremnes et al reported that
an LDH level of >540 significantly shortened
survival (18).In the current study, OS was seen
to be shorter in patients with LDH >550 (7
months vs. 10 months, p=0.001).

There were some limitations to this
study. As factors such as corticosteroid use and
infection, which could affect neutrophil and
lymphocyte counts, were not taken into
consideration, this could have affected the
results of the analyses. In addition, there was
insufficient data about smoking, so the factor of
smoking could not be added to the survival
analyses. Finally, as there was a lack of
information about side-effects related to the
chemotherapy applied and post-treatment tests,
the effect on survival of changes in neutrophil
and lymphocyte counts and the NLR could not
be shown in this study.

CONCLUSION

The results of this study showed that NLR,
which is a simple, inexpensive and readily
available test that can be calculated from a
hemogram, can be used as a prognostic marker
in SCLC. There is a need for additional
validation studies to determine the optimal
cutoff value for NLR.
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Accompanying prostate pathologies in patients undergoing radical
cystoprostatectomy due to bladder cancer

Mesane kanseri nedeniyle radikal sistoprostatektomi yapilan
hastalarda eslik eden prostat patolojileri
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OZET
GIRIS ve AMAC: Bu calismada iirotelyal mesane kanseri nedeniyle radikal sistoprostatektomi yapilan
hastalarda eslik eden prostat patolojilerini degerlendirmeyi amacladik.
YONTEM ve GERECLER: Retrospektif caligmada, 2001 - 2019 tarihleri arasinda mesane tiimorii nedeniyle
radikal sistektomi yapilan 197 hasta degerlendirildi. Non-iirotelyal mesane kanseri nedeniyle opere edilenler,
kadnlar, prostat korunarak sistektomi yapilanlar ve operasyon Oncesinde prostat kanseri tanist olan hastalar
calisma dis1 birakildi. Urotelyal mesane tiimdrii nedeniyle radikal sistoprostatektomi yapilan toplam 169 erkek
hasta ¢alismaya dahil edildi.
BULGULAR: Hastalarin yas ortalamasi 64.9 + 8.2 (38 — 86) yildi. Eslik eden prostat patolojilerinin dagilimi 80
(%47.3) hastada benign prostat patolojileri, 38 (%22.5) hastada yiiksek dereceli prostatik intraepitelyal neoplazi
ve 51 (%30.2) hastada prostat kanseri seklindeydi. 47 (%27.81) hastada mesane kanserinin prostata invazyonu
mevcuttu. Prostat kanseri saptanan hastalarin prostat spesifik antijen degerleri (3.5 £+ 3.0) prostat kanseri
olmayanlara gore (2.6 + 4.0) anlamli olarak yiiksekti (p= 0.014).
TARTISMA ve SONUC: Mesane kanseri nedeniyle opere edilecek erkek hastalarin yonetiminde prostat
kanserinin, prostat kanseri prekiirsorii lezyonlarin ve prostata mesane kanseri invazyonun eslik edecegi goz
ontinde bulundurulmalidir. Prostat koruyucu sistektomi planlanan hastalarda operasyon 6ncesi prostatin ayrintili
olarak degerlendirilmelidir. Mesane kanserine eslik eden prostat kanserinin klinik 6nemi tartismali olsa da,
Gleason skoru yiiksek ileri yasl hastalarin prostat kanseri agisindan takibi g6z ardi edilmemelidir.
Anahtar Kelimeler: mesane kanseri, sistoprostatektomi, prostat kanseri

ABSTRACT
INTRODUCTION: In this study, we aimed to evaluate the accompanying prostate pathologies in patients
undergoing radical cystoprostatectomy for urothelial bladder cancer.
METHODS: In the retrospective study, 197 patients who underwent radical cystectomy due to bladder tumor
between 2001 and 2019 were evaluated. Those who were operated for non-urothelial bladder cancer, women,
those who underwent prostate-sparing cystectomy, and those diagnosed with prostate cancer before the operation
were excluded. A total of 169 male patients who underwent radical cystoprostatectomy due to urothelial bladder
tumor were included in the study.
RESULTS: The mean age of the patients was 64.9 + 8.2 (38 — 86) years. Distribution of concomitant prostate
pathologies was benign prostate pathologies in 80 (47.3%), high grade prostatic intraepithelial neoplasia in 38
(22.5%) and prostate cancer in 51 (30.2%) patients. Prostate specific antigen values (3.5 + 3.0) of patients with
prostate cancer were significantly higher than those without prostate cancer (2.6 +4.0) (p =0.014).
DISCUSSION AND CONCLUSION: In the management of male patients who will be operated for bladder
cancer, it should be considered that prostate cancer, prostate cancer precursor lesions and prostate invasion might
accompany bladder cancer. Prostate should be evaluated in detail before the operation in patients who are
planned to undergo prostate-sparing cystectomy. Although the clinical importance of prostate cancer
accompanying bladder cancer is controversial, the follow-up of patients with advanced Gleason score in terms of
prostate cancer should not be ignored.
Keywords: bladder cancer, cystoprostatectomy, prostate cancer

GIRIS goriilen dokuzuncu kanserdir. Erkeklerde
kadinlara gore yaklasik 3 kat daha sik gorilen
Mesane kanseri dinya genelinde en sik mesane kanseri, Uriner sistem kanserleri
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arasinda, prostat kanserinden sonra, ikinci
sirada yer almaktadir (1). Primer mesane
kanserlerinin %90-95’i Urotelyal karsinomdur,
kalan %5-10'u ise diger histolojik tipdeki
epitelyal ve/veya mezenkimal timorler
olusturmaktadir (2). Mesane kanserlerinin
yaklasik %25’i tani aninda kasa invazedir (3).
Kasa invaze ve ¢ok yiksek riskli kasa invaze
olmayan mesane kanserlerinin tedavisinde
optimal secenek radikal sistektomidir (4,5).
Erkeklerde, standart radikal sistektomi
mesane ile birlikte prostat, seminal vezikiller
ve vaz deferenslerin distal ucu da cikartilarak
radikal sistoprostatektomi seklinde
yapilmalidir (6). Bu durum, mesane kanserine
eslik eden prostat patolojilerinin klinik agidan
degerlendirilmesini 6nemli hale getirmektedir.
Bu patolojilerden en o6nemlisi, erkeklerde
akciger kanserlerinden sonra en sik gorilen
kanser olan, prostat kanseridir (1). Bununla
birlikte, radikal sistektomi yapilan olgulara
eslik eden prostat kanseri olgularinin biyak
c¢ogunlugu organa sinirll ve klinik olarak
O6nemsizdir (7,8,9,10).

Bu calismada, mesane kanseri
nedeniyle radikal sistoprostatektomi
uyguladigimiz  hastalarimizda eslik eden
prostat patolojilerini giincel literatiir esliginde
degerlendirmeyi amagladik.

GEREG ve YONTEM

Bu retrospektif c¢alismada, 2001 - 2019
tarihleri arasinda sistektomi yapilan 197 hasta
degerlendirildi. Urotelyal mesane timéri
nedeniyle radikal sistoprostatektomi yapilan
169 erkek hasta calismaya dahil edildi. Non-
Urotelyal mesane timori nedeniyle opere
edilen 7 hasta, kadin hastalar (toplam 17
hasta), prostat korunarak sistektomi
uygulanan 2 hasta, eozinofilik sistit nedeniyle
opere edilen 1 hasta ve Oncesinde prostat
kanseri tanisi olan 1 hasta c¢alisma disi
birakildi. Tim hastalardan operasyon Oncesi
aydinlatilmis  onam formu alindi.  Tim
hastalara standart actk radikal
sistoprostatektomi uygulandi. Cerrahi 6rnekler
%10’luk formalin ile fikse edildikten sonra
mesanede timorden, 6n ve arka duvarda, sag
ve sol domdan, Ulreter ve lenf nodlarindan
ornekler alindi. Prostat ise 2-3 mm araliklarla
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dilimlenerek, apeks ve seminal vezikiller dahil
haritalandirilarak  6rneklendirildi.  Parafin
bloklanan 6rnekler 3-5 um aralginda kesilip,
Hematoksilen-Eozin ile boyandiktan sonra
degerlendirildi. Mesane tumorld patolojik
timor (pT) evrelemesi icin TNM siniflamasi,
histopatolojik tiplendirmesi ve
derecelendirmesi icin ise Diinya Saghk Orgiitii
siniflamasi kullanildi (11,12). Eslik eden prostat
kanseri ise  Gleason sistemine gore
derecelendirilmistir (13). Bu galisma Baskent
Universitesi Tip ve Saglik Bilimleri Arastirma
Kurulu tarafindan onaylandi (Proje no:
KA19/432) ve Baskent Universitesi Arastirma
Fonu tarafindan desteklendi. Yas, operasyon
Oncesi prostat spesifik antijen (PSA) dlzeyi,
mesane kanserlerinin pT evresi, eslik eden
prostat patolojileri (benign prostat patolojileri,
yiksek dereceli prostatik intraepitelyal
neoplazi [PIN], prostat kanseri), mesane
kanserinin prostata invazyonu ve prostat
kanseri tespit edilen olgularda patolojik timor
derecesi (Gleason skoru) kaydedildi.

istatistiksel analiz

Verilerin istatistiksel analizinde SPSS 23.0
paket programi (SPSS Inc., Chicago, IL, USA)
kullanildi. Kategorik o6lglimler sayl ve ylzde
olarak, slirekli Olgimlerse ortalama ve
standart sapma (gerekli yerlerde ortanca ve
minimum - maksimum) olarak 6zetlendi.
Gruplar arasinda surekli Olglimlerin
karsilastirilmasinda dagihimlar kontrol edildi,
parametrik dagihm gosteren degiskenler igin
Tek YOnlU Varyans Analizi ve ya Student T test,
parametrik dagilim gostermeyen degiskenler
icin Mann Whitney U ve ya Kruskall Wallis testi
kullanildi. Tim testlerde istatistiksel 6nem
diizeyi 0.05 olarak alindi.

BULGULAR

Hastalarin yas ortalamasi 64.9 + 8.2 (38 — 86)
yildi. Eslik eden prostat patolojilerinin dagilimi
80 (%47.3) hastada benign prostat patolojileri
(benign prostat hiperplazisi, granilomatoz
prostatit gibi), 38 (%22.5) hastada ylksek
dereceli PIN ve 51 (%30.2) hastada prostat
kanseri seklindeydi. 47 (%27.8) hastada
mesane kanserinin prostata stromal invazyonu
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mevcuttu. invazyon gériilen hastalarda, 33
(%19.5) hastaya benign prostat patolojileri, 9
(%5.3) hastaya prostat kanseri ve 5 (%3.0)
hastaya ise yliksek dereceli PIN eslik ediyordu.
47 (%27.8) hastada sadece benign prostat
patolojileri mevcuttu. Hastalarin ortalama PSA
degeri 2.8 + 3.7 (0.14 — 29.91) ng/mL idi.
Prostat kanseri saptanan hastalarin PSA
degerleri (3.5 + 3.1, 0.30 — 12.97) hem prostat
kanseri olmayanlara gore (2.6 + 4.0, 0.14 —
29.91) hem de yiiksek dereceli PIN (2.4 £ 3.0,
0.17 — 10.62) ve diger (benign patolojiler ve
izole invazyon) (2.6 = 4.4, 0.14 - 29.91)
gruplarina gore anlamli olarak yuksekti (p=
0.014) (Resim 1). Bununla birlikte, hasta
sayisinin az olmasi nedeniyle, prostat kanseri

Tablo 1. Hastalarin klinik ve patolojik 6zellikleri.
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tespiti icin PSA esik degeri belirlenemedi.
Hastalarin klinik ve patolojik 6zellikleri Tablo
1’de 6zetlenmistir.

Prostat kanseri tespit edilen
hastalarin ~ sonuglari  degerlendirildiginde,
sadece 1 hastada Gleason skoru >7 (Grade
grup 5) iken, 3 hastada Gleason skoru 7 (Grade
grup 2), kalan 47 hastada ise Gleason skoru <7
(Grade grup 1) idi. Urotelyal karsinomun

prostata invazyonu 4 hasta mukozal, 43
hastada ise stromal invazyon seklindeydi.
Mukozal invazyon gorilen hastalardan 2

tanesinin mesane timord pT evresi 0, 1
tanesin 1, kalan 1 tanesinin ise 3 idi. Stromal
invazyon gorulen olgularin tamami evre 4 idi.

PCa HG-PIN Diger Toplam p
n (%) 51 (30.2) 38 (22.5) 80 (47.3) 169 (100) -
Yas (y1l) 62.9+8.4 (45- | 64.8+7.7 (44-85) | 66.4+8.4 (38-86) | 64.9£8.2 (38-]0.140
86) 86)
Mesane T evresi, n (%) 0.065
TO 3(1.8) 6 (3.6) 5(3) 14 (8.3)
Tis 3(1.8) 3(1.8) 2(1.2) 8 (4.7)
Tl 3(1.8) 7(4.2) 7(4.2) 17 (10.1)
T2 16 (9.5) 11 (6.5) 18 (10.5) 45 (26.6)
T3 12 (7.1) 7(4.2) 15 (8.9) 34 (21.1)
T4 14 (8.3) 4(24) 33 (19.5) 51 (30.2)
Prostat invazyonu, n (%) |9 (17.6) 5(13.2) 33 (41.3) 47 (27.8) 0.001
PSA (ng/mL) 3.5£3.1 (0.30-|2.4+£3.0 (0.17-|2.6+4.4 (0.14- | 2.8+3.7 (0.14- | 0.014
12.97) 10.62) 29.91) 29.91)

Adress for correspondence: Dr. Ogr. Uyesi Cevahir Ozer Dadaloglu Mh. Serinevler 2591 Sk No: 4/a Yiiregir 01250 Adana - Tiirkiye

e-mail: cevahirozer@gmail.com

Available at www.actaoncologicaturcica.com/

Copyright ©Ankara Onkoloji Hastanesi



mailto:cevahirozer@gmail.com
http://www.actaoncologicaturcica.com/

J#AONKo,
Y ACTA
ONCOLOGICA
TURCICA

Orijinal Makale

259

Gleason skoru, n (%) -

<7 47 (92.2)
7 3(5.8)
>7 1(2.0)

n: sayl, PCa: prostat kanseri, HGPIN: yiksek dereceli prostatik intraepitelyal neoplazi, T: tiimor, is: in-situ

15,00

12,00

9,00

PSA
0 x

6,00 .

3,001

0,00

T T T
Diger PCA HGPIN

Prostat patolojileri

Resim 1. Farkl prostat patolojilerindeki PSA diizeyleri.

TARTISMA

invaziv mesane kanseri olan hastalardan elde
edilen sistoprostatektomi orneklerinin dikkatli
bir patolojik degerlendirmesi, eslik eden
prostat lezyonlarinin sikhgini degerlendirmek
icin mikemmel bir firsat saglar (14). Ayrica,
mesane kanserli erkek hastalarin ameliyat
Oncesi ve sonrasi donemdeki yonetimine
onemli katkida bulunur.

Literatirde, radikal
sistoprostatektomi uygulanan hastalarda es
zamanli prostat kanseri sikhgl %10 ile %60
arasinda  bildiriimektedir ~ (15).  Oranlar
arasinda bu degiskenlik  ¢alismalardaki
epidemiyolojik, hastalarin etnik kdkenleri ve
patolojik 6rnekleme tekniklerindeki farkliliklar
ile agiklanabilir (7,16-18). Bati Ulkelerinde bu
oran vyaklasik %28dir (19). Ulkemizden
bildirilen yayinlara baktigimizda ise bu oranin
%9 ile %22.6 arasinda degistigini gormekteyiz
(20- 27). Bizim calismamizda ise 51 hastada
(%30.2) prostat kanseri tespit edilmistir. Bu
oran Bati Ulkeleri icin bildirilen oran ile uyumlu

iken Ulkemizden bildirilen oranlarin
Gzerindedir. Bu farkhiligi hastalarin ikamet
yerlerindeki farklilikla aciklamak mimkin
gorinmemektedir (28). Bununla birlikte, bu
durumun patolojik degerlendirme
farkliliklarindan kaynaklanabilecegi goz
onlinde bulundurulmalidir. Prostat kesitlerinin
kahnhgl ve prostatin tamaminin ya da bir
kisminin  6rneklenmesi oranlar arasindaki
farklihga neden olabilir (10). Balci ve ark. (20),
ince kesit araliklari ile her kadrandan
ornekleme yaptiklarini belirtirken, Hizl ve ark.
(24) ile Turk ve ark. (22) ise 3 mm kalinlikta
kesitlerle 6rnekleme yapmislardir. Hizli ve ark.
kesit arahg bilgisi vermez iken Tirk ve ark. her
kadrandan ornekleme yaptiklarini
belirtmislerdir.  Selimoglu ve ark. (27)
calismasinda kesit araligi bilgisi verilmeden,
her kadrandan ornekleme yapildig
vurgulanmistir. Sonuclarimizi karsilastirdigimiz
diger calismalarda ise patolojik degerlendirme
ile kesit ve kadran bilgisi verilmemistir
(21,23,25,26). Bizim ¢alismamizda ise prostat
dokusu 2-3 mm araliklarla ve haritalama ile
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degerlendirilmistir. PSA dizeyi ylksek olan
olgularin preoperatif prostat biyopsisi ile
degerlendiriimeden calismaya dahil edilmesi
yalanci rastlantisal prostat kanserine neden
olabilecegi g6z o6ninde bulundurulmalidir.
Ulkemizden bildirilen yayinlara baktigimizda,
sadece Turan ve ark. peroperatif prostat
kanseri sliphesi olan olgulari ¢alisma disinda
birakmiglardir ve rastlantisal prostat kanseri
oranlarini %22.6 olarak bildirmislerdir (23).
Fahmy ve ark. tarafindan yapilan ve 13140
hastanin degerlendirildigi ve prostat kanseri
siphesi olan olgularin da ¢alismaya dahil
edildigi sistematik derleme ve meta-analizde
rastlantisal prostat kanseri orani %22.4 olarak
bildirilmistir ve sipheli olgularda preoperatif
prostat biyopsisinin sinir koruyucu ya da
prostat koruyucu cerrahi planlanan hastalar
disinda  klinik  katkisinin  distk oldugu
vurgulanmistir (18).

Radikal sistoprostatektomilere
eslik edebilen bir diger prostat patolojisi olan
ylksek dereceli PIN, prostat
adenokarsinomlarinin 6ncti lezyonlari olarak
kabul edilirler (29). Prostat igne biyopsilerinin
yaklasik %5’inde ve radikal prostatektomi
materyallerinin hemen tamaninda gordlirler.
igne biyopsisinde gériilen yiiksek dereceli PIN,
prostat biyopsisi tekrarinda karsinom bulma
oraninin %25 oldugunu gosterir  (30).
Literatlirde radikal sistoprostatektomi yapilan
olgularda izole vyiksek dereceli PIN gorilme
orani 14% ile %75 arasinda degismektedir
(31,32). Ulkemizden bildirilen yayinlarda ise
bu oran sadece 2 yayinda bildirilmistir ve
gorilme orani yaklasik %10’dur (20,24). Bizim
¢alismamizda 38 hastada (%22.5) prostat
kanseri olmadan yiliksek dereceli PIN
mevcuttu. Bu oranin llkemizden bildirilen en
ylksek oran olmasi dikkat cekicidir.

Radikal sistoprostatektomi
serilerinde prostatta Urotelyal kanser gorilme
sikhgr %12 ile %48 arasinda bildiriimektedir
(14,33). Ulkemizden bildirilen yayinlarda ise
bu oran %11.4 ile %22.4 arasindadir (20,21).
Bizim  ¢alismamizda bu oran  %27.8
bulunmustur. Sadece 4 hastamizda mukozal
invazyon varken 43 hastamizda (%25.4)
stromal invazyon mevcuttu ve stromal
invazyon olgularinin tamami evre pT4 idi.
Stromal invazyon varligl azalmis sagkalim ve
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artmis lenf nodu metastazi ile iliskili koti
prognostik bir faktor olarak kabul edilmektedir
(5). Toplam 122 (%72.2) hastada prostat
kanseri (42 hasta izole, 9 Urotelyal kanser ile
birlikte), yiksek dereceli PIN (33 hasta izole, 5
hasta Urotelyal kanser ile birlikte) ve izole
Urotelyal kanserin prostata invazyonu (33
hasta) mevcuttu. Bu sonuglar ortotopik lriner
diversiyonlarda daha iyi kontinans ve erektil
fonksiyon elde etmeye vyonelik planlanan
prostat koruyucu radikal sistektomilerde
operasyon oOncesi ayrintili degerlendirmenin
onemini ortaya koymaktadir (34). Prostat
koruyucu  sistektomi  planlanan  hasta
grubunda operasyon oncesi, PSA
degerlerinden bagimsiz olarak, transrektal
ultrasonografi  esliginde prostat biyopsisi
planlanmalidir (7). Bu hasta grubunun hazirlik
asamasinda multiparametrik manyetik
rezonans gorlntileme/ultrasonografi flizyon
biyopsinin rutin kullanimi bildirilmemis olsa da
bu yontemin gelecekte hasta se¢im kriterlerini
iyilestirebilecegi distintilmektedir (35).

Radikal sistoprostatektomi sirasinda
rastlantisal tespit edilen prostat kanserlerinin
klinik ~ 6nemi, bu kanserlerin  blyuk
¢ogunlugunun iyi diferansiye ve organa sinirh
olmasi ve sagkalimin temelde mesane kanseri
ile iliskili prognostik parametrelere bagli
olmasindan dolayr tartisma konusu olmaya
devam etmektedir (7,8,9,10). Bununla birlikte,
Gleason skoru 7 ve lzerinde olan 60 yas Uzeri
olgularda, ozellikle blylik
kribriform/intraduktal morfoloji  varliginda,
eslik eden prostat kanserinin sagkalimi
olumsuz etkileyebilecegi bildirilmistir (10).
Calismamizin retrospektif ve hasta sayisinin
nispeten az olmasi temel dezavantajlaridir.
Her ne kadar, bu calisma sagkalim analizine
yonelik olmasa da, prostat kanserli olgularda
kanser hacminin o6lciminin yapilmasi bize
daha fazla bilgi saglayabilirdi. Prostat kanseri
disindaki prostat patolojilerinin de tartisilmasi
ise calismamizin gl¢ld yanini olusturmaktadir.

Sonug olarak, radikal
sistoprostatektomi yapilan hastalarin buyiik
boliminde prostat kanseri, yiksek dereceli
PIN ve mesane kanserinin prostata
invazyonunun eslik etmesi prostat koruyucu
sistektomi planlanan hastalarda operasyon
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oncesi
degerlendirilmesinin 6nemini bir kere daha
ortaya koymaktadir. Mesane kanserine eslik
eden prostat kanserinin klinik 6nemi tartismal
olsa da, Gleason skoru yuksek ileri yash
hastalarin prostat kanseri agisindan takibi goz
ardi edilmemelidir.
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The Effects Of Bevacizumab Treatment On Thyroid Gland And Pancreas

Bevasizumab Tedavisinin Tiroid Bezi Ve Pankreas Uzerine Etkileri
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OZET
GIRIS ve AMAC: Bevasizumab, kanser tedavisinde kullanilan ve anjiogenezi inhibe eden bir vaskiiler endotelyal
biiyiime faktorii reseptoriidiir. Bu etkisinden dolay1 bazi deneysel ¢aligmalarda tiroid ve pankreas boyutlarinda
azalmaya neden oldugu gosterilmistir. Bu dogrultuda ¢alismada bevasizumab kullanan hastalarda tedavinin tiroid
ve pankreas boyutlarin ve fonksiyonlari tizerine etkileri aragtirilmigtir.
YONTEM ve GERECLER: Malignite tanistyla bagvuran 50 hastanin evreleme ve takip amact ile ¢ekilmis toraks
ve abdomen tomografileri retrospektif degerlendirilmis ve tedavi 6ncesi ve tedavinin 6. aymdaki tiroid sag ve sol
lob antero-posterior (AP) ¢aplar1 ve pankreas bas, gévde ve kuyruk AP ¢aplar 6l¢lilmiistiir. Ayrica hastalarin
hastane kayitlarindaki tetkiklerinden kan amilaz, lipaz degerleri ve tiroid fonksiyon testleri ayn1 zaman
dilimlerinde degerlendirilerek karsilastiriimistir.
BULGULAR: Yapilan tiim 6l¢iim degerlerinde bevasizumab tedavisi ile ortalama degerlerde bir miktar azalma
gozlenmekle birlikte istatistiksel anlamli fark saptanmamistir. Yine yapilan tetkik incelemelerinde sadece 1
hastada tedavinin 6. ayinda kan lipaz degerinde yiikselme, 3 hastada da tiroid fonksiyon testlerinde bozulma
izlenmis ve anlamli fark saptanmamuigtir.
TARTISMA ve SONUC: Bevasizumab kullanimy, tiroid ve pankreas boyut ve fonksiyonlarinda anlamli degisiklik
yapmamuistir. Fakat anlamli fark olmasa da yaptigimiz Slglimlerde tiroid bezi ve pankreas boyutlarinda azalma
saptadik. Bu nedenle daha genis populasyon ve daha fazla hasta sayilari ile yapilacak ayrintili prospektif
caligmalara ihtiyag¢ oldugunu diisiinmekteyiz.
Anahtar Kelimeler: Bevasizumab, Tiroid bezi, Pankreas

ABSTRACT
INTRODUCTION: Bevacizumab is a vascular endothelial growth factor receptor used in cancer treatment that
inhibits angiogenesis. Due to this effect, it has been shown in some experimental studies that the thyroid and
pancreas sizes are reduced. Accordingly, the effects of Bevacizumab treatment on thyroid and pancreatic
dimensions and functions were investigated in this study.
METHODS: Thorax and abdominal tomography taken from 50 patients with malignancy for staging and follow-
up were evaluated retrospectively and thyroid right and left lobe AP diameters and pancreatic head, trunk and tail
AP diameters were measured before treatment and at the 6th month of treatment. In addition, blood amylase, lipase
values and thyroid function tests were evaluated from patients' tests on the system and compared in the same time
frames.
RESULTS: Although a slight decrease in average values was observed with Bevacizumab treatment in all
measurement values, there was no statistically significant difference. Again, in the examination studies, only 1
patient showed an increase in blood lipase value and 3 patients have a deterioration in thyroid function tests in the
6th month of treatment and there was no significant difference.
DISCUSSION AND CONCLUSION: It has been observed that bevacizumab use does not significantly change
thyroid and pancreatic size and functions. However, even though there is no significant difference, it is thought
that detailed prospective studies with more patient groups may be required due to the decrease in the
measurements.
Keywords: Bevacizumab, Thyroid gland, Pancreas.

GIRIS onaylanmigtir (1). Bevasizumab, bir kimerik

vaskiiler endotelyal biiylime faktorii (VEGF)
Bir insan monoklonal antikoru olan reseptori olarak ¢alisir ve VEGF'i bloke ederek
bevasizumab, ilk olarak 2004 yilinda ileri evre kanser hiicrelerinin buraya baglanmasim 6nler
kanserli hastalarda sagkalimi1 artirmak icin (2). Boylece tiimor hiicrelerinin biiyiimesi i¢in
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gerekli olan endotelyal hiicre ¢ogalmasini ve
yeni kan damari olusumunu O&nler. Bu
antitiimoral etkinin yanisira, bevasizumab'in
kanama, bagirsak perforasyonu ve
tromboembolik olaylar gibi yasami tehdit eden
ciddi yan etkilere neden oldugu gosterilmistir
(3). Bu olumsuz etkilerin  yaninda
bevasizumab'in tiroid yan etkileri hastalarda
rapor edilmemis fakat yapilan hayvan
deneylerinde bevasizumab uygulanan ratlarda
tiroid ve pankreas volimiinde azalma
gosterilmistir (4). Bu dogrultuda ¢calismamizda,
onkolojik tedavilerinde bevasizumab kullanan
hastalarda tiroid bezi ve pankreas boyutlarinda
degisim olup olmadigi aragtirilmigtir. Ayrica bu
hastalarda tiroid fonksiyon testleri ve amilaz,
lipaz degerlerindeki degisimler de
incelenmistir.

Orijinal Makale

GEREC ve YONTEM

Hasta Secimi

Caligmaya 2017-2019 yillar1 arasinda farkli
maligniteler nedeni ile tedavisinde
bevasizumab kullanilmig 50 hasta dahil
edilmistir. Bu hastalarin evreleme ve takip
amaci ile ¢ekilmis toraks ve abdomen
tomografileri alaninda deneyimli tek radyoloji
uzmani  tarafindan  retrospektif  olarak
degerlendirildi. Tedavi Oncesi ve tedavinin 6.
ayimdaki tiroid sag ve sol lob antero-posterior
(AP) caplar1 ve pankreas bas, govde ve kuyruk
kesiminde AP ¢aplar1 olgilmistiir. Tiroid ve
pankreas malignitesi veya enflamatuar hastalig:
olanlar dislanmistir. Ayrica hastalarin hastane
kayitlarindaki mevcut kan amilaz, lipaz
degerleri ve tiroid fonksiyon testleri ayni zaman
dilimlerinde incelenerek karsilastirilmistir.

Goriintiileme

Toraks ve abdomen tomografileri supin
pozisyonunda 64 sirali multi-detektor tarayici
(GE Medical System, Milwaokee, USA) ile
¢ekim yapilmistir. Toraks tomografileri tam
inspiryumda, akciger apekslerinden adrenal
bezler gorintilene kadar aksiyel planda
cekilmistir. Abdomen tomografileri ise supin
pozisyonda, IV ve oral kontrast madde
verilerek, diyafram iizerinden iliak kanat {ist
kenarina kadar olan bdlge aksiyal planda
cekilmistir. Goriintiileme parametreleri; kesit
kalinlig1 5 mm, kolimasyon 1,25 mm, voltaj 120
kv, akim 120mAs ve FOV 350 mm olarak
ayarlanmistir.
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Olgularm  bevasizumab  tedavisi
oncesinde ve tedavinin 6. ayinda tomografi
kesitleri iizerinden pankreas bas, korpus ve
kuyruk AP c¢aplar1 ve tiroid bezi sag ve sol
loblar1 AP caplart oOlciilerek kayit edildi.
Olgiimler yapilirken ilgili uzunluklarin en fazla
oldugu kesit secildi.

Istatistiksel Analiz

Hastalarin demografik o6zellikleri deskriptif
analiz ile belirlendi. Tiroid ve pankreas cap
degerleri SPSS versiyon 17.0 ile bevasizumab
oncesi ve tedavinin 6. ay1 olacak sekilde iki
grup arasinda ayr1 ayr1 bagimsiz 6rneklem t-test
ile analiz edildi. p<0,05 degeri istatistiksel
olarak anlamli kabul edildi.

SONUCLAR

Hastalarin 22'si (%44) erkek, 28'i (%56) kadin
ve yas ortalamalar1 56 yil (25-75 yil) idi.
Hastalarin bevasizumab tedavisinin 6. ayindaki
tiroid sag ve sol lob ortalama AP ¢ap degerleri,
tedavi Oncesi degerlere gore bir miktar
azalmakla birlikte istatistiksel anlamli fark
saptanmadi. Yine pankreas bas, govde ve
kuyruk AP cap ol¢iimlerinde iki grup arasinda
anlamli fark gozlenmedi. Bu ii¢ degerde de
tiroid Olglimlerinde oldugu gibi bevasizumab
altinda bir miktar azalma izlendi. Ortalama
degerler ve p degerleri tablo 1'de verilmistir.

Cinsiyete gore Olglim degerlerinin
yeniden analiz edilmesinde de benzer sekilde
hem kadin hem de erkek cinste, tiroid ve
pankreas Ol¢iimlerinde Bevacisumab kullanan
grupta kiiclilme olmakla birlikte anlamli
istatistiksel fark elde edilemedi. Bu 6l¢timlere
ait veriler tablo 2'de verilmistir.

Tiroid fonksiyon testleri ve pankreas
enzimlerinin  degerlendirilmesinde  gruplar
arasinda anlaml fark saptanmadi. Sadece 1
hastada tedavinin 6. ayinda kan lipaz degerinde
yiikselme gozlendi. 3 hastada da bevasizumab
ile tiroid fonksiyon testlerinde bozulma
saptandi. Bu 3 hastanin hepsinde TSH degeri
yiiksekligi, T4 degeri diisiikliigii, 2'sinde de T3
degeri diisiikligi tespit edildi.

Tablo 1: Bevacizumab oncesi ve 6. aymdaki
ortalama degerler ve p degerleri
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sonrasi

Std.
Deviatio
BEVA N Mean n p degeri
Tiroid Beva 50( 24,3000( 4,39039] 978
Sag Lob oOncesi
AP A Boyva 50| 22,9200| 4,41630
sonrasi
Tiroid Beva 50[ 22,3600| 5,31367] 859
Sol Lob 6ncesi
AP gap  peya 50| 21,1400| 527996
sonrasi
Pankreas Beva 50| 27,1600( 4,90464 911
Bas oncesi
AP GaP - Beva 50| 25,6400| 4,91046
sonrasi
Pankreas Beva 50| 18,6600| 5,23181 ,815
Govde  Oncesi
AP cap  peya 50| 16,9400 4,83782
sonrasi
Pankreas Beva 50| 14,5200| 4,06699] 849
Kuyruk 6ncesi
AP cap  geya 50| 13,4400| 4,20476

Tablo 2: Cinsiyete gore Bevacizumab Oncesi ve 6.
ayindaki ortalama degerler ve p degerleri.

Mean Mean

BEVA | (Kadm) | p degeri | (Erkek) | p degeri
Tiroid Beva 23,0357 ,683] 25,9091 ,944)
Sag Lob oncesi
APcap  gova | 21,3920 24,8636

sonrasi
Tiroid Beva 21,3929 ,854] 23,5909 ,958
Sol Lob 4ncesi
APcap  peva | 20,1071 22,4545

sonrasi
Pankreas Beva 25,8929 ,908| 28,7727 ,838
Bas Oncesi
APcap  geva | 23,8929 27,8636

sonrasi
Pankreas Beva 18,5000 ,449( 18,8636 ,453
Govde  Oncesi
APcap  peya 16,4643 17,5455

sonrasi
Pankreas Beva 13,7143 ,980( 15,5455 ,619
Kuyruk  6ncesi
APcap Beva | 12,7143 14,3636

sonrasi
TARTISMA
Calismamiza dahil hasta grubunda

bevasizumab kullanimi sonrasinda tiroid bezi
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ve pankreas boyutlarinda anlamli istatistiksel
fark saptanmamistir. Daha Once yapilan
calismalarda pankreas, tiroid bezi ve kaslar gibi
cesitli organlarda tirozin kinaz inhibitorleri
sorafenib ve sunitimib kullanimi sonrasinda
voliim ve fonksiyon kayiplar1 gosterilmistir (5-
7). Yapilan bu caligmalarda normal dokularda,
ilag kullanimina bagli mikro vaskiilarizasyon
bozulmasi  sonucunda  atrofi  olustugu
disiiniilmiistiir.  Mikro  vaskiilarizasyonun
bozulmasinda ise VEGF inhibisyonu sorumlu
tutulmaktadir. Pankreasta meydana gelen atrofi
klinik olarak pankreatik kanalda meydana gelen
tikaniklik  sonucu prestenotik  segmentin
progresif olarak atrofiye gitmesine sebep
olmaktadir. Bdylece kanal igerisinde olusan
yiiksek basing c¢evredeki asiner hiicrelerin
kanlanmasin1 bozmakta ve atrofiye sebep
olmaktadir (8-10). Calismamizda bir VEGF
inhibitorii olan bevasizumab'in da ayni etkileri
yapip yapmadigl arastirilmis ve gerek tiroid
gerekse pankreas boyut Ol¢iimlerinde tedavi
Oncesi ve tedavinin 6. ay1 arasinda istatistiksel
anlamli fark saptanmamustir.

Ayrica diyabet ve obesitenin pankreas
voliimiinde  azalmaya neden oldugu
bilinmektedir (11,12). Diger taraftan tiroidite
ve tedavisinde kullanilan levotiroksine
sekonder atrofi sebebiyle tiroid voliimlerinde
gerileme litaratiirde ¢esitli  ¢alismalarda
gosterilmistir (13,14). Bu sebeplerden dolay1
olusabilecek atrofinin  yalanct  pozitiflik
olusturmamasi i¢in ¢alismamizdaki pankreatit
geciren, pankreas kitlesi olan, diyabeti olan,
agirt obez ya da tiroiditi olan ve tiroid hormon
terapisi gOren hastalar ¢alismaya dahil
edilmemistir.

Smith ve ark.'larinin 16 rat iizerinde
yaptig1 c¢alismada ratlara intratiroideal ve
sistemik bevacsizumab uygulanmus,
intratiroidal uygulamada herhangi bir fark
saptanamazken sistemik kullaniminda tiroid ve
pankreas voliimlerinde istatistiksel olarak
anlamli bir diisme saptanmigtir (4). Fakat tiirler
arasinda pankreas anatomisinin  farklilik
gosterdigi ve verilerin insanlara
genellenemeyecegi daha Onceki g¢aligmalarda
bildirilmistir (8,19). Biz de ¢alismamizda bu
verileri destekler nitelikte sonuglar elde ettik ve
bevasizumab kullanimu ile tiroid ve pankreas
boyutlarinda bir miktar azalma olmasina
ragmen anlamli istatistiksel fark saptayamadik.

Yaptigimiz g¢alismada voliim 6l¢limii
degil iki boyutlu 6l¢iim yaparak degerlendirme
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yapmamiz ve caligmanin retrospektif olmasi
dolayist ile hastalarmm tedavi Oncesi ve
sonrasinda glandlardaki kanlanmanin
degerlendirilememesi c¢alismamizin kisitlayict
faktorleridir. Ileride hastalarm bevacsizumab
kullanim o6ncesi ve sonrasinda kanlanmanin
doppler ultrasonografi ile degerlendirildigi,
glandlarin voliimetrik Ol¢limlerinin tomografi
ile yapilacag1 ve elastografi ile glandlardaki
fibrozisin degerlendirilecegi prospektif bir
calismanin daha aydinlatic olacagi
goriisiindeyiz.

Bu kisitlayicr faktorlerin disinda, diger
taraftan biz ¢alismamizda hastalar1 rutin
kontrolleri sirasinca tiroid fonksiyon testleri ve
pankreatik enzim testleri bulunan hastalar
arasindan sectik. Yapilan eski c¢aligmalarda
sorafenib  kullanimi  sirasinda kan lipaz
degerindeki yiikselmeden bahsedilmektedir
(15,16,17). Fakat biz ¢alismamizda sadece 1
hastada kan lipaz degerinin yiikseldigi ve 3
hastada da kan tiroid fonksiyon testlerinde
degisiklik oldugunu tespit ettik. Bu degerler ise
anlamli istatistiksel fark olusturmadi.

Sonug¢ olarak yaptigimiz ¢alismada
bevasizumab kullaniminin gerek tiroid gerekse
pankreas boyut ve fonksiyonlarinda anlamli
degisiklik yapmadigi gozlenmistir. Fakat
anlamli fark olmasa da yapilan O&lgiimlerde
diisiikliik saptanmasi nedeni ile daha fazla hasta
sayist ile yapilacak ayrintili  prospektif
caligmalara ihtiya¢ oldugu diisiiniilmektedir.

Orijinal Makale
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OZET
GIRIS ve AMAC: Over kanseri kadinlarda goriilen besinci en sik kanser olmakla birlikte jinekolojik kanserlere
bagli 6liim nedenleri arasinda ilk sirada yer almaktadir. Calismamizda merkezimizde over kanseri nedeniyle
tedavi verilen hastalarin niiks durumunun, sagkalim sonuglarinin ve tedaviye bagl gozlenen yan etkilerin
retrospektif olarak degerlendirilmesi amaglanmustir.
YONTEM ve GERECLER: Caligmamizda Ocak 2010 —Ocak 2020 yillar1 arasinda Dr. Abdurrahman Yurtaslan
Ankara Onkoloji Egitim ve Arastirma Hastanesi Medikal Onkoloji Kliniginde tant ve tedavi amaciyla takibi
yapitlmis over kanserli 160 olgunun tibbi kayitlar1 sistem notlart ve dosyalarindan retrospektif olarak
incelenmistir. Caligmamiza over kanseri tanisi almis 18 yas ve {lizeri hastalar dahil edildi. Olgular yas
ortalamasina, over kanseri histopatolojik tiplerine, tan1 anindaki evreye, aldiklar1 kemoterapiye bagl goriilen yan
etkilerine, progresyonsuz sagkalim (PFS) ve genel sagkalim (GS) siirelerine gore ayrintili olarak incelenmistir.
Sagkalim siirelerinin hesaplanmasinda Kaplan—Meier analizi kullanildi.
BULGULAR: Caligmaya aliman 160 hastanin ortanca yas1 61 + 11 idi. Histopatolojik alt gruplara gore en sik
(%80,6) seroz epitelyal over kanseri saptandi. Tan1 esnasindaki evre dagilimi incelendiginde olgularin en ¢ok
Evre III’de tant aldig1 goriildii. Kemoterapiye bagli en sik goriilen yan etki alopesi (%100) olurken; alopesi
diginda yan etki goriilme insidanst %51,2 olarak bulundu. Olgularin %48,8’inde niiks saptanirken; medyan
progresyonsuz sagkalim 19,1 ay; tim grupta ise genel sagkalim 89,9 ay olarak hesaplandi. Doz azaltimi yapilan
olgularda ise genel sagkalim anlamli olarak diigiik bulundu (p<0,05).
TARTISMA ve SONUC: Calismamiz olgularin yas ortalamasi, hastaligin tanidaki evresi, kemoterapi yan
etkileri, sagkalim oranlar1 agisindan diger ¢aligmalarla benzerlik gostermektedir. Doz azaltiminin genel sagkalim
tizerine olan negatif etkisi ise ¢ogu calisma ile benzerlik gostermekle birlikte bu konuda yapilacak yeni
aragtirmalarin gerekliligi g6ze ¢arpmaktadir.
Anahtar Kelimeler: Kemoterapi, Over kanseri, Yan etki

ABSTRACT
INTRODUCTION: Ovarian cancer is the fifth most common cancer in women and ranks first among the causes
of death due to gynecological cancers. In our study, we aimed to evaluate the recurrence status, survival
outcomes and treatment-related side effects of patients treated for ovarian cancer retrospectively.
METHODS: The study is performed at Dr.Abdurrahman Yurtaslan Ankara Oncology Training and Research
Hospital. In this study, 160 patients with ovarian cancer who were followed up for diagnosis and treatment
between January 2010 and January 2020 were analyzed retrospectively. The cases were analyzed according to
the average age, histopathological types of the ovarian cancer, the stage at the time of diagnosis, the side effects
associated with the chemotherapy, the progression-free survival (PFS) and overall survival (OS) rates.Log-Rank
test was used to determine survival times.
RESULTS: The median age of patients included in the study is 61 + 11 (50-72). Serous epithelial ovarian cancer
was the most common (80.6%) according to histopathological subgroups. When the stage distribution at the time
of diagnosis was examined, it was seen that the cases were mostly diagnosed in Stage Ill. While the most
common side effect associated with chemotherapy was alopecia (100%), the incidence of side effects other than
alopecia was 51.2%. Recurrence was detected in 48.8% of the cases, and median progression-free survival was
19.1 months, and overall survival was 89.9 months in the whole group.. Overall survival was significantly low in
cases with dose reduction (p <0.05).
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DISCUSSION AND CONCLUSION: The present study shows similarity with other studies in terms of mean
age, stage of diagnosis, chemotherapy side effects, survival rates. The negative effect of dose reduction on
overall survival is similar to most studies, but the necessity of new research on this subject is noticeable.

Keywords: Chemotherapy, Ovarian Cancer, Side Effects

GIRIS

Jinekolojik maligniteler arasinda over kanseri en
sik goriilen ikinci kanser tipi olmakla birlikte
mortalitede ilk sirada yer almaktadir. Over
malignitelerinin %95'inden fazlasini ise epitelyal
over kanseri (EOK) olusturmaktadir (1). Over
kanserinin klinigi akut veya subakut olarak
seyretmektedir. Akut olgular plevral efiizyon,
ileus ve ven6z tromboembolizm gibi durumlarla
ortaya cikmaktadir. Subakut vakalarda karinda
sigkinlik, adneksiyal kitle, pelvik veya karin
agrist ve gastrointestinal semptomlar gibi
spesifik olmayan bulgular goriilebilmektedir (2).
Over kanserleri siklikla ge¢ tan1 almakta
ve c¢ogu kez hastalik Evre III veya IV’e
ilerleyene kadar fark edilememektedir. Geg tani
hastaligin sagkalim oranin1 en ¢ok etkileyen
faktor olarak gosterilmektedir. Giincel veriler,
over kanserinde 5 yillik sagkalim oranlarimin
%47-48 araliginda oldugunu bildirmektedir (3).
gosteren caligmalar da bulunmaktadir (5). Over
kanserleri patolojik ve cerrahi bulgular esas
alinarak FIGO evrelemesine gore siniflandirilir
(6). Erken evre over kanserlerinde radikal
cerrahi tercih edilirken; ileri evre kanserlerde
sitorediiktif cerrahi uygulanmaktadir.
Sitorediiktif cerrahide cerrahi sonrasi kalan
timor nodiilleri optimal ya da optimal olmayan
cerrahiyi  tamimlar (7). Over kanserleri
kemoterapiye olduk¢a duyarli olup, tedavide
kemoterapinin yeri 6nemlidir. Over kanserinde
temel tedavi Karboplatin-Paklitaksel
kemoterapisidir (4, 8, 9). Kemoterapinin
etkinliginin yanisira hastalar da gozlenen tedavi
iligkili yan etkiler de olabilmektedir. Uygulanan
ajana bagl bulanti, kusma, artralji, myalji,
mukozit myelosiipresyon, febril nétropeni, sivi
retansiyonu, tirnak degisiklikleri,
hipersensitivite reaksiyonu, periferik noropati,
renal toksisite, isitme bozuklugu, pulmoner ve
kardiyotoksisite gibi yan etkiler
goriilebilmektedir (10). Calismamizda
merkezimizde takip ettigimiz over kanserli
hastalarda uygulanan tedaviler, tedaviler ile
iligkili sagkalim sonuglar1 ve yan etkilerin
degerlendirilmesi amaglanmustir.

GEREC VE YONTEM

Bu arastirma Saghk Bilimleri Universitesi
Ankara A.Y. Onkoloji hastanesinde Ocak 2010
ile 2020 yillar1 arasinda tam1 almis ve/veya
tedavi edilmis olan over kanseri vakalarinin
retrospektif olarak incelenmesine
dayanmaktadir. Calismada izlemde tiim over
kanserli hastalarda PFS, GS ve niiks oranlarinin
tespiti amaglanmustir.

Toplam 180 kadin hastanin over
kanseri ile tedavi edildigi tespit edilmistir. Bu
vakalardan 7 tanesinin takip, tedavi ve sagkalim
verilerine  ulagilamadigindan  ¢alisma  dist
birakilmistir. Epitelyal over kanseri disi over
timorleri ¢alisma dist birakilmigtir (9 vaka
granulosa hiicreli timér, 3 vaka karsinosarkom,
1 vaka yolk sac tiimorii). Sekil-1’de vakalarin
dahil edilme ve diglama kriterlerine gore
ozellikleri gosterilmistir.

Tedavide sitctodmesit ceﬁﬂf?k@lﬁemo‘céfﬁf nin sagkalim iz

bilimsel kurul tarafindan onaylanmistir (TUEK
91-07.04.2020) FIGO (Uluslararasi Jinekoloji ve
Obstetrik Federasyonu) yoénergelerine gore tam
veya optimal sitorediiksiyon ile tedavi edilen
Evre I-III hastaligt olan, neoadjuvan tedavi
sonrast opere edilip adjuvan tedavi alan ve tani
aninda metastatik hastalar dahil tim evre
gruplart dahil edildi. Tim EOK hastalarina
adjuvan rejimi olarak Karboplatin (egri altindaki
alan-AUC: 5)- Paklitaksel (175 mg/m?) verildi.
Biitiin adjuvan tedavi semalar1 21 giinlik 6
dongtide wuygulandi. Sagkalim verileri bu
kriterler g6z oniinde tutularak tabakalandirildi.
Over kanseri histolojisi, tan1 yasi, tan1 tarihi, tani
anindaki hastaligin evresi, hastalik derecesi, asit
ve/veya lenf nodu tutulumu varligi, kemoterapi
tipi, kemoterapi dongii sayisi, tedaviye yanit
siiresi, kemoterapi esnasinda yasanan toksisite
bulgulart ve derecesi, niiks tarihi verileri,
elektronik bilgi sisteminden veya basili yazil
hasta dosyalarindan elde edilmistir. Tim
epitelyal over kanseri alt tipleri dahil edildi.
Progresyonsuz sagkalim
(PFS): Tamidan niikse kadar gecgen siire (ay)
olarak tanimlandi. Genel sagkalim (GS): Tam
tarihinden son goriilme tarihine kadar gegen siire
olarak (ay) hesaplandi. Sagkalim analizi igin
Kaplan-Meier yontemi kullanildi. PFS  ve
GS'deki faktorleri arastirmak igin log-rank testi
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kullanildi. Giiven araligi ¢alisma Sirasinda %95
olarak kabul edildi (<0.05). Istatistiksel analiz
icin IBM SPSS siirtiim 20 (BM Inc; Armonk,
NY, ABD) kullanildi.

BULGULAR

Toplam 160 vaka incelemeye alindi. Tim
grubun ortanca yas1 61 + 11 yil idi. Hastalarin
klinik, patolojik ve cerrahi 6zellikleri Tablo 1'de
Ozetlenmistir. Histopatolojik alt gruplara gore
seroz EOK en sik (%80.6) idi, daha sonra
sirasiyla; endometrioid (%8.2), miisin6z (%10)
ve berrak hiicre tipleri (%5) gozlendi. Tam
sirasindaki evre dagilimi incelendiginde ser6z
EOK hastalarina ¢ogunlukla Evre III ile tam
alirken, endometroid tip ve miisinéz tip EOK
Evre I ve II'de ve berrak hiicreli EOK
hastalara gogunlukla Evre I’de tan1 konuldugu
goriildii. Neaodjuvan tedavi %16.9 hastaya
verilmis iken tani aninda metastatik hastalarin
orani yalnizca %5.6 idi.

Kemoterapi esnasinda alopesi
tim vakalarda saptanmig iken; alopesi diginda
herhangi bir yan etki goriilme insidanst %51.2
olarak saptandi. En sik goriilen yan etki halsizlik
(%56.2) olarak saptandi. Bu yan etkiyi sirasiyla
notropeni  (%48.1), istahsizlik (%41.9) ve
noropati (%39.4) izlemekteydi. Advers olay
nedeniyle kemoterapi doz azaltimi toplam 56
vakada (%38.9) gerceklesmisti. Advers olaylar

Tablo 1: Vakalarin Ozellikleri
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Tablo 2’ de 6zetlenmistir.

Ortalama takip siiresi 39 ay
(aralik: 1-108 ay) idi. Toplam 160 hastadan
hepsi en az bir basamak tedavi almigti. Takip
stiresi boyunca 78 vakada (%48.8) niiks hastalik
saptanmistt. Bu niiks saptanan vakalardan
%64’iinde platin duyarli niiks geligmis idi. Ser6z
EOK grubunda %524 oraninda niiks
saptanirken bu oran miisin6z kanserde %40.0;
endometrioid tip kanser hastalarinda 9%36.3
olarak  saptandi. Medyan progresyonsuz
sagkalim 19.1 ay (%95 Giiven araligi-GA: 18.1-
25.7) olarak hesaplandi (Sekil 2). Kemoterapi
yan etkisi nedeniyle doz rediiksiyonu yapilan
vakalar ile tam doz tedavi alan vakalar arasindan
progresyonsuz sagkalim agisindan anlamli fark
saptanmadi. Benzer sekilde serdz ve seroz dist
histopatolojiler progresyonsuz sagkalim
acisindan kiyaslandiginda arada anlamli fark
saptanmadi. Toplam 39
vakada (%24.4) kansere bagli mortalite
gerceklesmisti. Tim grupta genel sagkalim 89.9
ay (%95 GA: 66.1-113.7) olarak saptandi. (Sekil
3). Endometrioid EOK ve berrak hiicreli
EOK’de medyan sag kalima ulagilamamis iken
seroz histopatolojik grubunda 76.6 ay (%95 GA:
63.3-90.1) olarak hesaplandi. Yan etki nedeniyle
doz azaltimi yapilan vakalarda genel sagkalim
anlamli olarak daha az saptandi (p: 0.004, Sekil
4)

Toplam say1: 160 n (%)
Histopatoloji
Ser6z EOK 131 (81.9)
Miisinoz EOK 10 (6.3)
Berrak Hiicreli EOK 8 (5.0)
Endometrioid EOK 11 (6.9)
Hastalik Evresi®
Evre IA 8 (5.0)
Evre IB 3(1.9)
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Evre IC 23 (14.4)
Evre 1A 9 (5.6)
Evre 11IB 5(3.1)
Evre IIC 19 (11.9)
Evre 1A 6 (3.8)
Evre 11IB 7(4.4)
Evre I1IC 67 (41.9)
Evre IV 10 (6.3)
HIPEC Uygulamasi 19 (11.9)
Cerrahi Tipi
RO 131(81.9)
R1 29 (18.1)
Neoadjuvan Tedavi Alan Hasta Grubu 27 (16.9)

HIPEC: Hipertermik Intraperitoneal Kemoterapi * FIGO Evrelendirmesi (International Federation of Gynecology and
Obstetrics-Uluslararasi Jinekoloji ve Obstetrik Federasyonu)

Tablo 2. Advers Olaylar

Toplam say1: 160 n (%)

Alopesi 160 (100)
Halsizlik 90 (56.2)
Bulant1 75 (46.9)
Kusma 56 (35.0)
Istahsizlik 67 (41.9)
Notropeni 77 (48.1)
Trombositopeni 68 (42.5)
Noropati 63 (39.4)
Allerji 25 (15.6)
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Advers olay nedeniyle doz azaltim1

56 (38.9)

Yeni tani almig
9 vaka granulosa hiicreli
FIGO Evre I-IV tiimér

3 vaka karsinosarkom,

Over Kanseri 1 vaka yolk sac tiimdrii

n=180

~
) . 5 vaka takip digt
Epitelyal Over Kanseri 2 vaka verilere ulagilamad.
n=167
>
B
Toplam Caligma
Popiilasyonu
n=160
w

Sekil 1: Veri akis diagrami
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Sekil 2: Progresyonsuz sagkalim
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Sekil 3: Genel sagkalim
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Sekil 4: Kemoterapi doz azaltimi
yapilan ve yapilmayan gruplarin genel
sagkalim acisindan kiyaslanmasi
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Over kanserleri, meme kanseri gibi daha sik
goriilen timorlere gore belirgin sekilde daha
diisiik insidans oranlarina sahip olsa da spesifik
biyobelirteg ve etkili tan1 yontemlerinin eksik
olusu nedeniyle cogu zaman geg tan1 almakta ve
metastaz yapana kadar fark edilememektedir. Bu
nedenle bir¢cok kansere goére diisiik insidansa
sahip olmasina ragmen, kansere bagli oliimler
incelendiginde jinekolojik maligniteler arasinda
ilk, tim kanser tiirleri arasinda ise besinci
siradaki 6liim nedenidir (11).

Meme kanserinde oldugu gibi,
ostrojen ve hormon tedavisi (tamoksifen,
letrozol, anastrozol) EOK'da oénemli bir rol
oynamaktadir (12, 13). Menopoz sonrasi 16,608
olgunun incelendigi bir arastirmada kombine
ostrojen progesteron tedavisinden sonra EOK
insidansinda anlamli sekilde artigin oldugu
bildirilmistir (14). Kuzey Amerika’da elde
edilen veriler ise kadinlarin siklikla menopoz
sonrasinda EOK tanis1 aldigimi gostermektedir
ve olgularin yaklagik %50°si 60 yas ve iizeri
kadinlardan olusmaktadir. Brezilya merkezli
yapilan bir ¢aligmada EOK tanisi alan olgularin
ortalama yaglarinin 54.67 + 13.84 oldugu
bildirilmistir (15). Yaptigimiz ¢alismada EOK
tanist alan olgularimizin ortalama yasi 61 + 11
olarak saptanmis olup bu konuda yapilmig diger
caligmalar ile uyumluluk gostermektedir.

Epitelyal over tiimoérleri tiim
over tiimoérlerinin %75’ini ve over kokenli
malignitelerin %90-95’ini olusturmaktadir (16).
Yapilan genis kapsamli bir ¢alismada toplam
23,484 over kanserli olgu 117 farkli histolojik
gruba ayrilmis ve incelen tiim olgularin
%95.3’iinii EOK olusturmustur (1). Ulkemizde
yapilan bir calismada ise primer over tlimorii
olan 84 olgu incelenmis ve olgularin
%70.4’liniin EOK  oldugu bildirilmistir (17).
Over tlimorlerinin ilk sebebi olmast ve
jinekolojik  tiimorler arasinda en yiiksek
mortalite oranina sahip olusu nedeniyle EOK
¢ogu over kanseri aragtirmasinin odak noktasi
oldugu gibi bizim calismamizin da temelini
olusturmaktadir. Calismamizda inceledigimiz
180 olgunun %92.77°sini  EOK’lu olgular
olusturmus, yapilan wulusal ve uluslararasi
caligsmalarla benzer bir sonug elde edilmistir.

Over kanserlerinin arastirildig
caligmalarin  biliylkk  ¢ogunlugunda  ser6z
karsinom en sik saptanan EOK tiirii olarak
bildirilmektedir ~ (18-20).  Epitelyal  over
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timorlerinin histolojik tiplerine gore incelendigi
bir arastirmada 165 EOK’lu olgu arasinda 88
olgu ile en sik ser6z karsinom gorilmiistiir.
Seroz tipi sirastyla 40 olgu ile musindz, 15 olgu
ile endometrioid ve 13 olgu ile berrak hiicreli
EOK izlemistir (18). Ulkemizde yapilan
caligmalarda da ser6z tip en sik saptanan EOK
histolojik tipi olarak goriilmektedir (17, 21).
Yaptigimiz  galismada  literatiir  verileriyle
uyumlu olarak en sik saptanan histolojik EOK
tipi ser6z EOK olmus (%81.9) ve bunu sirasiyla
endrometrioid (%6.9), miisin6z (%6.3) ve berrak
hiicreli (%5.0) EOK histolojik tipleri takip
etmistir.

Miisindz ve berrak hiicreli EOK
kismen daha erken evrelerde tani alsa da
ozellikle over kanserlerinin biiyiik cogunlugunu
olusturan serdz tip EOK en sik Evre Ill’de
saptanmaktadir (3). Siyah ve beyaz 1k iizerinde
over kanserinin hangi evrede saptandigin
arastiran bir ¢alismada hem siyah hem de beyaz
kadinlarda over kanserinin en sik Evre III’de
saptandig1, ikinci siklikta Evre I’de saptandigi
bildirilmis, Evre II ve Evre IV ise esit oranda
sonuncu olmuslardir (22). Calismamizda diger
calismalara benzer sekilde olgular en sik
(%50.1) Evre III’de tan1 almis ve bunu sirasiyla
Evre | (%21.3), Evre 1l (20.6) ve Evre IV
(%6.3) izlemigtir. Tan1 asamasindaki evre
dagilimi1 incelendiginde ser6z EOK olgular
cogunlukla Evre III’de saptanmig, miisindz tip
EOK Evre I ve II'de ve berrak hiicreli EOK
olgularina ise en sik Evre I’de tant konulmustur.

Over
kanserlerinin siklikla ge¢ tani almasi genel
sagkalim oranlarinda kemoterapinin 6nemini
artirmaktadir. Yapilan bir c¢alismada genel
sagkalim oranlar1 ile kemoterapi arasinda
anlamli  iliskiden  bahsedilmektedir  (8).
Kemoterapi esnasinda goriilen yan etkiler tedavi
rejiminde degisikliklere veya doz azaltimina
neden olmaktadir. Literatiirde en sik goriilen yan
etki alopesi olarak belirtilirken, doz azaltimina
en sik neden olan yan etki ise notropeni olarak
bildirilmektedir. Doz azalttimi ile sagkalim
oranlar1 hakkinda farkli sonuglarin oldugu
calismalar mevcuttur (23, 24). Nagel ve ark.
yaptiklar1 ¢alismada over kanserinde doz
azaltimi ile genel sagkalim ve progresyonsuz
sagkalim  arasinda  anlamli  bir  iligki
bulamadiklarini belirtmistir (23).
Aragtirmamizda diger ¢aligmalara benzer sekilde
ele aldigimz olgularin tamaminda alopesi
goriilmiis olup, %56.2’sinde halsizlik ve
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%48.1’inde notropeni  saptanmustir.  Advers
olaylar nedeniyle %38.9 olguda doz azaltimi
yapilmigtir. Doz azaltimi ile progresyonsuz
sagkalim  arasinda  anlamli  bir  iligki
saptanamamig olup (p>0.05) doz azaltimi
yapilan olgularda genel sagkalim anlamli
sekilde disiik bulunmustur (p<0.05).

Calismamizin retrospektif bir
arastirma olmasi, EOK disindaki malignitelerin
inceleme kapsamina alinmamasi, yas gruplarinin
ayr1 ayrt degerlendirilmemesi ve olgularin eslik
eden hastaliklarinin sagkalim oranlar tizerindeki
etkilerine bakilmamasi arastirmamizin eksik
yonlerini olusturmaktadir.

SONUC

Sonu¢ olarak over kanseri ¢ogu zaman geg
saptanmas1 ve mortalitesinin yliksek olusu ile
mortal bir hastaliktir. Bu ¢alisma ile over
kanseri tizerine dikkat ¢ekilmis ve bu konuda
eksikligi goze carpan durum tani ve tarama
yontemlerine olan ihtiyactir. Yan etkiler
nedeniyle doz azaltimmin oldugu hastalarda
tizerindeki sagkalimin anlamli sekilde diisiik
bulunmasi optimal dozda tedavinin onemini
gostermektedir.
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The Relationship between ABO Blood Group and Malignant Soft - Tissue
Sarcomas

ABO0 Kan Grubu ve Malign Yumusak Doku Sarkomlar1 Arasindaki iliski
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OZET
GIRIS ve AMAC: Bu galismanin amac1 malign yumusak doku sarkomlar1 ile ABO gruplar1 arasindaki iliskiyi
degerlendirmektir.
YONTEM ve GERECLER: 2010-2018 yillar1 arasinda malign yumusak doku sarkomu nedeniyle cerrahi tedavi
uygulanan 206 hastanin (vaka grubu) kan gruplari, timor tipleri, yas ve cinsiyet bilgileri retrospektif olarak
degerlendirildi. Hastanemiz kan merkezine basvuran, vaka grubu ile yas ve cinsiyet agisindan benzer olan 249
(%54,7) saglikli goniilli kisinin kan gruplari kontrol grubunu olusturmustur.
BULGULAR: Vaka grubunun yas ortalamasi 49,5 + 17,3; kontrol grubunun ise 49,5+19,9 yildir. Vaka grubunda
ABO kan grubu o6zellikleri dagilimi incelendiginde %42,7 A kan grubu, %30,1 0 kan grubu, %19,9 B kan grubu
ve %7,3 AB kan grubuna sahip hasta gdzlenmistir. Kontrol grubunda da ABO kan grubu dagiliminin benzer bir
dagilim gosterdigi saptanmistir. Buna gore A kan grubu %44,2, 0 kan grubu %28,5, B kan grubu %19,3 ve AB
kan grubu %8 olarak gézlenmistir. Vaka ve kontrol grubunun ABO kan grubu dagilimlarinin istatistiksel olarak
benzer oldugu tespit edilmistir. Vaka grubunda %89,8 hastanin Rh (+), kontrol grubunda ise %86,7 hastanin Rh(+)
oldugu gozlenmistir ve istatistiksel olarak gruplar arasinda anlamli farklilk  gézlenmemistir.
TARTISMA ve SONUC: Sonug olarak bu ¢alismada malign yumusak doku sarkomlart ile ABO ve Rh grubu
arasinda anlamli bir iliski saptanmamigtir. ABO kan gruplarinin, malign yumusak doku sarkomlarinin ayirici
tanisinda yol gosterici olup olmadigini anlayabilmek igin 6zellikle timdr alt gruplarindaki hasta sayilar1 da goz
oniinde bulundurularak daha biiyiik 6rneklemli ¢alismalara ihtiyag vardir.
Anahtar Kelimeler: ABO kan gruplar1, Yumusak doku sarkomlar1, Rh kan gruplart

ABSTRACT
INTRODUCTION: The aim of this study is to evaluate the relationship between malignant soft-tissue sarcomas
and ABO blood groups.
METHODS: The blood groups, tumor types, age and gender information of 206 patients (case group) operated for
malignant soft-tissue sarcoma between 2010-2018 were evaluated retrospectively. The control group consisted of
249 (54.7%) healthy volunteers who were similar in age and gender to the case group that applied to blood center
of our hospital.
RESULTS: The average age of the case group was 49.5 = 17.3; the control group is 49.5 + 19.9 years. When the
distribution of ABO blood group characteristics in the case group was analyzed, patients with 42.7% A blood
group, 30.1% 0 blood group, 19.9% B blood group and 7.3% AB blood group were observed. It was found that
the distribution of ABO blood group showed a similar distribution in the control group as well. Accordingly, A
blood group 44.2%, 0 blood group 28.5%, B blood group 19.3% and AB blood group 8%. The ABO blood group
distributions of the case and control groups were found to be statistically similar. In the case group, 89.8% of the
patients were Rh (+) and in the control group, 86.7% of the patients were Rh (+), and there was no statistically
significant difference between the groups.
DISCUSSION AND CONCLUSION: In conclusion, in this study, no significant relationship was found between
malignant soft tissue sarcomas and ABO and Rh groups. In order to understand whether ABO blood groups guide
the differential diagnosis of malignant soft tissue sarcomas, larger sample studies are needed, especially
considering the number of patients in tumor subgroups.
Keywords: ABO blood groups, Soft-tissue sarcomas, Rh blood groups

Yumusak doku sarkomlar1; kemik, kas ve yag
GIRIS doku gibi ¢esitli bag dokusu kaynakli
bolgelerden koken alan nadir tiimorlerdir.
Siklikla ekstremiteler, pelvis, govde, mediasten,
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retroperiton, bas ve boyun yerlesim gosterirler
(1). Hastalar en sik agrisiz yumusak doku
sisligi sikayetiyle basvururlar. Subkutan ve
derin yerlesim gdsterebilirler. Derin yerlesim
gosteren tlimor, ¢evre norovaskiiler yapir ve
organlardan uzak olmasi durumunda geg belirti
verebilir. Fizik muayenede kitlenin olustugu
alandaki cilt ve cilt lezyonlari, kas giicii, motor-
duyu kayiplar, periferik nabizlar
degerlendirilmelidir. Kitle fark edildikten sonra
tan1 icin goriintiileme yoOntemlerine ve daha
sonra histopatolojik taniya bagvurulur (2).

En sik malign fibrozhistiositom goriiliir
daha sonra sirastyla; liposarkom,
leimyosarkom, fibrosarkom, rabdomyosarkom,
noroblastom, sinovyal sarkom, anjiosarkom, ve
kaposi sarkomu goriiliir. Cocukluk ¢aginda en
stk rabdomyosarkom ve sinovyal sarkom
goriiliir. En sik akcigere metastaz yaparlar, lenf
bezi metastazlar1 nadirdir. Sinovyal sarkom,
epiteloid sarkom ve angiosarkomda lenf bezi
metastaz oranlar1 daha fazladir (3). Yumusak
doku sarkomlar1 genelde hizli biiyiiyen agrisiz
kitleyle basvursa da alveolarsoftpart sarkom
gibi nadir goriilen bazi tiirlerinde progresyonu
yavagtir, bunun sonucu olarak tani aninda uzak
metastaz varlig1 saptanabilir(4).

Yumusak doku sarkomlarinda cerrahi
tedavinin amaci lokal rekiirrensi en aza
indirmek ve makul fonksiyonu siirdiirmek i¢in
kabul edilebilir bir smr elde etmektir;
ekstremite kurtarma prosediirleri hastalarin
yaklasik % 90'inda gerceklestirilir.
Norovaskiiler yapilarin  tiimor  tarafindan
tamamen tutuldugu ve uzuv koruyucu cerrahi
uygulanamayan hastalarda amputasyon
cerrahisi alternatif olarak diisiiniilebilir (5,6).

Predispozan  faktorler;  radyasyona
maruz kalma, travma, yanmik skarlar1 ve
osteomyelit fistiil alanlanidir (7). Yumusak
doku sarkomlarinin etyopatogenezinde birgok
faktor degerlendirilmistir. ABO kan gruplari da
bunlardan biridir. Baz1 ¢aligmalar ABO kan
gruplant ile kanser riski arasindaki iligkiyi
aragtirmistir (8-13). Bu calismanin amaci da
malign yumusak doku sarkomlari ile ABO kan
gruplart arasindaki iliskiyi degerlendirmektir.
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almis 16-87 yas arasinda 206 hasta dahil
edilmistir. Caligma i¢in hastanede egitim
kurulundan 1zin alinmistir. Hastane
kayitlarindan malign yumusak doku sarkomu
tanis1 almis 206 (%45,3) hastanin kan gruplari,
timor tipleri, yas ve cinsiyet bilgilerine
retrospektif olarak ulasilmistir. MYDS grubu
bu  c¢aligmanin  vaka  grubu  olarak
tanimlanmigtir.  Kontrol grubu olarak ise
hastanemiz kan verme merkezine basvuran
hasta grup ile yas ve cinsiyet acisindan benzer
olan 249 (%54,7) saglikli kisi caligmaya
almmustir. Kontrol grubunun kan gruplari, yas
ve cinsiyet  bilgilerine  kan  merkezi
kayitlarindan retrospektif olarak ulagilmigtir.
MYDS grubunun yas ortalamasi 49,5+17,3,
kontrol grubunun ise 49,5+19,9 yildir. Hastane
kayitlarindan patoloji raporlar1 incelendiginde
alt gruplamasi yapilamayan yumusak doku
sarkomlar1 malign mezenkimal timér (MMT)
olarak raporlanmistir. Calismaya katilan MYDS
grubunun tiimor tanisina gore dagilimi sekil
1’de sunulmustur. 63 hasta MMT, 48 hasta
liposarkom, 37 hasta sinovyal sarkom, 23 hasta
pleomorfik sarkom, 11 hasta fibrosarkom, 9
hasta leimyosarkom, geriye kalan hastalar ise
sirastyla 6 hasta rabdomyosarkom, 6 hasta
malign periferik sinir kilifi timorii (MPSKT) ve
3 hasta anjiosarkom tanis1 almisgtir.

Istatistiksel analiz

Aragtirma verilerinin istatistiksel analizleri i¢in
SPSS 22.0 (Chicago) kullanilmustir.
Tanimlayicr istatistikler kisminda kategorik
degiskenler sayi, yiizde verilerek, siirekli
degiskenler ise ortalama + standart sapma ve
ortanca (en kiigiik- en biyik deger) ile
sunulmugtur. Siirekli degiskenlerin normal
dagilima uygunlugu gorsel (histogram ve
olasilik grafikleri) ve analitik yontemler
(Kolmogorov-Smirnov/Shapiro-Wilk  testleri)
kullanilarak ~ degerlendirilmistir. ~ Yapilan
normallik analizleri sonucu yas degerlerinin
gruplar arasinda normal dagilim goéstermedigi
saptanmustir. ki grup arasindaki karsilastirma
analizleri i¢in Mann-Whitney U testi
kullanilmigtir. Bagimsiz  gruplar arasinda
kategorik degiskenler i¢in yapilan karsilastirma
analizinde ki-kare testleri kullanmilmuistir. Bu
caligmada istatistik anlamlilik diizeyi p<0.05
olarak kabul edilmistir.

BULGULAR
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Caligmaya katilan MYDS ve kontrol grubunun
yas degerleri ve cinsiyet dagilimlar1 arasinda
istatistiksel olarak anlamli fark saptanmamaistir
(sirastyla  p=0,248 ve p=0,319). MYDS
grubunda ABO kan grubu o6zellikleri dagilimi
incelendiginde %42,7 A kan grubu, %30,1 0
kan grubu, %19,9 B kan grubu ve %7,3 AB kan
grubuna sahip hasta gozlenmigtir. Kontrol
grubunda da ABO kan grubu dagiliminin benzer
bir dagilim gosterdigi saptanmistir. Buna gore
A kan grubu %44,2, 0 kan grubu %28,5, B kan
grubu 9%19,3 ve AB kan grubu %8 olarak
gozlenmistir. Vaka ve kontrol grubunun ABO
kan grubu dagilimlariin istatistiksel olarak
benzer oldugu tespit edilmistir (p=0,968)
(Tablo 1). Ayrica ABO kan gruplarinin tek vaka
kontrol ~ grubunda  dagilim  &zellikleri
incelendiginde de gruplar arasinda anlamli
farkliklar gozlenmemistir (sirasiyla p=0,712,
p=0,755, p=0,867, p=0,765 ve p=0,391).
MYDS grubunda %89,8 hastanin Rh (+),
kontrol grubunda ise %86,7 hastanin Rh (+)
oldugu gozlenmistir ve istatistiksel olarak
gruplar arasinda anlaml farklilik
gbzlenmemistir (p=0,391).

Tablo 2°’de MYDS grubunda en fazla
gozlenen 4 tiimor g¢esidinin kontrol grubu ile
ABO ve Rh kan grubu o&zelliklerinin
karsilagtirma analizi sonuglari sunulmustur.
MMT grubunda ABO kan grubu o&zellikleri
dagilimi incelendiginde %44,2 A kan grubu,
928,50 kan grubu, %19,3 B kan grubu, %8 AB
ve %87,3 Rh (+) kan grubuna sahip hasta
gbzlenmistir. Liposarkom grubunda ABO kan
grubu Ozellikleri dagilimi incelendiginde
%36,5 A kan grubu, %34,90 kan grubu, %19 B
kan grubu, %9,5 AB ve %91,7 Rh (+) kan
grubuna sahip hasta gozlenmistir. Sinovyal
sarkom grubunda ABO kan grubu o6zellikleri
dagilimi incelendiginde %45,8 A kan grubu,
%27,10 kan grubu, %27 B kan grubu, %5,4 AB
ve %89,2 Rh (+) kan grubuna sahip hasta
gozlenmisgtir. Pleomorfik sarkom grubunda
ABO kan grubu  ozellikleri  dagilim
incelendiginde ise %43,5 A kan grubu, %21,7 0
kan grubu, %34,8 B ve %87 Rh (+) kan grubuna
sahip hasta gozlenmistir. Yapilan karsilagtirma
analizleri sonucunda MMT, liposarkom,
sinovyal sarkom ve pleomorfik sarkom
gruplarimin kontrol grubu ile benzer ABO ve Rh
kan grubu oOzellikleri gosterdigi saptanmigtir
(p>0.05).
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Tablo 1. Vaka ve kontrol gruplarinin
karsilagtirilmast

Toplam= Vaka Kontrol p

455 n=206 n=249

Yas, yil 0,248

Ortalamatss  49,5+17,3 49,5+19,9

Medyan(min- 50(16-87) 45(16-89)

maks)

Cinsiyet, 0,319

n(%o) 83(40,3) 89(35,7)

Kadin 123(59,7) 160(64,3)

Erkek

ABO Grubu, 0,968"

n(%o) 62(30,1)  71(28,5)

@) 88(42,7)  110(44,2)

A 41(19,9)  48(19,3)

B 15(7,3) 20(8,0)

AB

ABO Grubu, 0,712”

n(%o) 62(30,1)  71(28,5)

o] 144(69,9) 178(71,5)

Non-O

ABO Grubu, 0,755™

n(%o) 88(42,7) 110(44,2)

A 118(57,3) 139(55,8)

Non-A

ABO Grubu, 0,867

n(%o) 41(19,9)  48(19,3)

B 165(80,1) 201(80,7)

Non-B

ABO Grubu, 0,765

n(%o) 15(7,3) 20(8,0)

AB 191(92,7) 229(92,0)

Non-B

Rh  Grup, 0,391™

n(%o) 21(10,2)  33(13,3)

Rh (-) 185(89,8) 216(86,7)

Rh (+)

*Mann-Whitney U test
**Chi-Square Test

Tablo 2. Tanilarina gore hasta gruplari ve kontrol gruplarinin karsilagtiriimasi
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Kontrol MMT Liposarkom Sinovyal Pleomorfik MMT Liposarkom Sinovyal Pleor
n=249 n=63 n=48 Sarkom Sarkom VS. vs. Kontrol  Sarkom  Sark
n=37 n=23 Kontrol VS. Kont
Kontrol
p p p p_
Yas, yil 0,006" 0,440" 0,001" 0,007
Ortalamatss  49,5+19,9 55,2+18,1 48,6+13,3 34,2+12,9 56,1+13,5
Medyan(min- 45(16-89) 57(16-84) 46,5(20-80) 32(16-66) 55(25-85)
maks)
Cinsiyet, 0,112 0,666 0,484™ 0,261
n(%) 89(35,7) 30(47,6) 15(31,2) 16(43,2) 5(21,7)
Kadin 160(64,3) 33(52,4)  33(68,8) 21(56,8) 18(78,3)
Erkek
ABO 0,677 0,996 0,669™ 0,19¢
Grubu, 71(28,5) 22(34,9) 13(27,1) 11(29,7) 5(21,7)
n(%o) 110(44,2) 23(36,5) 22(45,8) 14(37,8) 10(43,5)
0] 48(19,3) 12(19,0)  9(18,8) 10(27,0) 8(34,8)
A 20(8,0) 6(9,5) 4(8,3) 2(5,4) 0
B
AB
ABO 0,401™ 0,840™ 1,000 0,63C
Grubu, 71(28,5) 22(34,9) 13(27,1) 11(29,7) 5(21,7)
n(%) 178(71,5) 41(65,1) 35(72,9) 26(70,3) 18(78,3)
0]
Non-O
ABO 0,339™  0,958™ 0,484™  1,00C
Grubu, 110(44,2) 23(36,5) 22(45,8) 14(37,8) 10(43,5)
n(%o) 139(55,8) 40(63,5) 26(54,2) 23(62,2) 13(56,5)
A
Non-A
ABO 1,000  0,932™ 0,382™ 0,103
Grubu, 48(19,3) 12(19,0)  9(18,8) 10(27,0) 8(34,8)
n(%o) 201(80,7) 51(81,0) 39(81,3) 27(73,0) 15(65,2)
B
Non-B
ABO 0,898™  1,000™ 0,750 0,397
Grubu, 20(8,0) 6(9,5) 4(8,3) 2(5,4) 0
n(%) 229(92,0) 57(90,5)  44(91,7) 35(94,6) 23(100,0)
AB
Non-B
Rh Grup, 1,000™  0,480™ 0,799™ 1,00C
n(%o) 33(13,3) 8(12,7) 4(8,3) 4(10,8) 3(13,0)
Rh (-) 216(86,7) 55(87,3)  44(91,7) 33(89,2) 20(87,0)
Rh (+)

*Mann-Whitney U test

**Chi-Square Test

Adress for correspondence: Uzm. Dr. Aliekber Yapar Ankara Onkoloji Egitim Ve Aragtirma Hastanesi/ 2. Kat Ortopedi Boliimii/ Demetevler 06200 Ankara - Tiirkiye
e-mail: aliekberyapar@hotmail.com

Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi


mailto:aliekberyapar@hotmail.com
http://www.actaoncologicaturcica.com/

d
AO I | ONCOLOGICA
& TURCICA

Orijinal Makale

206 (%)

70

%30 6)

60
50 %23 3)
40 (%18,0)
30
23 (%11,2)
20
10 9 (%4,4) 6 ©2,9)
. II - HN

11 (%5,3) 6 (%2,9) 3 (%1,5)

® Malign Mezenkimal Timor
H Liposarkom
u Sinovyal Sarkom
u Pleomorfik Sarkom
u Fibrosarkom
u Leimyosarkom
Rabdomyosarkom
B Malign Periferik Sinir Kilifi Ttimérleri
Anjiosarkom
Sekil 1. Malign Yumusak doku sarkomlarinin
histopatolojik tanisina gére dagilimi

TARTISMA

ABO antijenleri, iirothelium, gastrointestinal,
mukoza ve akciger dahil olmak iizere epitel
hiicreleri gibi eritrositler disindaki birgok
hiicrenin ylizeyinde eksprese edilir. Kan grubu
antijenleri olarak hiicre ylizeyi yapilarindaki
degisiklikler, hiicreler veya hiicreler ile hiicre
dist  matris arasindaki etkilesimlerde
degisikliklere yol agabilir. Bu degisikliklerin
timér  gelisimi  i¢in  Onemli  oldugu
disiiniilmektedir (14). ABO ve Rh grubunun
malign stireclerle iliskisi ile ilgili literatiirde
fikir birligi yoktur ve tartigmalar devam
etmektedir. Bu ¢alismada ABO ve Rh grubu ve
malign yumusak doku sarkomlar1 arasindaki
iliskiyi degerlendirdik ve hem genel sarkom
grubunda hem de en fazla 6rneklemli 4 sarkom
alt grubunda anlaml1 bir iligki saptamadik.
ABO kan grubu sisteminin kanser ile
iligkisi net degildir ve anlasilmasi giigtir.
Kanser ile iliskisini agiklamaya yonelik birkag
hipotez vardir. A ve B antijenleri bir sekilde
kanserlerin daha agresif biiylimesine yardimci
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olabilirler. A ve B antijenlerinin varligimin
hiicresel motiliteyi arttirabildigi ve timor
hiicreleri arasindaki etkilesimleri
kolaylastirabildigi gosterilmistir (15). Ayrica
ABO  antijenlerinin  apoptoza  katkida
bulunabilecegi gozlenmistir (16).

ABO grubu ile kanserleri iliskili bulan
bircok calisma mevcuttur. Ornegin Xie ve ark.
0 kan grubu tastyicilarinin bazal hiicreli
karsinom riskinde %4, skuamoz riskinde %14
azalma oldugu bildirilmistir (17). Ayrica
Pandey ve ark. A ve AB kan gruplarinin; safra
kesesi kanseri riskinde artis ile korele oldugunu
soylediler (18). Benzer sekilde, kardiyak kanser
ve Ozofagus karsinomu olan Cinli hastalarin
biliyiik bir grubunda, saglikli kontrollerle
karsilastirildiginda, kan grubu B sikliginin
onemli Olglide daha yiiksek oldugu ortaya
konmustur (19). Yine ayni sekilde Polonyali
arastirmacilarin bulgularina gore, A ve AB kan
gruplarinin tasiyicilarinin laringeal karsinom
riski 6nemli 6l¢iide artmistir (20). Kan grubu A
sikliginin akciger kanseri hastalarinda karsilik
gelen dondrlere kiyasla anlamli derecede
yiiksek oldugunu gostermistir (21).

Engin ve ark. Bati Karadeniz
bolgesindeki Tiirk niifusu iizerinde yapilan bir
caligmada, A kan grubunun pankreas
kanserlerinde anlamli olarak daha yiiksek
oldugunu buldular (8). Wolpin BM ve ark .
pankreas kanseri gelisme riskinin kan grubu
tiplerine gore onemli Sl¢lide farklt oldugunu
belirtmislerdir. ~ Yaklasik 107500  saglik
personeli iizerinde yapilan bir ¢aligmada kan
grubu A, AB veya B olanlarin grup 0'a kiyasla
pankreas kanseri gelistirme olasiligi daha
yiiksektir. En yiiksek risk B kan grubu igin
olmustur ancak bu c¢alismada, katilimcilarin
beyani ile kan grubu antijeni belirlenmistir (22).
Amundadottir ve ark.benzer bir calismada 0 kan
grubuna sahip olanlarin, grup A veya B' ye gore
daha diisiik pankreas kanseri riskine sahip
olduklarini bulmustur (23).

Tryggvadottir ve ark. ailesel meme
kanseri vakalarinin sporadik vakalardan 2 kat
daha fazla kan grubu B prevelansina sahip
oldugunu  ve  olgularin  etkilenmeyen
yakinlarinda bu kan grubunun sikligimin 6nemli
Olciide azaldigin1 belirtmislerdir. Bununla
birlikte, B allel genotipinin (AB / B) tasiyicilari,
B antijeni olmayan kadinlara (kan grubu O / A)
kiyasla, yumurtalik kanseri insidansinda
istatistiksel olarak anlamli % 41'lik bir artis
oldugunu bulmuslardir (24). Marinaccio ve ark.
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A kan grubu kadinlarda digerlerine gore
endometriyal ve yumurtalik kanserinin daha sik
ortaya ciktigini tespit etmislerdir (25). Benzer
sekilde, baska bir arastirma, 0 kan grubu ile
karsilastirildiginda, A kan grubunun yumurtalik
kanseri olan 1261 Ingiliz kadin arasinda anlamli
olarak daha yiiksek oldugunu goéstermistir (26).
Adamian ve ark. endometriyal kanserli 548
Ermeni hastada AB kan grubunun anlamh
derecede yiiksek oldugunu ortaya koymustur
(27).

ABO kan gruplariyla kanserler arasinda
iliski bulmayan calismalar diger calismalari
hasta sayismin azligt ve dogru temsilin
olmamas1 nedeniyle elestirmektedir. Khalili ve
ark. 2011 yilinda kolorektal kanser ile ABO
arasindaki iliskiyi aragtirmis ve anlamli bir fark
olmadigim ifade etmiglerdir (28). Yine aym
sekilde Utkan ve ark. ABO kan grubu ile malign
mezotelyama riski arasinda  bir iligki
bulamamistir (10). Benzer sekilde ABO kan
grubu ile prostat kanseri (29), prostat
hiperplazisi (30), mesane kanseri ve tiikiiriik
bezi kanseri (31) gelisimi arasinda iliski
bulunamamustir. Nowinska ve ark. 2000 yilinda
ABO kan grubu ile laringealkarsinom arsinda
iliski olmadigim1  gdstermistir  (32). Bu
calismada da ABO kan grubu ile malign
yumusak doku sarkomlar1 arasinda bir iliski
olmadig1 goriilmiistiir.

Uriin ve ark. gastrointestinal stromal
timorii olan hastalarda kan grubu ve Rh
grubunu normal popiilasyonla karsilastirmig ve
gastrointestinal stromal timor hastalart igin
anlamli bir korelasyon olmadigi sonucuna
varmiglardir (33). Oguz ve ark. Rh faktorii ile
akciger kanseri arsinda bir iliski olmadigini
belirtmistir (9). Bizim c¢alismamizda da Rh
grubu ile malign yumusak doku sarkomlar1
arasinda bir iligki olmadig1 gortilmustiir.

Bu c¢alismanin bazi limitasyonlart
mevcuttur. Oncelikle hasta sayis1 malign
yumusak doku sarkomu alt gruplarinda sinirli
sayidadir. Yine bazi kan grubunu igeren
hastalarin sayis1 azdir ve ABO ve Rh gruplarinin
prognoz ile iligkisine bakilmamistir. Ancak
literatiir incelendiginde malign yumusak doku
sarkomu ile ABO ve Rh gruplar arasindaki
iligkiyi arastiran ilk ¢aligmadir.

Sonu¢ olarak bu calismada malign
yumusak doku sarkomlari ile ABO ve Rh grubu
arasinda anlamli bir iliski saptanmamistir. ABO
kan gruplarinin, malign yumusak doku
sarkomlarimin ayirict tanisinda yol gosterici
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olup olmadigini anlayabilmek icin oOzellikle
timor alt gruplarindaki hasta sayilar1 da goz
oniinde bulundurularak daha biiyiik 6rneklemli
calismalara ihtiyag vardir.

Yazarlar arasinda hicbir ¢ikar ¢atigmasi yoktur.
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Evaluation Of Suicide Cases Apphed To Emergency Service
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OZET
GIRIS ve AMAC: Bu arastirmanin amaci, acil servise intihar ve intihar girisimi nedeniyle basvuran olgular:
incelemek ve riskleri belirlemekti.
YONTEM ve GERECLER: Calismamizda; acil servise Ocak 2018 - Aralik 2018 tarihleri arasinda intihar girisimi
nedeni ile basvuran olgularin verileri retrospektif olarak degerlendirildi. Bu olgularin verileri; medeni durum,
egitim durumu, yas, cinsiyet, ekonomik nedenler, sosyal 6zellikler, aile gegimsizligi, psikiyatrik hastalik tanisi
varlig1 veya yoklugu, tedavi siiregleri agisindan incelendi. Ayrica olgular intihar girisim yontemleri ve nedenleri
acisindan aragtirildi.
BULGULAR: Bu calismada ki toplam 246 olgunun %69,5” i kadin %30.5” i erkekti. Hastalarin %93.9’u ilag veya
toksik madde alarak intihar girisiminde bulundugu tespit edildi. Olgulardan %19,5’inin daha once de intihar
girisiminde bulundugu, %80,5’nin 6nceden intihar girisiminde bulunmadigi belirlendi. Intihar girisiminde
bulunana vakalarin %93.9’ine psikiyatri konsiiltasyonu istendigi, %6.1’ine psikiyatri konsiiltasyonu istenmedigi
belirlendi. Psikiyatrik tedavi goren ve daha onceden intihar girisiminde bulunan olgular arasinda iliskinin
istatistiksel olarak anlaml1 oldugu tespit(edildi (p<0.001). Onceden intihar girisimi olan hastalarin %54,2’sinin
psikiyatrik tedavi aldig1, %45,8’sinin ise psikiyatrik tedavi almadig1 belirlendi. intihar girisimlerinin aylara gore
dagilimi degerlendirildiginde %11,0 intihar girisimi ile en sik haziran ayinda, mevsimsel olarak da %25,6 intihar
girisimi ile en sik sonbahar mevsiminde gerceklesmistir. Intihar girisimlerinin %45,9’unun giindiiz saatlerinde
oldugu belirlendi.
TARTISMA ve SONUC: Intihar girisimi yontemi acisindan en sik kullanilan ydéntemin ilag ve toksik madde
belirlenmis olmasi nedeniyle bu tiir maddelerin evlerde daha giivenlikli ortamlarda saklanmasi intihar egilimi olan
kisilerin bu maddelere ulasmasini zorlastiracaktir. intihar girisimi kadinlarda erkeklerden, genclerde yaslilardan
daha fazla goriilmesi nedeniyle intihar egilimi olan kisilere yonelik 6nlemlerin arttirilmasi intihar girisimini
azaltacagi kanaatindeyiz.
Anahtar Kelimeler: Intihar Risk Faktorleri, intihar Girisimi, Intihar Epidemiyolojisi, ila¢ - Toksik Madde.

ABSTRACT
INTRODUCTION: The aim of this study was to evaluate cases with suicide attempts in the emergency department
and to determine risk factors for suicides in these patients.

METHODS: The study was performed retrospectively with the data of suicide patients who applied to the
emergency department between January-December 2018. These cases’ data were evaluated in terms of marital
status, education, age, gender, economic reasons, social characteristics, family incompatibility, psychiatric
diagnosis and treatment processes. Moreover, suicide methods and etiology were recorded.
RESULTS: In our study, of the 246 cases, 69.5% were female and 30.5% were male. 93.9% of patients attempted
suicide by taking a drug or toxic substance. In 19.5% of these patients, there was a suicide attempt previously.
93.9% of the suicide cases were consulted by a psychiatrist. There was a significant relationship between
psychiatric treatment and suicide attempts (p<0.001). 54.2% of the patients with a suicide attempt previously had
received psychiatric treatment. According to the frequency distribution of suicide event, June was the most
attempted month (11% of patients) and autumn was the most attempted season (%25 of patients). It was observed
that 45.9% of the suicide attempts were in the daytime hours.
DISCUSSION AND CONCLUSION: The most commonly used method in suicide attempts is drug and toxic
substances. Storing such substances in a safer environment will make it difficult for people with suicidal tendencies
to access these substances. Suicide attempts are seen more in women than in men and in the young than in the
elderly. So, we believe that increased measures for these people with suicidal tendencies will reduce suicide events.
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GIRiS

Intihar davrams1 insanin dliime iliskin niyet ve
istegini iceren, intihara dair davranis ve
diisiincelerin tamamin1 kapsayan genel bir
terimdir. Intihar diisiincesi ise kisinin kendisini
oldiirmek istemesi fakat eylemin eslik etmedigi
durum olarak tanimlanabilir (1).

Intihar; kisisel, ekonomik, depresyon,
ndrobiyolojik, sosyo-kiiltiirel ve c¢evresel
kosullar gibi g¢esitli faktorler arasindaki
etkilesimlere bagli olarak ortaya c¢ikan cok
karmagik bir durumdur (1,2). Ayrica, olumsuz
ekonomik degisikliklerin son donemlerde artig
gosteren intihar diisiincesi ve davranislarinda
etkili oldugu bildirilmistir (2). Diinya genelinde
her y1l yaklasik bir milyon insan intihar nedeni
ile dlmektedir. Intiharlarin biiyiik ¢ogunlugu
genel olarak stres, psikiyatrik nedenler ve agir
kronik hastaliklar ile iligkili olarak ortaya
¢ikmaktadir (3). Diinya Saglk Orgiitii'ne
(DSO) verilerine gore diinyada 40 saniyede 1
kisi yilda yaklagik 800000 kisi intihar sonucu
Olmektedir. Bu sonu¢15-29 yas arasinda ise 2.
sirada 6lim nedeni olarak yer almaktadir (4).
Acil servislerde yapilan ¢aligmalarda {izerinde
durulan konu, o&zellikle intihar diisiincesi
olmasi, daha onceden intihar girigimleri igin
kritik risk faktorleri oldugunun goézden
kagirilmasi oldugunu vurgulamaktadir (5).

Ulkemizde de intihar eden erkeklerin
sayist bircok Tlilkede oldugu gibi tiim yas
gruplarinda kadinlardan daha fazladir. intihar
eden kadinlarin sayis1 sadece yirmi yasin altinda
erkeklere yaklagsmaktadir (6).

Yapilan caligmalarda intihar
girisimlerinde Ozellikle rol oynayan faktorler;
madde bagimliligt ve alkol, depresyon,
psikolojik rahatsizliklar, aile i¢i olan olumsuz
etkilesimler, toplumda dayanisma azligi, koti
ekonomik nedenler, gé¢ ve beraberinde olan
sosyoekonomik etmenler yer almaktadir. Intihar
girisimini etkileyen diger faktorler arasinda yas,
cinsiyet, medeni durum, meslek, ekonomik ve
egitim  diizeyi  gibi  sosyo-demografik
etmenlerin  6nemli oldugu bilinmektedir.
Ailelerinde intihar davramist ve psikiyatrik
hastalik bulunan bireylerin toplum
ortalamalarindan daha yiiksek oranda intihar
girisiminde bulunmalar1 intihara yatkinlik
acisindan genetik bir iligkinin olabilecegini akla
getirmektedir. (7).

Kisinin i¢ veya dis duygusal ve sosyal
dengesini korumak ya da yeniden kurmak i¢in
farkli davraniglara kars1 verdigi fiziksel-ruhsal
biligsel tepkiler 6nemlidir (8). Kisinin yasadigi
cevrede herhangi bir gruba dahil olamadig,
toplumla biitiinlesemedigi veya toplumdan
kendini  soyutladigi  durumlarda egoistik
(bencil) intiharlar gergeklesebilir (9). Yasadigi
toplumla biitiinlesen, i¢inde bulundugu politik,
sosyal ya da dini grupta lideri ve/veya grubun
amaglart i¢in kendisini feda ederek yapilan
intiharlar ise altrustik (elcil) intihar olarak
karsimiza ¢ikmaktadir (9). Sosyal iliskilerdeki
farklilasmalarin ¢ok ani bir sekilde meydana
gelmesi ve kisinin buna uyum saglayamamast
sonucunda anomik (kuralsiziik) intiharlar:
meydana gelebilir. Borsada olan ani inis ve ¢ikis
degisiklikleri veya kisilerin banka kredi karti
borglar1 nedeni ile olan intiharlar bu gruba dahil
edilebilir (9). Ailede yasanan stres ve
huzursuzluklar genclerin ruh sagliginda ciddi
bir etkiye sahiptir. Gengler disaridan goriiniiste
bagimsiz ve genellikle yetiskin gibi hareket
etseler de hemen her zaman ailesine ve onlarin
saglayacagi tim desteklere, 6zellikle de giiven
duygusuna ihtiyag duyarlar. Aileler bireyin
ihtiyact olan bu islevleri yerine getirememesi
durumunda bireyin ileri yasaminda yasayacagi
intihar girisimleri ile yakindan iliskili olabilir
(10).

Intihar igin risk faktorleri arasinda
psikiyatrik hastaliklarin da oldugu bildirilmistir.
Depresyon tanisi 6zellikle sonucu 6liim olan
ciddi intihar girisimlerinin %65’inden sorumlu
oldugunu bildiren c¢alismalar vardir. Sizofreni
hastalarinda  intihar  girisimleri  genelde
anlamsiz ve amagsiz oldugu goriilmiistiir (11,
12). Bazen kisinin intihar girisimi demonstratif
olmasa da potansiyel bir intihar olarak
degerlendirilip ciddiye alinmalidir. Sosyal ve
dinamik faktorler arastirilarak bu eylemin bir
yardim ¢agris1 olabilecegi akilda tutulmalidir
(.

Genglerde 6zellikle 20 yas altinda olan
suisid girisiminde  bulunma ve  suisid
gerceklestirme orami  Tiirkiye’de  Avrupa
tlkelerine gore daha diisiik olup, suisid
girisiminde bulunanlarm ¢ogunlugunu 20 yas
alt1 gencler olusturmaktadir (13,14).

Suisid girisimlerin 15-19 yas grubunun
cevresel ve aile ici stres etkenlerine karsi
tepkinin ~ Onemli  bir  boyutta  oldugu
goriilmektedir. Depresif yakinmalar, 6zellikle
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fiziksel hastaliklar, psikosomatik nedenler,
duygusal iliskiler ve aile i¢i sorunlar 6zellikle
20-30 yas grubunda daha sik goriilmektedir
(15). Intihar girisim hizinda azalma ozellikle
bati toplumlarinda sosyal destek programlarinin
ciddi bir sekilde uygulanip yayginlagsmasiyla
saglanabilmistir (7).

Koruyucu halk sagligi bakist agisindan
degerlendirildiginde, intihar  girisimlerine
iliskin daha diizenli ve sistematik bilgilere
ihtiyag vardir. Intihar goriiniiste her ne kadar
bireysel bir olay gibi gozikse de; sosyal
kosullarin 6nemli oranda etkili oldugu bir
durumdur.

Bu c¢alismada acil servise intihar
girisimi ~ nedeniyle = bagvuran  olgular
incelendiginden risk gruplarindaki bireylere
yonelik toplumsal koruyucu programlarin
geligtirilmesi  ve uygulanmasma  katkida
bulunacag goriisiindeyiz.

Orijinal Makale

GEREC VE YONTEM

Calismaya Firat Universitesi 21/02/2019 tarih
toplant1 sayis1 4 karar no 12 etik kurul onay1
alindiktan sonra baslandi. Calisma Ocak 2018 -
Aralik 2018 tarihleri arasinda Elazig Sehir
Hastanesi acil servisine intihar girisimi ile
bagvuran olgularin verileri incelenerek yapildi.
Olgular yas, cinsiyet, medeni durum, egitim
durumu, mesleki durumu, intihar yontemi,
bagvuru esnasinda uygulanan tedavi yaklagimi,
intihar zaman1 degiskenleri a¢isindan incelendi.

Istatistiksel yontem

Iki grup arasindaki farkliliklar  siirekli
degiskenlerde; Mann-Whitney U  Testi,
kategorik degiskenlerde ise Ki-kare testi ile
degerlendirildi. P<0.05'ten kiiciikk degerler
anlamli kabul edildi. Tim analizler SPSS
yazilimi ile yapildi (Versiyon 20.0).

Arastirmanin simrhliklan

Orneklemin tek bir hastaneye basvuran
olgulardan olusmasi ve aym ydrede benzer
bulgulardan olustugu diisliniiliirse topluma
genellenebilmesi i¢in farkli illerden fazla sayida
olgu ile ¢alisma yapilmasina ihtiyag¢ vardir. Acil
servise bagvuran olgularin gorevli hemsire ve
doktorlar tarafindan olgu ile yapilan goriisme
formlardan yararlanilarak hazirlandi. Olgu
bilgileri alinirken kisilik 6zellikleri, egitimleri,
kiiltiirel yapilari, yasam sekilleri gbz Oniinde
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bulunduruldugu, uygun bilgiler alinmaya
calisildigi  belirlendi. Ancak acil servis
yogunlugu personel sayisinin yetersizligi
nedeniyle goriismenin kisa siire de yapilmak
istenmesi, goriisme igin 6zel bir oda olmamast
gorligmenin hasta bast yapilmasi, olgularin
olaym stres ve korkusu i¢inde olmasi verilen
cevaplari etkilemis olabilecegi kanaatine
varildi. Bu etmenlerin ¢aligmanin kisithiligi

olarak kabul edildi.

Arastirmanin Etik Yonii

Aragtirma i¢in, Bilimsel Aragtirma ve Yayin
Etigi Kuruluna bagvurulmustur. Etik kurul
tarafindan gerekli izin (Firat Universitesi
21/02/2019 tarih toplanti sayisi 4 karar no 12)
alimmis olan c¢alisma, Helsinki ilkeler
Deklerasyonuna uygun olarak yiiriitiilmiistiir.

Bilgilendirilmis Onam

Katilimcilara arastirma oncesinde aciklayici
bilgilendirme yapildiktan sonra onamlari
alinmustir.

BULGULAR

Yapilan taramalar sonucunda kriterlere uygun
bulunan 246 intihar girisim vakasi galigmaya
dahil edildi. Olgularin %30.5’1 erkek kadin idi
(Tablo 1). Yas faktoriine bakildiginda, 15-24
yas arasi %44.3, 25-34 yas aras1 %32.1, 35-49
yas aras1 %17.9, 50-64 yas aras1 % 4.5, 65-85
yas %1.2 olgu saptanmistir (Tablo 2). Olgularin
% 50 'si evli, % 43.51 bekar ve % 4.5’ 1 dul, %
0,8’si bosanmuis, %0,4  kisi nisanli, %0,8
olgunun durumu bilinmiyor olarak saptanmistir.
Olgularin %13,5’inin diizenli bir iste galistig1
belirlendi. Olgularin  %93,9’unda  intihar
girisiminin altinda ruhsal nedenler oldugu tespit
edildi. Sosyal olarak intihar nedenleri
incelendiginde; %19.1’1 aile gecimsizligi,
%1,6’s1 aile i¢i siddet, %0,8’i Ogrenim
basarisizligi, %1,2’si  calisma  hayatinda
basarisizik,  %5,3’ii  duygusal iliskinin
bozulmasi, %1,6’s1t  ekonomik sebepler,
%70,3’1 diger nedenlerden dolay1 intihar
girisiminde bulundu belirlendi. intihar yéntemi
olarak; %93.9’unda ilag veya toksik madde
kullanma yOntemini tercih ettigi belirlendi
(Tablo 3). Olgularin %19,5’i daha Onceden
intihar girisiminde bulundugu ve bu olgularin
%93.9’una psikiyatri konsiiltasyonu istendigi
tespit edildi (Tablo 4). Tim olgularin %77.6
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olguya psikiyatri konsiiltasyonu ve tedavi
yapildigi, %22.4’tine tedavi yapilmadigi
belirlendi. Egitim durumuna goére olgularin
%6,5’inin okur yazar olmadigi, %4,5’inin
sadece okuryazar, %44.3’liniin ilkogretim,
%26,0 kisinin lise, %11.8’inin {iniversite
mezunu oldugu, %6.9’unun ise Ogrenim
durumu hakkinda bilgiye ulagilamadig: tespit
edildi. Meslek durumuna gore ise olgularin
%11.8’inin serbest meslek sahibi, %2,4’liniin
ogretmen, %4,9’unun 6grenci, %13.8’inin ev
hanimi oldugu, %67,1°nin ise mesleki durumu
kayith ~ olmadigr belirlendi (Tablo 5).
Olgulardan  %0,8’inin  tedaviyi reddettigi
belirlendi.  Psikiyatrik tedavi gdéren ve
gormeyenler arasinda hastaneye gelis siiresi
bakimmdan anlamli fark olmadig1r goriildii
(p=0.152). Kadin ve erkek cinsiyeti arasinda
hastaneye gelis siiresi bakimindan anlamli fark
tespit edilmedi (p=0.363). En ¢ok intihar
girisimi haziran ayinda oldugu saptandi ( Tablo
6).

Orijinal Makale

Tablo 1. Intihar girisimi vakalarinmn
sosyodemografik 6zellikleri

Say1 | %
Cinsiyet | Kadin 171 30,5
Erkek 75 69,5
Yas 15-24 109 44,3
23-34 79 32,1
35-44 44 17,9
45-54 11 45
65-85 3 1,2
Ogrenim | Okur-Yazar degil 16 6,5
Durumu | Okur-Yazar 11 45
lkokul Mezunu 109 443
Lise Mezunu 64 26
Universite Mezunu 29 11,8
Bilinmiyor 17 6,9
Toplam 246 100

Tablo 2. intihar girisimlerinin dzellikleri

Say1 | %
intihar Hag: ve toksik | 231 93,6
Girisimi madde alimi
Yontemleri | As1 5 2
Kesici alet 3 1,3
Yiiksekten atlama | 5 2
Suya atlama 1 0,4
Arag altina atlama | 1 0,4
Onceki Psikiyatrik tedavi | 26 54,2
intihar alan
Girisimi Psikiyatrik tedavi | 22 45,8
Olan almayan
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Onceki Psikiyatrik tedavi | 29 14,6
intihar alan
Girisimi Psikiyatrik tedavi | 169 85,4
Olmayan almayan
intihar Ocak 19 7,7
Girisiminde | Subat 19 7,7
Bulunulan | Mart 18 7,3
Aylar Nisan 20 8,1
Mayis 22 8,9
Haziran 27 11,0
Temmuz 17 6,9
Agustos 17 6,9
Eyliil 24 9,8
Ekim 18 7,3
Kasim 21 8,5
Aralik 24 9,8
TARTISMA

Tiirkiye’de Tatlicioglu ve arkadaslari tarafindan
yapilan arastirmada 15-24 yag grubunda intihar
oraninin yiiksek oldugu belirtilmistir (3). Eskin
ve arkadaslar tarafindan yapilan, Ankara'daki
tiim acil servisleri kapsayan calismada 15-24
yas grubu kadinlarda intihar girisimi oranlarinin
yiiksek oldugu saptanmustir (10). Tirkiye’de
intthar  girisiminde  bulunanlarin  biiyiik
cogunlugunda 24 yas ve alti egitim Ogretim
goren gengler olusturmaktadir (13,14). Bilginer
ve arkadaslarinin yaptiklar1 galigmada intihar
girisiminde bulunan gen¢ kadinlarin diger yas
gruplarina gore yaklasik yedi kat fazla oldugu
gosterilmistir (16). Deveci ve arkadaglarinin
yaptiklar1 ¢alismada yas gruplarina gore
dagilimda gen¢ kadinlarin oraninin yiiksek
oldugu bildirilmigtir (17). Sunulan bu
calismadaki veriler yas gruplari agisindan en
yiiksek oranin gen¢ kadinlarda oldugu ve bu
degerlerin iilkemizde yapilan diger caligmalarla
benzerlik gosterdigi tespit edildi.

Akar ve arkadaglar1 (18) ile Mert ve
arkadaslarinin (19) yaptig1 caligmalarda intihar
girisiminde bulunma sikliginin  kadinlarda,
intihara bagli 6liim sikliginin ise erkeklerde
daha fazla oldugu belirtmistir. Erdem ve
arkadaslarinin (20) ve yaptig1 calismada ilag ve
toksik madde ile suisid girisimi 15-25 yas arasi
bekar gen¢ kadinlarda da daha sik goriildiigi
belirtilmistir. Deveci ve arkadaslarinin (17)
yaptiklart  ¢alismada intihar  girisiminde
bulunanlarin asir1 dozda ilag alarak intihara
tesebbiis ettikleri bildirilmistir.

Calismamizdaki 15-24 yas grubu ve
kadinlarda intihar girisiminin yiiksek olusu ve
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ilagla suicid girisim oranmnin yiiksek olmasi
onceki ¢aligmalarla uygunluk gostermektedir.

Deveci ve arkadaglarinin (17) yaptiklari
calismada intihar girisiminde stres ve evlilik
sorunlar, Tatlicioglu ve arkadaglarinin (3)
yaptiklar1 ¢alismada ise aile i¢i sorunlarin
intihar girisimini en sik tetikleyici etken oldugu
belirtilmistir. (3).

Calismamizdaki veriler bu ¢alismalarla
uyumlu olup, aile i¢i etkenler intihar
girisiminde tetikleyici etkiye sahip oldugu
bulunmustur.

Tekrarlayan intihar girisimleri i¢in geng
yas ve ona eslik eden depresyonun 6nemli bir
risk faktorii olabilecegi Vaiva ve arkadaglarinin
yaptig1 c¢alismada ileri sirilmistir (21).
Bilginer ve arkadaslarinin yaptigi ¢alismada ise
intihar girisimi ya da diigiincesi olan genglerin
biiyiik bir kisminda psikiyatrik bozuklugun da
eslik ettigi tespit edilmistir (16). Atay ve
arkadaslarinin yaptigi1 ¢alismada intihar riskini
depresyon, diger ruhsal hastaliklar ve yagamda
kotii olaylarin arttirabilecegi belirtilmistir (22).

Cahgmamizda psikiyatrik tedavi alanlarda
tekrarlayan intihar girisiminde bulunmak arasinda
gliclii iliski oldugu tespit edildi. Bu verilerin Bilginer
ve arkadaglarmmn (16). yaptigi ¢alisma ile uygunluk
gosterdigi belirlendi.

Sevik ve arkadaslarmin (7) yaptigi caligmada
intihar girisimlerinin temelinde psikolojik yardim
gereksinimi  ve  yardim  ¢agrist  olabilecegi
belirtilmigtir. Cahgmamizda intihar girisimlerinde
bulunan bireylerin psikiyatrik destek aliyor olmast
gerekli psikolojik yardimin eksikligini gosterdiginden
yukarida belirtilen ¢alisma ile uyum gostermektedir.

Oncii ve arkadaglarmmn yaptigi calismada
intihar girisimlerinin &zellikle genclerde ve kadinlarda
artmakta oldugu ayrica daha ¢ok ilag ve toksik madde
alim ile gergeklestirildigi belirtilmistir (6). Large ve
arkadaslarinin yaptig1 caligmada depresyon ve
alkol bagimlilig1, ruhsal hastaliklar, aile ici
sorunlar, ekonomik sorunlar, sosyoekonomik
etmenler intihar girisimleri ile iligkili oldugu
belirtilmistir (23).

Sunulan bu c¢alismadaki sonuglarn
yukarda zikredilen ¢alismalarla uygunluk gosterdigi
belirlendi.

Mevsimsel  degisikliklerin  intihar
girisiminde etkili olabilecegi
belirtilmistir(7,24), Sevik ve ark.’min (7) yaptigt
calismada en sik yaz aylarnda intihar girigimlerinin
oldugu, Kafadar ve ark’nin (24) adolesan cagi
tamamlanmus intiharlari ile ilgili yaptigi calismada ise
en sik ilkbahar aylarmda goriildiigii belirtilmistir.

Orijinal Makale
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Bizim c¢aligmamizda olgularin &grenim
durumu (Tablo 1) intihar girisiminde bulunulan aylar
incelendiginde; Intihar girisimlerinin en fazla yaz
aylarindan haziran oldugu saptanmustir. Genellikle
sonbahar ve yaz aylan kritk dénemleri
olusturmaktadir. Egitim ve  Ogretimde tatil
donemleriyle baglanti kurulabilir. Haziran ay1 egitim
ve Ogretim donemine ait sonuglarm &grenildigi bir
tarthe denk gelirken, yine eyliil ay1 da okullarm
basladigy, tatil sonras iligkilerinin yogun oldugu bir
donemi isaret etmektedir. Bdylece iletisim
problemlerinin daha ¢ok belirginlesmis olabilecegi
akla gelmektedir. Intihar girisiminin daha g¢ok
genglerde ve dgrencilerde olusmasi egitim ve dgretim
donemi stres etmenleri ile ilgili olabilecegini
destekleyen baska bir bulgu oldugunu akla
getirmektedir.  Ulkemizde zorunlu egitim
yaklasik 24 yasina kadar devam ettigi diistiniiliirse,
uzun egitim dénemi ve egitim siirecinde yasanan
olumsuz stres etmenlerinin aragtirilmasi bu yas
grubundaki olgularmn azaltilmasi i¢in faydah olacag
gortsiindeyiz.

Ailesi ile birlikte hastaneye getirilen
olgularin fazla olmasi bireylerin 6zellikle evde
yalmz  olmadigi  zamanlarda  girisimde
bulundugunu desteklemekte bu durum da
intiharla birlikte daha ¢ok kisilerin sorunlarini
bu sekilde anlatma ve yardim arama diisiincesi
i¢inde oldugunu diistindiirmektedir (7).

Calismamizda  intihar  girisimlerinin
%45,9’unun  giindliz  saatlerinde  oldugu
gbzlenmistir.  Intihar girisimlerinin daha ¢ok
glindiiz ve aksam saatlerinde goriilmesi, evde aile ici
iletisimin basladig1 ve tiim aile bireylerinin okul vs.
nedenlerle eve giris, ¢ikis zamanlari ve evde olduklart
saatleri olusturmaktadir. Aile iginde iletigimin
baglama doneminde intihar girisiminin ortaya
cikmasi, Ozellikle intihar girisiminin Sliim amaci
tagimadigini, ¢evresine bir yardim c¢agrist ve
kendisinin i¢inde bulundugu caresizligi belli etme
cabast olarak yorumlanmahdir. Biz de bu kanaatteyiz.

Acil servise intihar ve intihar girisimleri
yaklasik ilk ii¢ saat i¢ginde bagvuru yapmaktadir.
Bu nedenle, tibbi ve psikolojik tedavilerini ilk
olarak acil serviste almaktadirlar.  Tedavi
baslangiciyla birlikte sosyal ve psikolojik
destegi de bu servislerden beklemektedirler
(25). Intihar ve intihar girisimi vakalarmin
sosyodemografik agidan incelemelerinde; ilk
basvurunun acil servislere yapilmasi1 énemlidir.

Sonug¢ olarak; elde edilen sosyodemografik
oOzelliklere gore koruyucu  yaklagimlar
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saglanmalidir. Intihar girisiminde bulunan olgularin
gecmiste intihar girisimi oldugu dikkate almnirsa;
acil servislerde gorevli personelin intiharin
fizyolojik ve psikolojik sonuglarina karsi ¢ok
iyi egitim almasin gerekmektedir. Psikolojik
destegin ilk olarak acil servis calisanlari
tarafindan verilecegini  diisiiniirsek; bu
egitimin intihar ve intihar girisiminin tekrarinin
onlenmesi agisindan ne kadar 6nemli olacagini
anlayabiliriz.  Intihar  olaylarinda  adli
prosediirler i¢in adli hemsire, adli tip uzmani,
sosyal hizmet uzmani, psikiyatri hemsirelerini
bulundurmak beklenen sosyal destegin
verilmesi a¢isindan ¢ok 6nemlidir. Acil serviste
calisan hekimlerin; madde bagimliligi, davrams
degisiklikleri, stres olusturan hastaliklar ve intihar
amagliislevsel planlarm gelistirilmesi gibi 6zellikleri
olan acil servis hastalarinda elde edilen bilgilere gore
intihar etme riskini degerlendirebilmesi igin egitim
vermesinin faydali olacag goriisiindeyiz.

Orijinal Makale

Cikar Catismasi Beyani
Yazarlarin  herhangi bir ¢ikar catigmast
bulunmamaktadir.
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Assessment of the efficiency of low level laser therapy in women with
primary fibromyalgia syndrome: a randomized, placebo-controlled, double-
blind study.

Primer fibromiyalji sendromlu kadinlarda diisiik enerji seviyeli lazer
tedavisinin etkinliginin degerlendirilmesi; randomize, placebo kontrollii,
¢ift kor calisma

Giilbahar Ergiin®, Ebru Atalar?, Giiliimser Aydin®

IFiziksel T1p ve Rehabilitasyon Klinigi, Fatsa Devlet Hastanesi, Ordu
2Romatoloji klinigi, Ankara Sehir Hastanesi, Ankara
SFiziksel Tip ve Rehabilitasyon Klinigi, Yenimahalle Egitim ve Aragtirma Hastanesi, Ankara

Dergiye Ulasma Tarihi:06.05.2020 Dergiye Kabul Tarihi:14.05.2020 Doi: 10.5505/a0t.2020.65477

OZET

GIRIS ve AMAC: Bu ¢alisma, primer fibromiyalji sendromlu (FMS) hastalarin klinik semptomlarinin tedavisinde
ve yasam kalitesinin diizeltilmesinde diisiikk yogunluklu lazer (DYL) tedavisinin etkinligini aragtirmak amaciyla
planlandi.

YONTEM ve GERECLER: Primer FMS’lu 60 hasta, aktif gallium- arsenide (GaAs) lazer (30 hasta) ve plasebo
lazer (30 hasta) olmak iizere rastgele iki gruba ayrildi. Tiim hastalar, hassas nokta sayisi, agri, sabah sertligi, uyku
bozuklugu, yorgunluk, kas spazmi, subjektif sislik hissi ve parestezilerdeki iyilesme orant agisindan
degerlendirildi. Yasam kalitesinin degerlendirilmesi ise fibromiyalji etki sorgulamasina (FIQ) gore yapildi. Aktif
lazer grubunda hastalara, her noktaya 2 dakika, 4,4 J/cm2 Ga-As lazer tedavisi 10 giin boyunca uygulandi. Plasebo

tedavi icin ise lazer 18101 yayilmadan yine ayni cihaz kullanildz.
BULGULAR: Tedavi sonrasinda tiim parametrelerde her iki grupta da istatiksel olarak anlamli diizeyde iyilesme
saptandi.

TARTISMA ve SONUC: Elde ettigimiz sonuglar, FMS nin tedavisinde DYL uygulanmasinin etkili oldugunu ve
etyopatogenezinde emosyonel faktorlerin dnemli rol oynadigini diisiindiirmektedir.
Anahtar Kelimeler: Fibromiyalji, lazer tedavisi, placebo etkisi, tedavi.

ABSTRACT
INTRODUCTION: This study investigates the efficiency of low level laser therapy (LLLT) in the treatment of
clinical symptoms and improvement of the quality of life in patients diagnosed with primary fibromyalgia
syndrome (FMS).
METHODS: Sixty primary FMS patients were randomly divided into two groups: active gallium-arsenide (GaAs)
laser (30 patients) and placebo laser (30 patients). All the patients were assessed in terms of recovery rates in
tender point quantity, pain, morning stiffness, sleep disorder, fatigue, muscle spasm, subjective swelling and
paresthesia. Assessment of the quality of life was performed according to the fibromyalgia impact questionnaire
(FIQ). Two minutes of 4,4 J/cm2 Ga-As laser therapy to every point was applied to the patients in the active laser
group for 10 days. For placebo therapy, the application was applied for the same period of time without radiating
any laser beams.
RESULTS: After the treatment, statistically significant recovery was observed in both groups in terms of all
parameters.
DISCUSSION AND CONCLUSION: Our results suggest that application of LLLT is effective in the treatment of
FMS and emaotional factors may play an important role in its etiopathogenesis.
Keywords: Fibromyalgia, laser therapy, placebo effects, treatment

pain in the body, fatigue, stiffness, sleep

INTRODUCTION disorders, paresthesia and subjective swellings

and tender points in specific areas in the body
Fibromyalgia syndrome (FMS) is a non- (2). Muscle strength tends to decrease in FMS.
inflammatory, non-autoimmune, extra articular The etiology of FMS is still not exactly known,
rheumatic disease characterized by common and there are no specific laboratory and
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radiological methods for diagnosing the
disorder. Although training, exercises, and
cognitive behavioral therapies are helpful for
alleviating the symptoms of FMS, it is also
important to eliminate pain increasing factors
such as anxiety, depression, and poor posture

(2).

Medical options for treating FMS that
have been highlighted recently include
tropisetron, tramadol, gabapentin, pregabalin,
duloxetine, selective serotonin and
norepinephrine reuptake inhibitors, exogenous
melatonin, growth hormone and calcitonin (3).
Other treatment methods are exercise,
cardiovascular fitness training, biofeedback,
hypnotherapy, cognitive behavioral therapy,
massage, tender point injection and physical
treatment modalities (e.g., transcutaneous
electrical stimulation, acupuncture,
interference, ultrasound, and laser treatments)

(4).

A type of physical treatment modality,
low level laser therapy (LLLT) is used in the
treatment of various musculoskeletal system
diseases due to its analgesic and anti-
inflammatory properties. It can be used also in
the treatment of FMS and myofascial pain
syndrome (MPS) (5). However, the results of
placebo-controlled studies regarding the
efficacy of laser treatment are controversial for
FMS and MPS. Although in a group of study, it
is notified that LLLT is more efficient than
placebo (6,7) another study group showed that
there is no difference between LLLT and
placebo treatments (8,9,10). In the present
study, we aim to investigate the effectiveness of
placebo laser therapy and low-level laser
therapy in patients diagnosed with FMS.

Orginal Article

METHODS

Sixty female patients with an average age of 40
(30-56) who were diagnosed with primary FMS
according to the diagnosis criteria (11) laid out
by the American College of Rheumatology
(ACR). Physical examinations were conducted
to confirm an FMS diagnosis. The research was
planned as placebo-controlled. After each
patient provided written consent, subjects were
randomly divided in two groups before
beginning treatment in order to eliminate the
presence of another clinical picture. Hemogram,
biochemistry, sedimentation, serum reactive
protein, rheumatoid factor, Brucella, and anti-
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nuclear antibody examinations of all the
patients were conducted. All patients were
asked about their age, level of education,
marital status and duration of disease. When
required, imaging methods were used to
confirm a diagnosis of pain.

Exclusion criteria for the study’s sample
included the use of drug therapy or physical
therapy for treating FMS in the last six months,
chronic inflammatory  disease, diabetes
mellitus, major depressive disorder, alcohol or
drug abuse and pregnancy.

Strength of the complaints of all the
patients in both groups such as pain, morning

stiffness, sleep disorder, fatigue, muscle spasms,
subjective swelling and paresthesia were graded

between 0 and 4 in a Likert type Scale with the
following indications: 0: none, 1: mild, 2:
moderate, 3: severe, and 4: intolerable (6,12,13).

In order to determine the effect of FMS
on patients’ quality of life, a Fibromyalgia
Impact Questionnaire (FI1Q) form was used. The
FIQ is a questionnaire form developed for FMS
patients, which assesses elements such as
physical functions, working, depression,
anxiety, sleeping, pain, stiffness, fatigue and
feeling good with a minimum value of 0 and a
maximum value of 100 (14,15).

For laser therapy, infrared 27 Ga-As laser
device with a wavelength of 904 nm was used
(Italian made ElettronicaPagani). During usage,
the average power output of the device was
adjusted as 7.2 mW with a frequency of 3000
Hz and an energy density per point of 4.4 J/cm2.
For ten continuous sessions, painful
fibromyalgia tender points were treated with
laser therapy. Each tender point was treated for
two minutes via a full contact technique using a
90-degree, vertical angle. In the placebo group,
application was performed using the same
method with the same period and number of
sessions, but the device was inactive. In all
treatment sessions, patients’ eyes were closed
with an eye protecting material. All patients
were informed during the study that they were
not to take any other treating agents or drugs.
Treatment applications and assessment of the
treatment results of the patients were performed
by two different doctors. The doctor assessing
the treatment did not know the either group of
patients.

The SPSS 11.5 statistical package
program was used for statistical analysis.
Demographic data was analyzed using
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definitive statistical methods. A chi-square test
was used for the difference analyses of
categorical variables from demographic data
between the groups before treatment. For
comparison of the before and after treatment
measurements among the groups, either
student’s t or Mann-Whitney U tests were used
according to the distributions. For the
comparison of the ratio changes after the
treatment between the groups, a student’s t test
was applied when the distribution was normal
and a Mann-Whitney U test was applied when
the distribution was not normal. The level of
significance for the statistical analysis was set at
5% (P <0.05).

Orginal Article

RESULTS

Average age of laser and placebo groups was 39.4
+ 7.1 and 40.7 + 7.3 years, respectively. Duration
of disease was 5.7 + 5.7 in the laser group and 4.5
+ 3.4 years in the placebo group. No statistically
significant difference was observed between the
treatment groups in terms of age and disease
duration. (Table 1)
When Likert scale values of symptoms, total
number of tender points and FIQ score values
before treatment of both groups were compared,
no statistically significant difference was observed
in any of the parameters between both groups
(Table 2) (P>0.05).
In both groups, when the Likert scale values of
symptoms, number of total tender points, and FIQ
score values after treatment were compared
according to values before treatment, statistically
significant recovery was observed (Table 3).
When the percentages of changes in
parameters before and after treatment in both
groups were compared, no statistical difference
was observed between the groups.

Table 1. Age and disease periods of the
treatment groups

Laser  Placebo Group P
Group n=30
n=30
Age 394 + 40.7+7.3 *
(years) 7.1 >0.05
Disease 5.7 + 45+34
period 5.7 >0.05*
(years)

*student’s t test, P<0.05 was accepted as significant.
Table 2. Comparison of total Likert scale
values, total number of tender points, and total

290

FIQ score values of both placebo and laser
groups before treatment
Before treatment

n=30 P
Placebo
Laser G G

No. of
tender 13.4+2.4 139'1 * 50,05
points '
Pain 26+08 27+07 >0.05*
|nten5|ty
Stiffness ~ 2+11  1.9+08 >0.05*
Sleep

\ 16+11 13+13 >0.05*
disorder
Fatigue 25+08 26+1 >0.05*
Muscle 19+1  23+11 >0.05*
spasms
Subjective 44 09 13411 >0.05*
swelling
Paresthesia 1.7+09 1.3+0.9 >0.05*
Total Likert 135+39 15° 5005+
Total FIQ i‘l”; T 551412 >0.05%

*: Mann Whitney U, **:studentt, P <0.05 is accepted
as significant

Table 3. Comparison of number of tender
points, symptom strength levels and FIQ score
values after treatment with the values before
treatment in the placebo and laser group

Laser group P Placebo group P

n=30 n=30

Befor  After Befor After

e treatm e treat

treat  ent treat  ment

ment ment
No. of 134 7.1+4 <0. 13.1 76 + <0.
tender . 001 +19 38 001

: +2.4 -
points
Pain 26 + 14 + <O0. 27+ 16 + <0
intensi ' 0.6 001 0.7 0.7 001
ty 0.8 .

. 1+1 <0. 19+ 11+ <O
Stiffne | 2+ 01 08 08 001
ss 1.1 .

Sleep 16 + 08+1 <0. 13+ 0.6+ <0
disord ' 001 1.3 0.9 001
er 1.1 -

. 14 + <0. 26+ 13+ <0
Fatigu 25+ 44 01 1 09 001
e 0.8 -

Muscl 09 + <O 23+ 12+ <0
e 19+ 09 001 1.1 1.1 001
spasm 1 *

S

Subjec 06 + <0 1.3+ 05+ <0
tive 1.3+ 07 001 11 0.6 001
swelli 0.9 *

ng
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0.7 + <0. 13+ 07+ <0.

Parest 1.7 +
hesia 09 0.5 201 0.9 0.8 001
6.8 + <O0. 13.3 6.9 + <0.
Total 135
Likert +3.9 3.4 221 +39 4.2 001
546 23 + <0. 556 339 <0.
Total

12.3 001 +12. +14. 001
FIQ 11.7 el 5 8
*: Mann Whitney U, **:studentt

DISCUSSION

Although various methods have been used to
treat FMS, controlled, randomized, long-term
studies regarding effective treatment of FMS
are limited. The present study examines the use
of laser therapy and utilizes controlled and
randomized methods to illuminate knowledge
regarding effective treatment of FMS. While
medical treatments include side effects and the
risk drug interaction (5), LLLT is a physical
treatment modality that is non-invasive, easily
applicable and has minimal side effects. The
efficiency of LLLT in the treatment of various
chronic pain conditions such as plantar fasciitis,
carpal tunnel syndrome, lateral epicondylitis
and osteoarthritis has been reported; however,
the results are somewhat controversial.
Although some studies claim laser therapy’s
ineffectiveness in treating medical conditions
(16,17), some studies demonstrate how laser
therapy’s analgesic effect is effective for
treating various chronic pain conditions
including MPS (7,18,19). Though laser therapy
has been shown to be effective in treating MPS,
results of studies investigating the efficiency of
LLLT in FMS treatment are controversial. For
example, in a study made by Giir et al. that
investigated the efficiency of LLLT on 40 FMS
patients, researchers compared LLLT and low-
dose amitriptyline treatment in FMS patients
and found that both LLLT and amitriptyline
treatment are efficient in reducing the clinical
symptoms of FMS. While LLLT was superior
to amitriptyline in terms of reducing pain
intensity and fatigue, the two treatments were
equally effective in all other parameters (12).
However, the researchers do specify that
significant recoveries were obtained in the laser
group compared to the placebo group in terms
of pain, muscle spasms, morning stiffness and
number of tender points. They also found that
laser therapy is more efficient for mitigating
sleep disorders and reducing the number of total
tender points when compared to placebo laser
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therapy. Thus, Giir et al. argue that laser therapy
is an efficient and safe treatment option in
fibromyalgia patients (6).

In a study conducted by Waylonis et al.,
researchers found no significant different in
pain response and treatment efficiency between
FMS patients treated with laser therapy and
FMS patients treated with placebo laser therapy
(19). Bingdl et al. investigated the efficacy of
LLLT in treating FMS. They used an exercise
program for the first group and a placebo laser
and exercise program to the other group. They
noted that laser therapy has no superiority over
placebo treatments with regards to pain
reduction (20). Moreover, Matsutaniet al. show
that additional laser therapy has no benefit for
FMS patients who have participated in an
exercise program (8). Vayvay et al. divided
fibromyalgia patients into three random groups
and applied laser therapy to one group, placebo
laser therapy to another group and kinesiotaping
to the last group. They assessed the responses of
the patients to the treatments after three weeks
and did not observed any significant differences
between treatment groups (21). However, a
central problem in comparing results across the
literature is the variability of parameters such as
wavelength, power output and pulsation
frequency and the incorporation of non-
standard treatment regimes.

It has been reported that the analgesic and
biostimulating effect of LLLT increases both
the peak level of pain and the local
concentration of serotonin and endorphins (22).
In another study, it is specified that laser therapy
reduces prostaglandin (PG) synthesis and has an
anti-inflammatory and an anti-edematous effect
(23).

In some studies related to FMS, efficient
results of placebo treatments suggest that there
is a significant emotional dimension in the
etiopathogenesis of FMS (24,25). Before
starting treatment, our patients were informed
about their disease and the treatment to be
applied. This increased their conformance to the
treatment. Continuous treatment and reliance of
patients on their doctors also contributed to
increased treatment conformance. Patients
overcoming their fear of FMS, which can result
from having a good relationship with a doctor,
could be a reason why the same efficacy was
observed in both the active treatment and
placebo groups. In our study, recovery in all
assessment parameters of laser therapy
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compared to values before treatment comply
with various studies that defend the efficiency
of laser therapy in treating FMS (6,7,12). We
suggest that further studies on this topic be
conducted using different laser types and
dosages in larger patient populations.

In conclusion, LLLT is an efficient
method in the treatment of FMS patients that is
easily applicable and involves less side effects,
similar recovery levels in the placebo group
reveals that emotional factors have an important
role in the experience and amelioration of the
disease. Thus, this dimension should not be
ignored in the research and treatment of FMS.

Orginal Article
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Evaluation of General Clinicopathological Features in Patients with
Esophageal Cancer and Determination of Factors Affecting Prognosis
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OZET
GIRIS ve AMAC: Bu calismada dahil edilme kriterlerine uygun 182 6zefageal kanserli hastanin tek merkez
gozlemsel verisinin degerlendirilmesi, klinik ve demografik 6zelliklerinin incelenmesi ve multimodal tedavi
dahil diger prognostik faktorlerin analizi amaglanmustir.
YONTEM ve GERECLER: Arastirma kapsaminda, Ocak 2010-Aaralik 2019 tarihleri arasinda 6zefagus kanseri
tanist alan 182 hasta caligmaya dahil edilmistir. Hastalarin demografik, klinik, patolojik 6zellikleri ile tedavi ve
yan etki bilgilerine dosya kayitlarindan ulagilmistir. Sagkalim analizleri Kaplan- Meier testi ile, tek degiskenli
analizler Log-Rank testi ile ve ¢ok degiskenli analizler Cox-Regresyon testi ile degerlendirilmistir
BULGULAR: Hastalarin en sik goriilen histopatolojik tipi skuamoz hiicreli kanser (n: 153, % 84.1) ve en sik
timor lokalizasyonu alt ugta bulunmaktadir. Uygulanan sistemik tedaviler adjuvan kemo(radyoterapi) %6,
neoadjuvan kemoterapi %2.7, neoadjuvan kemoradyoterapi % 30.8 ve definitif kemoradyoterapi %37.9 olarak
saptanmistir. Uzak metastatik hastalar da g¢alisma grubuna dahil edilmistir. Tek degiskenli analizlerde
diferansiyasyon derecesi, multimodal tedavi varligi, rezeksiyon tipi, neoadjuvan tedavi yaniti, tanida metastaz
varligi agilarindan genel sagkalim (GS) ve progresyonsuz sagkalim (PS) farki saptanmigtir (p<0.05). Cok
degiskenli analizlerde cerrahi sinir negatifliginin progresyon riskini 3.4 kat azalttigi (p<0.001), lenfovaskiiler
invazyon (LVI) varliginin da progresyon riskini 1.9 kat arttirdigi (p=0.004) gdzlenmistir. Genel sagkalim
acisindan ise tek prognostik faktdriin cerrahi sinir negatifligi oldugu gdzlenmis ve 6liim riskini 2.4 kat azalttigi
(p<0.001) saptanmustir.
TARTISMA ve SONUC: Sonug olarak tek merkeze ait gézlemsel veriler sunulmus ve olusturulan alt gruplarda
tedavi yaniti, rezeksiyon tipi, histolojik alt tip ve tiimor lokalizasyonu ile ilgili literatiir ile uyumlu bulgular elde
edilmistir. Prognostik faktdrler agisindan LVI ve cerrahi siir negatifliginin kuvvetli prognostik faktorler oldugu
gosterilmistir
Anahtar Kelimeler: 6zefagus kanseri, gézlemsel ¢alisma, prognoz

ABSTRACT
INTRODUCTION: In this study, it was aimed to evaluate the single-center observational data of 182 patients
with esophageal cancers, to examine their clinical and demographic features and to analyze other prognostic
factors including multimodal treatment
METHODS: Within the scope of the study, medical records of 182 patients diagnosed with esophageal cancer
between January 2010 and December 2019 were included. The demographic, clinical, pathological features,
treatment and side effects of the patients were obtained from the file records. Survival analyzes were evaluated
by the Kaplan-Meier test, univariate analyzes by the Log-Rank test, and multivariate analyzes by the Cox-
Regression test
RESULTS: The most common histopathological type is squamous cell cancer (n: 153, 84.1%) and the most
common tumor localization in the patients is located at the lower part. Systemic treatments applied were
adjuvant chemo (radiotherapy) 6%, neoadjuvant chemotherapy 2.7%, neoadjuvant chemoradiotherapy 30.8%
and definitive chemoradiotherapy 37.9%. Distant metastatic patients were also included in the study group. In
univariate analysis, the difference in overall survival (OS) and progression-free survival (PFS) was determined
in terms of differentiation, presence of multimodal therapy, resection type, neoadjuvant treatment response, and
presence of metastases (p <0.05). In multivariate analysis, it was observed that surgical margin negativity
decreased the progression risk by 3.4 times (p <0.001), and the presence of lymphovascular invasion (LV1)
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increased the risk of progression by 1.9 times (p = 0.004). In terms of overall survival, it was observed that the
only prognostic factor was surgical margin negativity and decreased the risk of death by 2.4 times (p <0.001).
DISCUSSION AND CONCLUSION: As a result, observational data belonging to a single center were presented
and findings compatible with the literature regarding the treatment response, resection type, histological subtype
and tumor localization were obtained. In terms of prognostic factors, LVI and surgical margin negativity have

been shown to be strong prognostic factors.

Keywords: esophageal cancer, observational study, prognosis

GIRIS

Ozefagus kanseri diinyada 8. sikhikta goriilen
kanser olup; kansere bagli 6liimler arasinda 6.
siradadir  (1). ileri evrede tam1 konmasi
nedeniyle yiiksek mortalite ve morbiditeye
sahiptir (1, 2). Tanm1 ve tedavideki ilerlemelere
ragmen 5 yillik sagkalim %15-20 arasindadir
(3). Etnik koken, genetik faktorler ve yasam
tarz1 Ozefagus kanseri gelisiminde rol oynar
(4). Iki histolojik alt tipi adenokarsinoma ve
skuamoz hiicreli karsinomdur ve bu iki
histolojik tip 6zefagus kanserlerinin %95’ini
olusturur (5). Son yillarda adenokarsinomanin
insidans: artig gosterse de halen en sik goriilen
tip skuamoz hiicrelidir (2). Adenokarsinom ve
skuamoz hiicreli kanser timor lokalizasyonu
ve etyoloji acisindan farklidir. Alkol ve sigara
skuamoz hiicreli i¢in risk faktorii iken refl,
Barret  ozefagusu, obezite ve sigara
adenokarsinom icin risk faktorleridir (6).
Skuamoz hiicreli epitelden kolunmar epitele
metaplastik  transformasyonun  goézlendigi
Barret 6zefagusu adenokanser riskini 30 ila 40
kat arttirir (7). Skuamoz hiicreli kanser 60-70
yaglar1 arasinda ve siyahi ikta daha sik
goriiliirken adenokanser 50-60 yaslar1 arasinda
ve beyaz irkta daha ¢ok gorilir (2).

Ozefagus  kanseri  erken
evrelerde siklikla asemptomatik iken ileri
evrelerde kilo kaybi, progresif yutma giicliig,
odinofaji, gogis agrisi ve medikal tedaviye
cevap vermeyen ozefageal yanma ile klinige
prezente olabilir (2, 8). Adenokarsinomlar alt
u¢ Ozefagusta artis gosterirken  torasik
O0zefagusta hem skuamoz hiicreli hem
adenokanser birlikte artmaktadir (9). Skuamoz
hiicreli kanser ile prezente servikal ozefagusta
kanser goriilme riski %5-6 oraninda artig
gostermistir (8). Klinik
evreleme icin konvansiyonel bilgisayarl
tomografi (BT), pozitron emisyon tomografi
(PET), endoultrasonografi (EUS) kullanilir.
Lokorejyonel lezyonlar1 degerlendirmek igin
konvansiyonel BT, uzak metastazlar1 saptamak
icin PET BT daha duyarhidir ve birlikte
kullanildiginda duyarlilik ve oOzgiilliik artar

(10). Uzak metastazi olmayan hastalarda EUS,
timor invazyonu ve lenf nodu tutulumu
acisindan yararhidir (2, 11).

Potansiyel olarak rezeke edilebilen
lokalize tiimorlerde primer tedavi cerrahidir.
Lokal ileri timorlerde ise perioperatif
kemoterapi ya da kemoradyoterapinin tek
basina cerrahiye goére sagkalim avantaji
mevcuttur (2, 12). Preoperatif kemoradyoterapi
tiimor derecesini kiigiilterek (6zellikle patolojik
tam yanit) ve cerrahi simir negatifligi oranim
arttirarak sagkalim avantajlar1 saglamaktadir
(13-20). Rezeksiyon tipi en onemli pognostik
faktorlerden biridir ve cerrahi sinir negatifligi
saglanamayan operasyon kiiratif degildir (21).
Pivotal bir ¢alisma olan CROSS ¢alismasinda
preoperatif kemoradyoterapi ile yalnizca
operasyona gore 2 kat sagkalim (49.4 vs 24 ay)
elde edildigini gostermistir (13). Neoadjuvan
radyoterapinin neoadjuvan kemoradyoterapi
kadar etkili olmadigi bilinmektedir (21).
Ozefageal ~ skuamoz  hiicreli  kanserde
neoadjuvan  kemoradyoterapi  neoadjuvan
kemoterapiye gore etkili cerrahi smir yaninda
sagkalim avantaji saglamaktadir. Ozefageal
adenokarsinomda ise hem  neoadjuvan
kemoterapi hem de neoadjuvan
kemoradyoterapi anlamli olarak sagkalimi
arttirmaktadir (13, 21). Skuamoz hiicreli
kanserde  neoadjuvan  kemoradyoterapiye
cerrahi eklemenin definitif kemoradyoterapiye
gore lokal kontrolii arttirsa da sagkalimi
etkilemedigi gosterilmisgtir (22). Operasyon
sonrasi performansi kotiilesen hastanin adjuvan
kemoradyoterapi tedavisini tamamlayabilmesi
zor olmaktadir fakat son yillarda cerrahi ve
radyoterapideki gelismeler ile uygulanmasi
daha kolay hale gelmistir (12). Yapilan
calismalarda tek basina cerrahi tedaviye gore
adjuvan kemoradyoterapinin anlamli uzun
sagkalimlar elde ettigi gosterilmistir (23, 24).
Preoperatif kemoradyoterapi sonrasi opere olan
hastalarda adjuvan tedavi tartigmali olsa da
yiiksek hasta sayili (>10.000) iki retrospektif
calismada rezidii nodal hastalik varliginda
sagkalim avantaji gosterilmistir (25, 26).
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Yalnizca cerrahiyi igermeyen, perioperatif
kemoterapi ve/veya radyoterapinin de yer
aldig1 multimodal tedavilerle 6zefagus kanser
tedavisinin  klinik yararlanimi  arttirilmistir

(19).

Hastalarin = % 75’1 ileri evrede
karsimiza ¢ikar ve kiiratif tedavi alamaz. Uzak
metastazli hastalarin 5 yillik sagkalimi % 5°tir.
Kemoterapi, ozefageal stent, brakiterapi,
jejunostomi, gastrostomi tiipii gibi yaklasimlar
palyasyon amagli uygulanabilir (2).

Calismamizda  merkezimize
bagvuran ve sistemik tedavisine devam eden
dahil edilme kriterlerine uygun 182 6zefageal
kanserli hastanin tek merkez gozlemsel
verisinin  degerlendirilmesi,  klinik  ve
demografik ozelliklerinin incelenmesi  ve
multimodal tedavi dahil diger prognostik
faktorlerin analizi amaglanmustir.

MATERYAL METOD

Arastirmamiz Ocak 2010- Mayis 2020 tarihleri
arasinda Saglik Bilimleri Universitesi Dr.
Abdurrahman Yurtaslan Ankara
Onkoloji Egitim  ve  Arastirma Hastanesi
medikal onkoloji kliniginde gergeklestirilen
retrospektif tipte bir aragtirmadir. Calismanin
gergeklestirilebilmesi i¢in etik kurul onay1 ve
gerekli izinler alinmistir (07.04.20 tarihli, 91
numarali).

Arastirma kapsaminda, Ocak
2010- Aralik 2019 tarihleri arasinda 6zefagus
kanseri tanist alan 360 hastanin tibbi kayitlart
incelendi ve 182 hasta ¢alismaya dahil edildi.
Calismaya ozefagus alt ucta adenokanser
histolojisinde ve HER2 pozitif hastalar dahil
edilmedi. Ayrica takip ve tedavisine
klinigimizde devam etmemis olan, gerekli tibbi
bilgilerine ulasilamayan, en iyi destek tedavi
disinda tedavi almamig olan hastalar da
calisma dis1 birakildi. Gastroozefagial bileske
diizeyinde adenokanser histolojisine sahip
hastalarn  endoksopi raporlar1  gdzoniine
alinarak “o6zefagus alt u¢ adenokanseri”
seklinde raporlanan hastalar calismaya dahil
edildi. Hastalarla ilgili temel
degerlendirmeler igin yas, cinsiyet, aile
oykiisti, kronik alkol ve sigara kullanimui,
komorbidite varligi, performans skoru, timor
lokalizasyonu, klinik ve patolojik evre,
histopatolojik tip, derece (grad), cerrahi tedavi
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varligl, rezeksiyon tipi (RO; cerrahi simir
negatif, R1; mikroskobik cerrahi sinir pozitif),
metastatik lenf nodu sayisi, kemoterapi ve
radyoterapi  bilgileri, kombinasyon tedavi
bilgileri, HER2 (Human Epidermal Growth
Factor Receptor 2) durumu, peringral invazyon
(PNI) ve lenfovaskiiler invazyon (LVI) varlig,
metastaz varlig1, tedavi 6ncesi ve sonrasi PET
(Pozitron Emisyon Tomaografi) ve
endoultrasonografi  (EUS) ¢ekim  varligi,
kemoterapi yan etkileri, progresyon ve
sagkalimla ilgili  bilgiler tibbi dosya
kayitlarindan incelendi.

Hastalarin performans durumu
dosya kayitlarinda ECOG (Eastern
Cooperative Oncology Group) performans
skoru olarak mevcuttu. Hastalarin klinik ve
patolojik evrelemeleri geriye yonelik olarak
AJCC 8’e (American Joint Comitee on Cancer)
gore yapildi. Hastalarin aldiklar1 tedaviler
incelendiginde neoadjuvan tedavi almadan
sadece opere edilen hastalar, neoadjuvan
kemo(radyoterapi) alan hastalar, definitif
kemoradyoterapi uygulanan ve metastatik
hastalar mevcuttu. Bu gruplarin gozlemsel
verilerinin degerlendirilmesi yanisira hastalar
icinde multimodal tedavi alanlar ve almayanlar
seklinde 2 alt grup olusturuldu. Neoadjuvan
ve/veya adjuvan kemo(radyoterapi) alan ve
opere edilen hastalar multimodal grupta
siiflandirilirken perioperatif sistemik tedavi
almayan ve metastatik hastalar bu siniflamadan
ayri tutuldu. Definitif kemoradyoterapi verilen
tim hastalara en az 50 Gy radyoterapi
verilmigtir. Tedavi yan etkileri dosya ve sistem
kayitlarina gore elde edildi. Dosya kayitlarinda
yazilmayan yan etkiler “yok” olarak verilere
eklendi.

Hastalarin sagkalim verileri
icin progresyon, 6lim ve son kontrol tarihleri
dosya ve sistem kayitlarindan elde edildi.
Progresyonsuz sagkalim; tami tarihi ile ilk
progresyon goriilen tarih ya da oliim tarihi
arasindaki stire olarak kabul edildi. Progrese
olmayan hastalarin son kontrol tarihleri yazilda.
Genel sagkalim; tam tarihi ile O6liim tarihi
arasindaki siire olarak tanimlandi. Takip siiresi;
tani tarihi ile son kontrol tarihi arasindaki siire
olarak hesaplandi.

Tiim analizler SPSS v18
(SPSS Inc., Chicago, IL, USA) programinda
yapildi. Analizlerde yas, cinsiyet, sigara ve
alkol kullanimi, lokalizasyon, diferansiasyon,
tedaviye yanit, rezeksiyon tipi, PNI ve LVIi
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varligl, tedavi yontemi, tanida metastatik
hastalik varligi prognostik faktor olarak
incelendi. Sagkalim analizleri Kaplan-Meier
metodu  ile  gergeklestirildi.  Sagkalim
siirelerinin gruplar arasi karsilagtirmalar1 Log-
Rank testi ile yapildi. Cok degiskenli analizde,
tek degiskenli analizlerde belirlenen olasi
faktorler kullanilarak sagkalimi 6ngérmedeki
bagimsiz etkenler geriye dogru se¢im yontemi
ile Cox regresyon analizi kullanilarak
incelendi. Sonuglar % 95°lik giiven araliginda
ve anlamlilik p<0.05 diizeyinde
degerlendirildi.

BULGULAR

Calismamizda ortalama yas 56.5 (aralik 17-86)
olup ¢ogunlugu erkek olan (n:110, 60.4%)
hastalarm % 57.6’sinda sigara, % 7.7’sinde
kronik alkol kullanim hikayesi mevcuttu.
Ailesinde malignite Okyiisii olan hasta sayisi
50 (% 27.5), komorbid hastalig1 olan vaka
say1st 49 (% 26.9; en sik hipertansiyon % 48.9)
olarak saptandi. En sik goriilen histopatolojik
tip skuamoz hiicreli kanser (n:153, % 84.1) ve
en sik timor lokalizasyonu alt ugta (n:113,
62.1%) goriildi. Timor lokalizasyonuna gore
histolojik  ozelliklere  bakildiginda; st
ozefagusta 1 (%3.7) hasta adenoskuamoz, 26
(%96.3) hasta skuamoz hiicreli histolojiye
sahipti. Orta o6zefagusta 1 (%2.3) hasta
adenoskuamoz, 2 (%4.7) hasta adenokarsinom
ve 39 (%93) hasta skuamoz hiicreli kanser
histolojisinde idi. Alt ug¢ tiimorlerinde ise 2
(%1.7) hasta adenoskuamoz, 23 (%20.3) hasta
adenokarsinom ve 88 (%78) hasta skuamoz
hiicreli idi. Tiim seviyelerde baskin histolojik
alt tip skuamoz hiicreli kanser olarak saptandi.
Adenokarsinomlar en sik alt ugta (%92)
gozlendi.

Timor derecelendirmesinde en
fazla oranda orta derece diferansiye (n:95, %
52.2) timdér mevcuttu. HER2 pozitifligi
histolojik tipten bagimsiz sadece 31 (% 17)
hastada biliniyordu. Tim alt u¢ tiimorlerinde
HER2 degerlendirmesi yapilmamisti. Tumor
evrelemesi  i¢in  kullanilan  goriintileme
yontemlerine bakildiginda tedavi éncesi PET
BT ¢ekim orant % 89.6 iken EUS ¢ekim orani
% 7.1 olarak saptandi. Bilgisayarli tomografi
tiim hastalara uygulanmusti.

Mevcut goriintiilemeler
is1ginda hastalarin  tedavi  6ncesi  klinik
evrelemesine bakildiginda evre 2 (% 6.6), evre
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3 (% 75.8), evre 4 (% 17.5) hastalar mevcuttu.
Hastalari 21’1 (% 11.5) herhangi neoadjuvan
tedavi almadan opere edilmisti. Adjuvan
kemo(radyoterapi) 11 (% 6), neoadjuvan
kemoterapi 5 (%  2.7), neoadjuvan
kemoradyoterapi 56 (% 30.8), definitif
kemoradyoterapi 69 (%37.9) ve sadece
radyoterapi verilen 5 (% 2.7) hasta ve tanida
metastatik olan 29 (% 15.9) hasta mevcuttu.
Neoadjuvan kemoterapi alan 3 hasta takibinde
neoadjuvan kemoradyoterapi de almisti.
Hastalarin klinik ve demografik o6zellikleri
Tablo 1°de 6zetlenmistir.

Hastalar multimodal tedavi
varligma gore alt gruba ayrildiginda
neoadjuvan ya da adjuvan kemo(radyoterapi)
alan ve opere olan yani multimodal tedavi
uygulanan hasta sayist 63 iken (% 34.6)
multimodal tedavi uygulanmayan 86 (% 47.3)
hasta mevcuttu. Multimodal tedavi almayan
grupta definitif kemoradyoterapi alan ya da
sadece cerrahi uygulanan hastalar mevcuttu.
Sadece radyoterapi verilen ve tanida metastatik
hastalar (n:33, %18.1) bu alt smiflamaya
alinmadi. Neoadjuvan kemoradyoterapi igin
tercih  edilen kemoterapi kombinasyonu
oncelikle karboplatin/paklitaksel (n:45, %
80.3) iken definitif tedavide tercih edilen
kemoterapi kombinasyonu oncelikle sisplatin/5
FU (n:46, % 66.6) idi. Her iki tedavide bu iki
kemoterapi kombinasyonu uygulanmisti. Yan
etkiler agisindan bulanti-kusma, nétropeni,
trombositopeni, diare, nefrotoksisite,
hepatotoksisite, mukozit-stomatit ve oral alim
bozuklugu degerlendirildi (Tablo 2).

Neoadjuvan tedaviye yanitlara
bakildiginda tam yanit (% 44.8) ve kismi yanit
(% 43.1)yaninda minimal ya da yanit
almamayan (% 12.1) hastalar da mevcuttu.
Yeni patolojik evrelemesi elde edilen 58
hastanin 34’iinde (% 58.5) (yp)evre 1, 7’sinde
(% 12) (yp)evre 2, 17’sinde (% 29.5) (yp)evre
3 idi. Yeni patolojik evresi 3 olan hastalar
tedaviye yamitsiz degildi. Opere edilen tiim
hastalarin prognoz agisindan énemli patolojik
ozelliklerine bakildiginda % 16.5 (n:13) LVi,
% 11.4 (n:9) PNI, % 8.9 (n:7) mikroskobik
cerrahi sinir pozitifligi (Tip 1 rezeksiyon- R1)
saptandi.

Multimodal tedavi varligina
gore olusturulan iki alt grupta; cinsiyet, sigara
ve kronik alkol kullanimi, komorbidite ve
ailede malignite varligi, preklinik evre ve
histolojik tip agisindan fark saptanmadi.
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Timor
alanlarda anlaml sekilde daha ¢ok alt ugta iken

(p<0.001), tiimor derecesi anlamli olarak
multimodal tedavi almayanlarda daha yiiksekti
(p=0.014,Tablo 3).

Median 12.7 aylik (IQR: 4.26-
38) takipte tiim grubun genel PS siiresi 16.5 ay
(aralik 12.1-21) ve toplam GS siiresi 28.8 ay
(aralik 23-34.6) olarak bulundu. Tek degiskenli
analizlerde diferansiyasyon derecesi,
multimodal tedavi varligi, rezeksiyon tipi,
neoadjuvan tedavi yaniti, tamda metastaz
varligi agilarindan GS ve PS farki saptandi
(p<0.05, Figlir 1 ve 2). Tablo 4 ve 5’te
gosterildigi  gibi  kotii  diferansiyasyon,
mikroskobik cerrahi smir varhigi, tamda
metastatik hastalik PS ve GS’1 azaltirken,
neoadjuvan  tedaviye  yanitin  olmasi,
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multimodal  tedavi  varh@  sagkalimlar
uzatmakta idi. Kadin cinsiyet GS’1 arttiran,
LVI varligi da PS’1 azaltan faktorler arasinda
bulundu (Figiir 3). Tek degiskenli analizlere
gore belirlenen faktorler ¢ok degiskenli
analizlerde incelendiginde; cerrahi  smir
negatifliginin saglanmasinin progresyon riskini
3.4 kat azalttigr (p=<0.001), LVI varliginin da
progresyon riskini 1.9 kat arttirdigr (p=0.004)
gozlendi (Tablo 6). Genel sagkalim agisindan
ise tek prognostik faktoriin cerrahi sinir
negatifligi oldugu gozlendi. Cerrahi smnir
negatifligi 6lim riskini 2.4 kat azaltmaktaydi
(p=<0.001,Tablo 6). Lenfovaskiiler invazyon
sadece PS igin, cerrahi smir negatifligi ise
hem PS hem GS igin prognostik faktor olarak
belirlendi.

Tablo 1: Hastalarin genel demografik ve klinik 6zellikleri

Hasta | Yiizde (%)

sayis1 (N)
Cinsiyet

Erkek 110 % 60.4

Kadin 72 % 39.6
Sigara hikayesi

Icen 105 % 57.7

Igmeyen 77 % 42.3
Kronik alkol alim1

Alan 14 % 7.7

Almayan 168 % 92.3
Komorbidite

Var 49 % 26.9

Yok 133 % 73.1
Ailede malignite

Var 50 % 27.5

Yok 132 % 72.5
Histolojik tip
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Adenokarsino | 25* % 13.7
m
Skuamoz 153 % 84.1
hiicreli
Adenoskuam | 4 % 2.2
0z
Lokalizasyon
Ust 27 % 14.8
Orta 42 % 23.1
Altug 113 % 62.1
Diferansiasyon
fyi 21 % 11.5
Orta 95 % 52.2
Az 56 % 30.8

Klinik evreleme
(Goruntiileme ile)

Evre 2 12 % 6.6
Evre 3 138 % 75.8
Evre 4 32 % 17.5

Direk operasyon sonrasi
evreleme

Evre 2 9 % 4.9

Evre 3 12 % 6.6

Adjuvan kemo(radyoterapi)

Var 11 %6.1

Yok 171 %93.9

Neoadjuvan kemoterapi

Var 5 % 2.7

Yok 177 % 97.3

Neoadjuvan kemoradyoterapi

Var 56 % 30.8
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Yok 126 % 69.2
Definitif kemoradyoterapi
Var 69 % 37.9
Yok 113 % 62.1
Multimodal tedavi
Var 63 % 34.6
Yok 86 % 47.3
Smiflanmaya | 33 % 18.1
n
Neoadjuvan tedavi yaniti
Tam 26 % 44.8
Kismi 25 % 43.1
Minimal ya 7 % 12.1
da yok
Yeni patolojik evre
Evre 1 34 % 58.5
Evre 2 7 % 12
Evre 3 17 % 29.5
Sadece radyoterapi
Evet 5 % 2.7
Hayir 177 % 97.3
Tan1 aninda metastaz
Var 29 % 15.9
Yok 153 % 84.1
Lenfovaskiiler invazyon
Var 13 % 16.5
Yok 66 % 83.5

Perinoral invazyon
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Var 9 % 11.4

Yok 70 % 88.6
Rezeksiyon tipi

RO 72 %91.1

R1 7 % 8.9

gozlenmistir.

pozitif

*Adenokarsinomlarin %92’si (n:23) 6zefagus alt ugta

RO: Cerrahi sinir negatif R1: Mikroskopik cerrahi sinir

Tablo 2: Sistemik tedavi ve radyoterapi yan etkileri
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Yok

Derece 1

Derece 2

Derece 3 ve lizeri

Bulanti-kusma 74 (% 40.7) 87 (% 47.8) 19 (% 10.4) 2 (% 1.1)
Notropeni 121 (% 66.5) 43 (% 23.6) 10 (% 5.5) 8 (% 4.4)
Trombositopeni 155 (% 85.2) 15 (% 18.2) 9 (%4.9) 3 (% 1.6)
Diare 162 (% 89) 19 (% 10.4) 1 (%0.5) -
Mukozit-Stomatit 74 (% 40.7) 85 (% 46.7) 23 (% 12.6) -
Oral alim bozuklugu 74 (% 40.7) 108 (% 59.3)*
Nefrotoksisite 177 (% 97.3) 5 (% 2.7)*
Hepatotoksisite 171 (% 93.9) 11 (% 6.1)*
*Derecelendirme yok, var oldugunu gosterir.

Tablo 3. Multimodal tedavi agisindan hasta gruplarinin karsilastiritlmasi

Multimodal tedavi | Multimodal tedavi | P degeri

alan grup
n=63

almayan grup n=86

Yas

Median
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Cinsiyet Kadmn 23 (% 36.5) 40 (% 46.5) 0.146
Erkek 40 (% 63.5) 46 (% 53.5)

Sigara fgen 39 (%61.9) 46 (% 53.4) 0.255
fgmeyen 24 (% 38.1) 40 (% 46.6)

Kronik Alkol Alan 5 (%7.9) 4 (% 4.6) 0.342
Almayan 58 (% 92.1) 82 (% 95.4)

Komorbidite Var 18 (% 28.5) 24 (% 27.9) 0.536
Yok 45 (% 71.5) 62 (% 72.1)

Ailede malignite Var 19 (% 30.1) 18 (% 20.9) 0.137
Yok 44 (% 69.9) 68 (% 79.1)

Tiimor grad Iyi diferansiye 13 (% 20.6) 6 (%6.9) 0.014
Orta diferansiye 38 (% 60.0) 51 (% 59.3)
Az diferansiye 12 (% 19.4) 29 (% 33.8)

Lokalizasyon Ust 1 (%1.7) 25 (% 29.0) <0.001
Orta 11 (% 17.4) 26 (% 30.2)
Alt 51 (% 80.9) 35 (% 40.8)

Preklinik evre Evre 2 6 (%9.5) 6 (%6.9) 0.489
Evre 3 57 (% 90.5) 80 (% 93.1)

Histolojik Tip Adenokarsinom 9 (% 14.2) 8 (% 9.3) 0.597

Skuamoz hiicreli

52 (% 82.5)

76 (% 88.3)

Adress for correspondence: Uzm. Dr. Fatma Bugdayci Basal Dr. A.Y.Ankara Onkoloji E.A.H. Medikal Onkoloji Klinigi 06200 ANKARA - Tiirkiye
e-mail: dr.fatmabb@gmail.com

Available at www.actaoncologicaturcica.com

Copyright ©Ankara Onkoloji Hastanesi



javascript:admin('emu.asp?pdir=aot&plng=tur&abstract_un=AOT-68335&postto=Mcorres&user_un=U-3476360670')
http://www.actaoncologicaturcica.com/

ACTA
ONCOLOGICA
TURCICA

Orijinal Makale

303

Adenoskuamoz

2 (%3.3)

2 (% 2.4)

Tablo 4: Tek degiskenli analizlerde progresyonsuz sagkalim siirelerinin karsilagtiriimasi

Ortanca (ay) GA %95 P degeri
Cinsiyet Erkek 16.2 12.2-20.3 0.171
Kadin 20.4 8.7-31.3
Histolojik tip Adenokarsinom 20.6 6.8-34.5 0.965
Skuamozhiicreli 37.3 11.1- 20.7
Adenoskuamoz 214 5.4-26.6
Tiimér lokalizasyonu | Ust 16.2 4.9-27.6 0.960
Orta 14.8 8.4-21.2
Altug 18.9 13.1-24.7
Diferansiasyon Iyi 34.3 22.2-46.4 0.005
derecesi
Orta 18.3 11.8-24.8
Az 9.5 6.7-12.2
Multimodal tedavi Var 28.9 24.4- 334 <0.001
varligi
Yok 14.8 8.3-21.4
Lenfovaskiiler Yok 30.7 19.2-42.1 <0.001
invazyon
Var 16.5 11- 22
Perinéral invazyon | Yok 27.6 20.8-344 0.075
Var 19.8 12.2-27.4
Rezeksiyon tipi RO 29.4 24.6- 34.2 <0.001
R1 9.9 4.8-14.9
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Neoadjuvan tedavi Var 30.1 22.9-38.5 0.042
yaniti
Yok 12.9 12.7-13.1
Tanida metastaz Yok 20.6 13.9-27.4 <0.001
varlig1
Var 7.6 6.1-9.1
RO;cerrahi siir negatif , R1;mikroskobik olarak cerrahi sinir pozitif
GA; Giiven aralig1
Tablo 5: Tek degiskenli analizlerde genel sagkalim siirelerinin karsilagtirilmasi
Ortanca (ay) GA % 95 P degeri
Cinsiyet Erkek 26.4 21- 31.7 0.027
Kadin 45 20.4- 69.6
Histolojik tip Adenokarsinom 28.8 21.2-36.4 0.330
Skuamozhiicreli 28.6 21.7- 355
Adenoskuamoz 17.4 -
Tiimor Ust 31.4 16.5- 46.2 0.834
lokalizasyonu
Orta 24.8 16.3-33.3
Altug 28.9 19.4- 38.4
Diferansiasyon Iyi 41 22.1-59.9 <0.001
derecesi
Orta 35.2 16.2-54.2
Az 14.8 9.7- 20
Multimodal tedavi Var 47.6 29.3- 65.8 <0.001
varligi
Yok 28.1 20.1- 36.1
Lenfovaskiiler Yok 57.7 33.8-81.6 0.138
invazyon
Var 33.1 21.5-44.6
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Perindral invazyon | Yok 49.2 33.1-65.3 0.624
Var 331 21.2-44.9
Rezeksiyon tipi RO 57.7 28.9- 86.4 <0.001
R1 15.4 10.2- 20.5
Neoadjuvan tedavi | Var 62.7 59.5-92.8 0.005
yaniti
Yok 26.4 16.6- 42.7
Tanida metastaz Yok 33.9 26-41.8 <0.001
varligi
Var 11.6 8-15.2

RO;cerrahi sinir negatif, R1;mikroskobik olarak cerrahi sinir pozitif; GA; Giiven araligi

Tablo 6: Progresyonsuz sagkalim ve Genel sagkalim igin ¢ok degiskenli cox regresyon analizi

Progresyonsuz sagkalim

Genel sagkalim

HR (95% CI) p HR (95% CI) P
Rezeksiyon tipi
R1 1.00 <0.001 1.00 <0.001
RO 0.031 (0.004-0.209) 0.083 (0.022- 0.319)
Lenfovaskiiler
invazyon varlig1
Yok 1.00 0.004 - -
Var 6.721 (2.318-11.289) -

GA; Giliven araligi
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Figiir 1. Rezeksiyon tipine gore GS egrileri
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Figiir 2. Rezeksiyon tipine gore PS egrileri
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Figiir 3. Lenfovaskiiler invazyon varligina
gore PS egrileri
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TARTISMA

Calismamizda tek merkez verisi olarak
Ozefagus kanseri tanisi ile takipli hastalarin
genel demografik, Kklinik, prognostik ve
sagkalim verilerini inceledik. Boliimiimiizde
takipli, tiim Ozefageal seviyelerde ve tiim
evrelerde sistemik tedavi alan heterojen bir
grup hastay1 gozlemsel olarak degerlendirmeyi
amagladik.

Hastalarin demografik
ozelliklerine bakildiginda literatir ile uyumlu
olarak ¢ogunlugun 50-60 yas arasinda oldugu
ve etiyolojik faktorler agisindan sigara igme
oranini yiikksek oldugu saptanmistir (2, 6).
Retrospektif ¢alisma olmasi itibariyle obezite,
diet aliskanligi, reflii bulgular1 gibi risk
faktorleri  degerlendirilememistir.  Kronik
obtriiktif akciger hastaligi, malniitrisyon gibi
komorbid hastaliklar daha sik skuamoz hiicreli
kansere eslik ederken diabet, hipertansiyon ve
koroner arter hastaligi adenokanserlerle birlikte
daha sik gorilir (27). Bizim hasta grubumuzun
yaklasik dortte birinde (%26.9) komorbidite
gozlenmis ve en sik hipertansiyona (%48.9)
rastlanmigtir. Tedavi baglangicinda niitrisyonel
Olgim  yapilmadigi  i¢in  malnutrisyon
durumlari bilinmemektedir.

Ozefagus kanseri histolojik iki
alt tipten olusur. Son yillarda adenokanser
siklig1 artis gosterse de skuamoz hiicreli kanser
en sik goriilen histolojik tiptir. Adenokanser
daha ¢ok alt ugta goriilirken skuamoz hiicreli
tip her ti¢c bolgede de bulunur (27). Bizim
hasta grubumuzda da skuamoz hiicreli tip en
stk goriilen alt tip olarak her ii¢ bolgede de
gozlenmis ve adenokanserlerin %92’si alt ugta
saptanmigtir.

Tedavi o6ncesi evreleme igin
konvansiyonel tomografilerin PET BT ile
desteklenmesi hem uzak metastaz hem de
nodal tutulum olan bdlgelerin saptanmasi
acisindan onemlidir. Ozellikle
tomografilerinde uzak metastazi olmayan
hastalar i¢in dogru evrelemeyi saglar (10).
Hastalarimizda tedavi 6ncesi PET BT ¢ekim
orani %89.6 olup PET BT ¢ekilmeyen hastalar
tanida metastatiktir. Uzak metastaz bolgesi
olmayan hastalarda tedavi se¢imini etkileyecek
olan timoér derinligi ve lokorejyonel nod
tutulumu  gibi prognostik  faktorlerin
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degerlendirilmesi i¢cin EUS planlamalidir (2,
11). Bolgemizde EUS yapan merkezlerin azligi
nedeniyle tedavi oncesi EUS ¢ekim oranimiz
distiktiir (%7.1). Anatomik
bolge agisindan st Ozefagus timorleri igin
cerrahi tedavinin mortalitesi ve morbiditesi g6z
oniine alindiginda definitif kemoradyoterapi ile
tedavisi 6n plandadir. Platin bazli kemoterapi
ile kiratif doz radyoterapi (50-70 Gy) birlikte
uygulanir (8). Calismamiza dahil edilen st
Ozefageal kanserli hastalarin % 89’una (n: 24)
definitif kemoradyoterapi uygulanmustir. Iki
hasta (%7.4) opere edilmistir ve 1 (3.6) hasta
metastatik  hastaliga  sahiptir.  Definitif
kemoradyoterapi uygulanan hastalara en az 50
Gy radyoterapi verilmistir.

Erken evre olmayan lokal ileri
rezeke edilebilen ozefagus kanserlerinin
tedavisine  neoadjuvan kemoradyoterapi
eklenmesi ile dramatik sagkalim farki CROSS
calismasi ile elde edilmistir (13). Ozefagusun
cogunlugu alt ugtan olmak iizere her
seviyesinden ve yine ¢ogunlugu
adenokarsinom olmak {izere tiim histolojik alt
gruplardan  hastanin  alindigit  randomize
prospektif Faz Il bu ¢alismada radyoterapi es
zamanl karboplatin (2 AUC) ve paklitaksel
(50mg/m2/hafta) verilmistir. Tolere edilebilir
diisik  dereceli yan etkilerin  yaninda
neoadjuvan kemoradyoterapi kolunda %92
cerrahi smir negatifligi (R0O) ve % 29’unda
patolojik tam yanit elde edilmistir. Patolojik
tam yanit skuamoz hiicreli grupta daha fazladir
(%49 vs %23, p=0.008). Yalnizca cerrahi
uygulanan kolda %69 cerrahi sinir negatifligi
(p<0.001) saglanmustir. Iki grup arasindaki
sagkalim farki iki katindan fazladir (49.4 vs
24.0) (13). Calisma grubumuza bakildiginda
neoadjuvan kemoradyoterapi verilen hastalarin
%82.3’line  karboplatin paklitaksel tedavisi
verilmistir. Patolojik tam yanit oram1 %44.8 ve
bu hastalarin %84.6’s1 (n:22) skuamoz hiicreli
karsinom tipindedir. Tam ve kismi yanit alinan
tim hastalara bakildiginda timor
lokalizasyonu %80.4 alt ugtadir. Neoadjuvan
kemoradyoterapi yanit1 (kismi ve tam) alinan
tim hastalarda cerrahi sinir negatifligi (RO)
orant %98.1°dir. Sadece cerrahi yapilan 21
hastamizin RO oran1 %81’dir. Direk cerrahi
yapilan grup ile neoadjuvan kemoradyoterapi
verilen grup arasindaki sayisal dengesizlik
nedeniyle istenen karsilagtirmalar
yapilamamistir. Neoadjuvan kemoradyoterapi
grubunda CROSS c¢alismasi ile uyumlu olarak
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yiiksek patolojik tam yanit ve RO oranlar1 elde
edilmistir. Ayrica tek degiskenli analizlerde
neoadjuvan tedavi yaniti ve multimodal tedavi
varligit ile hem GS hem de PS avantaj
saglanmistir.

Preoperatif neoadjuvantedavi
sonrast rezidii nodal hastalik varliginda
postoperatif adjuvan kemoterapinin sagkalim
avantaji  gosterilmistir (25, 26, 28). Fakat
calismamizda neoadjuvan tedavi sonrasi
adjuvan tedavi verilen hasta sayisinin ¢ok
kiigiik olmast nedeniyle istatistik
yapilamamigtir. Bu hastalar multimodal grupta
incelenmistir. Ozefagus
kanserinde sagkalimi etkileyen prognostik
faktorler simdiye kadar yapilan aragtirmalarda
yas, performans skoru, evre, timor derecesi,
neoadjuvan tedavi, timér invazyon derinligi,
lenf nodu tutulumu, LVI ve cerrahi sinir
negatifligi  olarak  bulunmustur  (29-31).
Neoadjuvan kemoterapi alan 400 hastalik bir
calismada LVI ve cerrahi smir negatifligi
kuvvetli prognostik faktor olarak bulunmustur
(31). Bizim c¢alismamizda da cerrahi sinir
negatifligi hem GS’1 hem de PS’1, LVI ise PS™1
etkileyen anlamli prognostik faktorler olarak
bulunmustur.

Calismamizin retrospektif ve heterojen
bir grup hastadan olugmasi en o6nemli
kisitliligidir. Uygulanan tedavilerin farkliligi
nedeniyle tam olarak homojen bir grup
olusturulamamustir. Retrospektif ~ olmasi
nedeniyle risk faktorleri ile ilgili genis bilgi
sahibi olunamamigtir. Bazi kiigiikk gruplarin
varligt nedeniyle literatiirle uyum
arastirilamamistir. Bu nedenle 182 hastanin
gozlemsel verisi paylagilmustir.

SONUC

Sonug olarak tek merkeze ait veriler sunulmus
ve olusturulan alt gruplarda tedavi yaniti,
rezeksiyon tipi, histolojik alt tip ve tiimor
lokalizasyonu ile ilgili literatiir ile uyumlu
bulgular elde edilmistir. Tek degiskenli
analizlerde timor diferansiyasyon derecesi,
multimodal tedavi varligi, rezeksiyon tipi,
neoadjuvan tedavi yaniti ve tanida metastaz
varhigmm  sagkalimlar1  etkiledigi  ¢ok
degiskenli analizlerde ise LVI ve cerrahi sinir
negatifliginin kuvvetli prognostik faktorler
oldugu gosterilmistir. Daha fazla hasta
sayisina, homojen gruplar saglanarak prognoza
etki eden  faktorlerin  daha  ayrintih
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incelenebilmesi igin ihtiyag vardir.

Cikar catismasi: Yazarlarin higbir c¢ikar
catigmasi yoktur.
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Failure Sites with respect to Radiotherapy Volumes in Gastric Cancer
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OZET

GIRIS ve AMAC:Bu calismanin primer amaci, kiiratif cerrahi ve adjuvan kemoradyoterapi (KRT) uygulanan
mide adenokarsinomlu hastalarin lokal yineleme bolgelerini radyoterapi planlari ile birlestirilerek tanimlamaktir.
Ikincil amag ise sagkalim sonuglarini sunmaktir.
YONTEM ve GERECLER:iki merkezde kiiratif rezeksiyon yapilan ve adjuvan KRT alan 62 erigkin mide
adenokarsinomlu hasta retrospektif olarak incelendi. Radyoterapi 25-28 fraksiyonlarda 4500-5040 cGy olarak
uyguland1. Takipte, niiksiin tariflendigi bilgisayarli tomografi goriintiileri RT planlama sistemine aktarildi ve RT
izodoz egrilerine gore niiks bolgesi tanimladi.
BULGULAR:Ortanca takip siiresi 18 aydi, 22 hastanin (%35) hastaligi tekrarladi. Bes hastada izole lokal-bolgesel
basarisizlik (3 nodal, 2 lokal niiks) goriildii. Bu niikslerin ii¢li RT alaninda, biri marjinal niiks, kalan biri de RT
alam disinda idi. Tki nodal niiks, %95 ve %100 izodoz egrisi i¢cinde kalirken, diger nodal niiks ise recete edilen
dozun %20’sini olusturdugu izodoz hattinda idi. Bir lokal niiks, %90 izodoz egrisi i¢inde, anastomoz bolgesinde,
digeri ise %50 izodoz egrisi i¢inde, peritoneal yiizeydeydi. Ug ve bes yillik genel sagkalim (GS) sirastyla %71 ve
%355 olarak bulundu. D2 lenf nodu diseksiyonu yapilan hastalarda genel sag kalim daha yiiksek olup farklilik
istatistiksel olarak anlamli diizeyde bulunmadi.
TARTISMA ve SONUC:Lokal niiks bolgesinin tanimlanmasit RT hedef hacmin belirlenmesinde yol gosterici
olabilir. Bunun i¢in daha fazla hasta ile yapilan kontrollii ¢alismalara ihtiyag¢ bulunmaktadir.
Anahtar Kelimeler: lokal-bélgesel niiks, gastrik karsinom, kemoradyoterapi

ABSTRACT
INTRODUCTION:The primary aim of this study is to evaluate and define locoregional recurrence regions
individually matching with radiotherapy (RT) plans in gastric adenocarcinoma patients treated with curative
surgery and adjuvant chemoradiotherapy (CRT). The secondary aim is to present the survival results.
METHODS:62 adult gastric adenocarcinoma patients who underwent curative resection and received adjuvant
CRT at two radiation oncology centers were analyzed. The 4500-5040 cGy was delivered in 25-28 fractions. At
follow-up, computed tomography, which described recurrence, was transferred to the RT planning system and
defined the site of relapse according to RT isodose curves.
RESULTS:The median follow up time was 18 months, 22 patients (35%) have been relapsed. Five patients had
isolated loco-regional failure. Three of these relapses were in the RT field, one was marginal recurrence and the
remaining one was outside the RT field. Two nodal recurrence regions were covered by 95% and 100% isodose
lines and the other nodal recurrence region was covered by 20% isodose line with respect to their initial
radiotherapy volumes. One local recurrence was in the anastomosis site covered by 90% isodose line and the other
was on the peritoneal surface covered by 50% isodose line. The 3 and 5-year overall survival (OS) were 71% and
55% respectively, and were better with D2 lymph node dissection without statistical significance.
DISCUSSION AND CONCLUSION:Identification of the local recurrence site may be helpful in determining
the RT target volume. For this, controlled studies with more patients are needed.
Keywords: loco-regional recurrence, gastric carcinoma, chemoradiotherapy
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Gastric Cancer is the 3rd leading cause of death
worldwide accounting for over 782000 deaths
in 2018 (1). The mainstay of curative treatment
is complete resection with adequate margins
and nodal dissection. High incidence of
recurrence rate even after optimal surgery has
led to the use of adjuvant therapies in an attempt
to decrease locoregional and distant relapse.
Survival benefit with chemotherapy is well-
defined with a meta-analyse (2) mainly
confined to or driven by Asian trials (2-5).

Surgical  series  document  that
locoregional recurrence occurs in 40-60% of
patients, especially in tumor bed, anastomosis
site, and regional nodes in stage 2-3 disease.
Within this context, radiotherapy (RT) is a good
methodto increase locoregional control, thus
improve outcome (6-8). Another way to
overcome the nodal component of locoregional
failure is to extend the dissection. Although
meta-analyses demonstrated that D2 node
dissection can improve survival in patients with
resectable gastric carcinoma, the increased
incidence of postoperative mortality reduces its
benefit (9).

Beginning from the Intergroup 0116
(INT 0116) trial published first in 2001,
combination therapies with chemotherapy and
radiation (CRT) demonstrated local control and
survival advantage in different series both in D1
and D2 dissected subgroups and has become
standard adjuvant treatment for gastric
adenocarcinomas (10-12).

However, toxicity is a concern in
patients treated with CRT (10,13). In the INT
0116 trial, where 4500 cGy of radiation was
delivered in 25 fractions to the tumor bed and
regional nodes with generous margins in two-
dimensional ~ (2D)  manner,  especially
hematologic and gastrointestinal acute side
effects were the reason for cessation of
treatment in 17% of patients.
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Three-Dimensional Conformal
Radiotherapy  (3D-CRT) and Intensity

Modulated Radiotherapy (IMRT) techniques
allow further tailoring of the irradiated volume
to avoid excessive acute and late toxicity
without compromising local control (14). It is
highly important to determine characteristics of
local failures with respect to RT volumes even
in D2 dissected gastric cancer patients to guide
for further treatment alternatives. It can give us
an idea about the delineation of target volume
with modern RT techniques and the need for
dose escalation. It is not known that how many
local recurrences are within the RT area and
whether relapses can be prevented if the RT
field can be expanded. In this respect, current
study was aimed to analyze recurrence patterns
of gastric adenocarcinoma patients and survival
rates treated with curative surgery and adjuvant
CRT in two different radiation oncology centers
in Turkey.

MATERIAL METHOD

We conducted a retrospective review of 62 adult
gastric ~ adenocarcinoma  patients  who
underwent curative resection and received
adjuvant CRT at our institutions, between July
2010 and July 2015. Data were assembled using
hospital medical records. Following
preoperative assessment, a total or subtotal
gastrectomy and lymph node dissection was
done. Splenectomy was not routinely carried
out. Patients were staged using the TNM 7th
edition. Adjuvant CRT was offered to all
patients irrespective of their age if they had
good performance (ECOG 2) with stages 1b
through 3. Chemoradiotherapy was initiated 4-
6 weeks postoperatively. Chemotherapy agent
were either intravenous 5-Flouro-Uracil and
Folinic Acid or oral Capecitabine. The 4500-
5040 cGy was delivered in 25-28 fractions to
the tumor bed, anastomosis site, duodenal
stump, remaining stomach if surgical margins
around the primary tumor is less than 5 cm and
regional lymph nodes (LNs) according to tumor
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localization with 1 to 1.5 cm additional margin
either 3D-CRT or IMRT.
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Patients were checked weekly by their
treating radiation oncologist and medical
oncologist for acute toxicity during RT course
and then followed up every 3 months for 2 years
unless otherwise specified. Follow up consisted
of physical examination, complete blood count,
liver and kidney function tests, abdominal
ultrasonography or computed tomography (CT)
scans and upper gastrointestinal endoscopy as
clinically indicated. Patients who are lost to
follow up and could not manage to finish the
planned treatment were excluded from the
study. Recurrences were classified as local,
regional and distant. Local recurrence was
defined as recurrence at tumor bed, anastomosis
site, duodenal stump and remaining stomach.
Regional recurrence was defined as recurrence
at the regional lymph nodes within the radiation
portal. Common hepatic, celiac, splenic,
hepatoduodenal LNs (except splenic hilar LNSs)
involved in the irradiated wvolume were
categorized as group 2 LNs, whereas LNs at the
posterior plane of the pancreatic head, superior
mesenteric vein, or para-aortic LNs between the
upper border of the onset of the celiac artery and
the lower border of the left renal artery
contained in the irradiated volume were
categorized as group 3 LNs. Metastasis in liver,
lung and other organs accepted as distant
relapse. Since conformal RT fields do not
encompass whole peritoneal cavity, peritoneal
carcinomatosis, independent from the location
of this deposits, was scored as distant relapse
also. First radiological recurrence and
histological (whenever possible) confirmation
date and time of death were recorded. Follow up
data were analyzed and the site of first
recurrence was detected and contoured on
diagnostic CT images with  consultation of
another radiologist for final decision. Thus,
isolated local recurrences identified. Then, CT
images of locally recurred patients were
transferred to radiation planning system and
fused with RT planning CT. The landmarks for
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fusion were vessels primarily and bones.
Recurrent lesion contours were transferred to
the planning CT with the help of consultant
radiologist. The plan of RT copied to CT where
recurrence was detected and the isodose lines
encompassing recurrent lesions were obtained.
Recurrences encompassing by the 90% isodose
line (dose curve in 90% of RT dose) were
considered to be in field, 50-90% isodose lines
were marginal. If it was not covered by 50%, it
was considered out of field.

Statistical Analysis

Statistical analysis was performed using SPSS
version 22. Kaplan-Meier survival analysis was
used to estimate overall survival (OS). The log
rank test was used for comparison of survival
curves. We defined OS as the time from surgery
to death from any cause. Cox regression was
used to identify factors affecting survival. All
statistical tests were conducted two-sided and a
p-value 0.05 was regarded statistically
significant.

RESULTS

From July 2010 to July 2015, 62 curatively
resected gastric adenocarcinoma patients who
received CRT were identified. Patient and
disease characteristics are shown in Table 1.
Tumor was placed generally to antrum while
pain and weight loss were the most presenting
symptoms. RO resection (97%) and D2
dissection (55%) was obtained predominantly.
Apart from two patients with surgical margin
positivity, all patients received 4500 cGy RT
concomitant with mainly FUFA chemotherapy.

After a median follow up of 18 months
(range 5-67 months), 22 patients (35%) had
experienced relapse.The 3 and 5-year OS were
71% and 55% respectively. Overall survival
rates were found better with D2 dissection
without statistical significance (Figures 1).

Other prognostic factors affecting survival were
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1. Characteristics of Patients

Gender Female 19 (31%)
Male 43 (69%)
Age Mean 60(SD:10.2)
Median 61(34-80)
Tumour Mean 3.9cm
Dimension (SD:2.7)
Median 3
cm(range:1-
13)
Dissected Mean 27(SD:14.6)
Nodes
Median 25(range:1-
75)
Involved Nodes | Mean 5(SD:5.8)
Median 3(range:0-24)
Dissection D1 28 (45%)
Type
D2 34 (55%)
T Stage T1 2 (4%)
T2 6 (11%)
T3 22 (34%)
T4 32 (51%)
N Stage NO 16(26%)
N1 13(21%)
N2 10(16%)
N3 23(37%)
Stage Stagel 4(6%)
Stage2 18(29%)
Stage3 40(65%)
Margins Positive 2(3%)
Negative 60(97%)
Total RT doses | 45Gy 60(97%)
50.4Gy 2(3%)
Chemotherapy | FUFA 52(83%)
Capesitabine | 10(17%)
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SD:Standart Deviation,FUFA: 5 Fluorouracil-Folic
Acid

significant correlations were found between

dissection type, number of lymph nodes
removed or involved and survival.

Figure 1. Log rank analyze for dissection type.
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Among the 22 patients that have observed
relapse during the follow up period, 5 (8%)
patients of them were locoregionally recurred as
the first site of relapse. Recurrent lesions were
embedded to RT plans and new plan was
generated as detailed in methodology section
(Figure 2). In this context, we identified 3 nodal
and 2 local recurrences with one pathologic
confirmation, rest evaluated by the radiologist
without biopsies. All of the locoregionally
recurred patients were underwent D2 node
dissection. Two nodal recurrences were
determined in group 2 (covered by 95% and
100% isodose) and one in group 3 (covered by
20% isodose) LN groups. Local recurrences
were found in anastomosis site (biopsy
confirmed and covered by 90% isodose) and
peritoneal surface (covered by 50% isodose)
(Table 2).

DISCUSSION

In current study, 62 curatively resected gastric
carcinoma patients were examined in terms of
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recurrence pattern and survival. The 3 and 5-
year OS were 71% and 55% respectively, and
better with D2 dissection without statistical
significance. During the 18 months follow up, 5
(8%) patients had locoregional failure as the
first site of relapse. All of them had RO and D2
resection. Nodal recurrences were in group 2 in
2 patients (covered by 95% and 100% isodose)
and group 3 in one patient (covered by 20%
isodose). One of the local recurrences was
detected in anastomosis site (biopsy confirmed
and covered by 90% isodose) and the other one
was found on peritoneal surface (covered by
50% isodose) when compared to their initial RT
volumes.

Survival rates after surgery alone for
gastric carcinoma are 34% to 70% for patients
in stages 1 and 2 and 7% to 20% for stages 3 and
4 (15, 16). Take into consideration the recent
merits in survival that have been accomplished
with postoperative CRT and perioperative
chemotherapy, adjuvant treatment is the
standard of care for patients with resectable
gastric cancer more advanced than stage T2NO
(10, 11, 17). The Intergroup 0116 randomized
study of 556 patients with resectable gastric
adenocarcinoma illustrated that postoperative
CRT with FUFA improved 5-year overall
survival (40% vs 22%) and locoregional
recurrence rate (LRR) (19% vs 29%) compared
with surgery only. Despite the use of CRT, LRR
was found 19% for five years (10, 11). We have
found a 5-year OS of 55% in our relatively
small number of curatively resected gastric
carcinoma patients.

Survival  benefit with  extended
dissection is a subject of debate between
western and eastern World. There is quite
evidence demonstrating survival benefit with
D2 dissection in eastern world (18). Dutch trial
was reported in 2010 and may change the
Western opinion regarding the question of long
survival  benefit of D2 wversus D1
lymphadenectomy (19). Inspection of the 15-
year survival curve discloses an initial dip in the
D2 arm mirroring the higher perioperative
mortality, but between years 4 and 5 the
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survival curves cross and continue to separate
with 8% higher survival in the D2 arm at 15
years (29 vs. 21%; P = 0.34). This result is not
statistically significant, but the crossing of the
survival curves recommend that there may be a
long-term survival profit to D2
lymphadenectomy that was able to equate for
the initial higher perioperative mortality in this
group. Patients undergoing D2
lymphadenectomy had a significantly lower
ratio of disease-specific death (37 vs. 48%; P =
0.01) than those dissected D1
lymphadenectomy. More patients in the D1 arm
had local recurrence at the time of death (41 vs.
30%, P< 0.05) (18).

Since INT 0116 was mainly criticized
for its majority of D1 dissected patients, the role
of RT in D1 versus D2 dissected group was
questioned. Dikkens et al. (20) compared the
outcome of the patients who received CRT with
the historical surgery only group randomly
assigned to either D1 or D2 dissection. They
found out local recurrence rate after 2 years was
significantly higher in surgery solely group
(%17 v 5%; p=.0015). But this did not turn into
a significant survival difference, 71% vs 67% at
2-years. Subgroup analysis of the study
revealed that local recurrence rate was
significantly lower in D1 dissected CRT group
compared with D1 resection alone group (2% v
8% p=.001) but benefit was not translated to
survival. There were no differences between D2
dissected CRT group compared to D2
dissection alone in respect of local recurrence
rate (12% vs 13%) (20).

RT profitin D2 dissected group was the
unique property of the Artist trial (21) which
randomly alloted pathologically staged IB to IV
(M0O) gastric cancer patients to adjuvant
chemotherapy encompassing six cycles of
capecitabine and cisplatin (XP) or 2 cycles of
XP before and after concurrent capecitabine and
RT (XPRT). After a median follow-up of 7
years, updated analysis demonstrated that there
was still not a significant difference in DFS for
the whole study population nevertheless, the
node-positive patients treated on the XPRT arm
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Table 2. Characteristics of Recurrent Patients
Patient Gastrectomy | Dissection | Marjin Stage Recurrence Coverage
status Site
1 Total D2 NM 3B(T3 N3a) | N5,Group2 | %100
2 Subtotal D2 NM 3B(T4a N2) | N5,Group2 | %95
3 Total D2 NM 3C(T4a N3a) | Surgical bed | %050
4 Total D2 NM JA(T4a N1) | NS.Group3 | %20
5 Total D2 CM 3JA(T4a N1) | Anastomosis | %90
Site

NM:-Negative Margin, CM: Close Marjin, N5: Nodal Site

preserved a DFS merit (XP arm, 72% vs XPRT
arm, 76%; p=.04). This study showed that even
in D2 dissection RT can provide some benefit
over chemotherapy in certain subgroups (21,
22). In our trial, 34 patients (%54.8) have
undergone D2 LN dissection. We also
compared the survival rates between dissection
groups, and found better outcome with D2
dissection without statistical significance. This
may be because of relatively small number of
patients and we analyzed.

Based on these results, investigators of
Artist trial designed another study (23) to
establish optimal adjuvant RT indications and
target volumes after D2 gastrectomy by
employing the data of this trial. They assessed
the effect of adjuvant RT on recurrence at each
locoregional subsite and examined which
subgroups received the most benefit via
comparing failure patterns. Forty four (9.6%; 29
in XP, 15 in XPRT; P = 0.03) patients evolved
local and/or regional recurrence in their series

Figure 2. Nodal recurrence of a patient in group 2 lvmph nodes

(95% isodose). Red arrows indicate the nodal recurrences.
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of 458 patients. Among all patients, local
recurrence developed in 22 patients (4.8%, 11
in the XP arm; 11 in the XPRT arm). The local
recurrence rate (4.8%) did not different between
arms. Within 28 patients with regional
recurrence, 23 were in the XP arm and 5 were
in the XPRT arm, a difference that was
significant (P < 0.001). Most regional
recurrences (25 of 28, 89.3%) evolved in group
3 LNs despite D2 lymphadenectomy. Only four
(0.9%) recurrences take placed in group 2 LNs
which illustrates us that adjuvant RT primaryly
affects regional recurrence, mostly in group 3
LNs; Contrary, local failure was not
significantly affected by RT (23). In the present
study, only one of the 5 locoregional recurrence
(20%) was found in group 3 LN region. This can
be explained with small sample size and small
amount of events of our trial.

Lim et al. (24) examined the recurrence
pattern of D2 dissected RO patients who
received CRT according to INT 0116. The 5-
year OS and DFS rates were 62% and 58%.
During the follow-up period, 13/114 (5%)
isolated loco regional recurrence occurred with
traditional parallel opposed field technique
which is less than our series (24). Fewer patient
numbers and or RT technique may also be the
reason for this difference.

Conrad et al. (25) examined the
recurrence pattern of 197 patients, 7% of all
(n=14) had isolated locoregional recurrence but
only 9 of them could be reviewed with respect
to RT volumes. Recurrences encompassing by
the 90% isodose line were considered to be in
field, 50-90% isodose line were marginal. If it
was not covered by 50%, it is considered out of
field. In this context; 5 were in field, 2 were
marginal and 2 were out of field (25). The
current study is the first study analyzing the
detailed localization of recurrences individually
with reviewing the coverage of the isodoses
matching with the RT planning CT in 3D. We
had a total of 5 locoregional recurrences, 3 were
in field, one was marginal and 1 was out of field.
Out of field relapse was in group 3 nodal station
which is not routinely included to PTV. This
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brings the idea of including this region to target
volume but total number of patients analyzed is
very low to draw such firm conclusions.
Furthermore, this study demonstrated that
marginal relapse could have been remained in
RT field in traditional parallel opposed RT
plans.

In this study, we aimed to explore
locoregional regions individually to understand
the patterns of failure in gastric cancer patients
treated with adjuvant CRT. One marginal and
one out of field recurrence shows that
arrangement of treatment portal fields and
delineating the target volumes needs careful
attention to avoid locoregional recurrences
especially while using IMRT technique.
Escalating the doses in some locoregional
regions up to the pathological and radiological
findings may decrease infield recurrences
respect to the critical organs. But we need
further studies to increase the doses in some
regions routinely.

Reviewed hospitals in this study are low
income centers by less than 50 gastrectomies
per year. This may also have caused selection
bias in some extent.

Conclusion

Delineation of RT target volume is
highly essential when using conformal
techniques in postoperative setting.
Identification of the local recurrence site may be
helpful in determining the RT target volume for
minimizing locoregional recurrences.

Cikar Catismasi: Yok
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Can Basal Neutrophil to Lymphocyte Ratio Predict the Clinical Outcome of
Malign Melanoma Patients?
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OZET

GIRIS ve AMAC: Bagisiklik sistemi melanom hastalarmin sagkaliminda etkin bir rol oynamaktadir. Notrofil
lenfosit oran1 (NLR) tiimore karsi etkin bagisiklik sisteminin indirek bir gostergesidir. Biz de ¢alismamizda malign
melanom hastalarinda bazal NLR’nin prognostik énemini arastirmayi amagladik.
YONTEM ve GERECLER: Sekiz yillik donemde tan1 konmus olan 134 malign melanom hastasi retrospektif
olarak degerlendirilmis ve 94 hasta ¢alismaya dahil edilmistir. Tant anindaki NLR degerleri incelenmistir. ROC
analizine gore esik deger 2,1 olarak saptanmistir ve bu degere gore hastalar yiiksek veya disiik olarak
siiflandirilmistir. NLR’nin prognostik agidan hasta ve tiimdr karakteristikleri ile iliskisi de arastirilmistir.
BULGULAR: 94 hastanin 37’si metastatiktir ve 57 hasta adjuvan tedavi almigtir. Hastalardan NLR’si diisiik
olanlarin medyan sagkalimi 83,8 ay iken NLR’si yiiksek olanlarin 23,8 aydir. (p<0,001). Metastatik olmayan
hastalardan NLR diisiik grupta medyan sagkalima ulasilamazken NLR yiiksek grupta medyan sagkalim 40,2 aydir
(p=0.031), medyan hastaliksiz sagkalim ise NLR diisiik ve yiiksek grupta sirasiyla 60,8 ay ve 14,4 aydir (p=0,038).
Hasta yast > 60 olanlarda NLR yiiksekligi ile iliski disinda (p=0,027) NLR ile hasta ve tiimor karakteristikleri
arasinda iligki bulunamamustir.
TARTISMA ve SONUC: Melanom hastalarinda NLR yiiksekligi kotii prognozla belirgin olarak iliskili
bulunmustur ve prognoz i¢in bir belirte¢ olarak kullanilabilecegi gorilmistiir.
Anahtar Kelimeler: Melanom, nétrofil, lenfosit, nétrofil lenfosit orani, prognoz

ABSTRACT
INTRODUCTION: Immune system could play an effective role on clinical outcome of the melanoma patients.
Neutrophil-to-lymphocyte ratio (NLR) is an indirect indicator for the immune response against to the tumor. So,
we aimed to evaluate the prognostic importance of basal NLR in patients with malignant melanoma.
METHODS: We retrospectively reviewed 134 patients with malignant melanoma diagnosed in about an eight
year period and 94 patients were included in the study. The values of NLR were assessed at the time of diagnosis.
NLR cut-off value was determined as 2.1 by ROC curve. All patients were classified as high and low according to
this cut-off value. The prognostic significance of NLR on clinical outcome of the patients was evaluated according
to tumor or patient characteristics.
RESULTS: Among 94 patients, 37 were metastatic and 57 had received adjuvant therapy. For all cases, median
overall survival (OS) was 83.8 months in NLR low group and 23.8 months in NLR high group (p<0.001). For non-
metastatic subgroup, median OS could not be reached in low NLR group and 40.2 months in high NLR group
(p=0.031), median disease free survival were 60.8 months and 14.4 months (p=0.038) in NLR low and high group,
respectively. There were no correlation between NLR and tumor or patient characteristics except of a higher NLR
ratio was found in patients age > 60 (p=0.027).
DISCUSSION AND CONCLUSION: High NLR value showed a strong association with poor prognosis in
melanoma patients and it can be used as a marker for prognosis.
Keywords: Melanoma, neutrophil, lymphocyte, neutrophil to lymphocyte ratio, prognosis
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Introduction

Melanoma is the most fatal type of skin cancer
with aggressive clinical behavior and high
propensity for lethal metastasis. Incidence and
mortality rates of melanoma have been
increasing in recent years (1). Early diagnosis is
the most critical step in melanoma treatment.
The prognosis and success of the treatment in
advanced stage melanoma remains limited,
despite the advances in immunotherapy and
chemotherapy. Several prognostic factors, such
as presence of ulceration, lymph node
metastases, Clark level, and Breslow thickness
have been identified in melanoma (2,3).

Cancer-related inflammation is
considered to be important in cancer prognosis
and the mechanisms of inflammation that
promote tumor progression and immune
response suppression remain largely unknown
(4-6). In recent years, many studies have been
conducted to examine the relationships among
biomarkers reflecting inflammation and
inflammatory process in cancer. During
inflammatory response, there are alterations in
the ratio of circulating leukocytes.
Physiological responses to inflammation by
leukocytes lead to an increase in the number of
neutrophils, concomitantly leading to a
decrease in the number of lymphocytes,
respectively. Studies have demonstrated that
increase in neutrophil count and decrease in
lymphocyte number is an independent
prognostic factor for overall and progression-
free survival in many cancers (7,8). Therefore,
it is suggested that the ratio of these two subsets
(neutrophil/lymphocyte: NLR) may be used as
a simple marker of systemic inflammation and
immune response (9,10).

Immune system and its response to
cancer effects prognosis of several malignant
diseases especially the immunogenic ones.
Renal cell carcinoma (RCC) and malignant
melanoma are the first of these immunogenic
cancers. The systemic inflammation-based
basal NLR values which is a reflection of
immune system were reported to be significance
on prognosis of metastatic and non-metastatic
RCC (11-13). Several studies have also shown
the relationship between NLR and prognosis of
many cancers, such as breast, colorectal,
ovarian, bladder, gastric and pancreatic cancer
(14-19).

NLR is a non-invasive marker which can
be measured easily from the peripheral blood
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and there are limited data in the literature
demonstrating the prognostic significance of
NLR in malignant melanoma. In this study, we
aimed to investigate the relationship between
the basal NLR levels and progress of disease,
and the prognostic value of the basal NLR in
malignant melanoma patients.

Materials and Methods
Study design
Patients with malignant melanoma diagnosed in
about an eight year period were retrospectively
evaluated. Neutrophils and lymphocytes values
of all patients were recorded at the time of
diagnosis before any treatment. Age, gender,
TNM staging, Clark level, ulceration and
metastasis status of patients were recorded.
Patients with chronic diseases such as diabetes
mellitus, hypertension, ischemic heart disease,
chronic obstructive pulmonary disease, renal
and hepatic failure, history of a previous
cerebrovascular event, infection, hematologic
diseases, rheumatic diseases, or use of a drug
which may cause increased in serum leukocyte
and neutrophil values, were excluded from the
study. Ninety-four patients meeting the
appropriate criteria were included in the study.
Treatment details and follow-up

All patients were evaluated in a
multidisciplinary way. Non-metastatic high-
risk patients (according to node involvement,
Breslow thickness, and ulceration) received
interferon-based therapy as an adjuvant
treatment after surgery. Temozolomide or
dacarbazine based treatments were
administered as a first-line treatment for
patients with metastatic melanoma. As
immunotherapy or BRAF inhibitors were not
allowed to use in the first line treatment of
metastatic patients, they were used in the second
or third line. Patients receiving adjuvant therapy
were examined every 12 weeks for probable
metastases risk, while patients with metastases
were examined for a response after the third or
fourth course of chemotherapy treatment.
Interferon treatment as an adjuvant therapy was
completed after one year in the patients without
metastases and was then followed up.
Response evaluation

Response evaluation were assessed both
during and after treatment using laboratory
tests, including tests for hematological and
biochemical parameters, as well as computed
tomography (CT) or magnetic resonance
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imaging of the abdomen and pelvis and/or
positron emission tomography CT. For the
metastatic group, progression free survival
(PFS) was defined as the time from the first day
of treatment to the first day of documented
progression or death. For patients who died
without a known disease progression, we
censored the PFS data at the time of their last
follow-up. Overall survival (OS) has been
calculated as the time from the diagnosis to
patient death in both groups. Disease free
survival (DFS) was calculated as time from the
operation date to the time first local and/or
distant recurrences were detected; or as the time
last seen date in the patients without follow up.
Statistics

Neutrophil to lymphocyte ratio was
calculated retrospectively based on the
hemograms at the time of diagnosis. The cut-off
value of the calculated ratio was determined
according to the ROC curve. Patients were
divided into two groups (high and low)
according to the cutoff value. Patients were
classified based on tumor (T) size (T1-2 and T3-
4) and lymph node (LN) involvement (LN
negative and LN positive). The relationship
between NLR and other prognostic factors, such
as ulceration, tumor size, and tumor lymph node
involvement, were examined separately in all
patients. Quantitative data have been presented
as means, medians, and ranges, while
gualitative data are presented as frequencies and
percentages. A chi-square test or Fisher’s exact
test was used to compare differences between
the low NLR and high NLR groups. Kaplan-
Meier method was used for survival analysis,
and survival rates of groups were compared
using the log-rank. The Cox proportional
hazards regression model was used for
comparison of NLR and tumor and patient
characteristics. All statistical tests were two-
sided, and the level of statistical significance
was set at 5%. SPSS version 20.0 (SPSS Inc.,
Chicago, IL) was used for all statistical
analyses.

Orginal Article

Results

Of the 134 melanoma patients screened
for this study, 94 met the inclusion criteria and
were evaluated. Thirty-seven patients had
metastases at the time of diagnosis and 57
patients had received adjuvant treatment after
surgery. Majority of the patients (54%) were
female. The median patient age was 60 years,
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ranging from 18 to 94. Nearly all patients had
an ECOG PS of 0 or 1. General
clinicopathologic characteristics of the patients
have been listed in Table 1.

Table 1. Patients’ characteristics

Characteristics Number (n) %
Gender
Female 51 54
Male 43 46
Age
<60 years 45 48
>60 years 49 52
Disease status
Metastatic group 37 61
Non-metastatic group 57 39
Primary tumor (T)
T1 7 7
T2 8 9
T3 18 19
T4 47 50
Unknown 14 15
Pathology (N)
NO 37 39
N1 4 4
N2 6 7
N3 29 31
Unknown 18 19
Ulceration
Yes 40 43
No 17 18
Unknown 37 39
Clark level
1 1 1
2 2 2
3 12 13
4 30 32
5 14 15
Unknown 35 37
Exitus
Yes 41 44
No 53 56
NLR
Low 43 46
High 51 54

The NLR cut-off value was determined as 2.1
by ROC curve. All patients were classified as
high and low using a NLR cut-off value of 2.1.
The relationship between NLR and gender,
tumor stage, lymph node involvement, and state
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of ulceration was examined with univariate
analysis in all patients. NLR levels were found
to be higher, approaching but not reaching the
statistical significance limit in patients with T3-
4 tumors and in lymph node positive patients at
the time of diagnosis. In patients who
underwent adjuvant treatment univariate
analysis were performed to examine the
relationship between NLR and gender, age (<60
and >60), tumor stage, lymph node
involvement, metastasis/recurrence
development, the status of ulceration, and
mortality in follow-up. Higher NLR levels were
found statistically higher in patients older than
60 years. Also, NLR levels were found to be
higher, approaching but not reaching the
statistical significance limit, in patients with T3-
4 tumors in adjuvant treatment group (Table 2).
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Table 2. Relationship between NLR and
patient/tumor characteristics in  non-metastatic
melanoma patients
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Table 3. Overall survival, disease-free survival and
progression free survival of patients according to
NLR

All NLR NLR p
patients  high  low
Median 355 238 838 <0.001
oS
(months)
Adjuvant 82.8 402 NA 0.031
group

Metastatic 11.9 7.5 13.8  0.033
group

Median
DFS
(months)

Adjuvant 34.6 144 60.8 0.038
group

Median
PFS
(months)

Metastatic 5.3 4.1 7.6 0.132
group

NLR
Characteristic:
creristies Low High All p
(n) (n) (n)
Gender
Female 21 1
8 39 0.520
Male 9 11 20
Age
< 60 years 1 1 2
y S 0 9 0.027
> 60 years 11 19 30
Primary tumor (T)
T1/T2 10 4 15
T3/T4 0 25 5 0078
Pathology (N)
N (-) 21 16 37 0.239
N (+) 9 13 39 :
Ulceration
Yes
16 17 33 0.918
No 8 7 15
Metastatis in
follow-up
Metastasis (-) 17 11 28
Metastasis (+) 13 18 31 0.150

For all patients median OS were 35.5 months
(%95 CI 26.2 - 44.7). The effect of NLR on OS
was investigated in all patients. OS was found
to be 83.8 months (%95 CI NA) in low NLR
group and 23.8 months (%95 Cl 6.1 - 41.4) in
high NLR group (p<0.001) (Table 3; Figure 1).
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OS: overall survival; DFS: disease free survival;
PFS: progression free survival

Median OS and DFS were 82.8 months (%95
CL NA) and 34.6 months (95 CI 27.2 -41.9) in
the patients receiving adjuvant treatment,
respectively. The effect of NLR on OS and DFS
were investigated and median OS could not be
reached in low NLR group and median OS was
found 40.2 months (%95 CI 28.6 - 51.9) in high
NLR group (p=0.031) (Table 3; Figure 2).
Median DFS were 60.8 months (%95 CI 0.9 -
120.8) and 14.4 months (%95 CI 0.0 - 30.2)
(p=0.038) in low NLR and high NLR group,
respectively.

Median OS and PFS of patients who have
metastasis at the time of diagnosis were 11.9
months (%95 CI 9.1 - 14.7) and 5.3 months
(%9 CI 34 - 7.2), respectively. The
relationship between NLR and median OS/PFS
was examined in metastatic patients. Median
OS were 13.8 months (%95 CI 7.4 - 20.2) and
7.5 months (%95CI 3.5 - 11.5) (p=0.033) (Table
3; Figure 3) and median PFS were 7.6 months
(%95CI 3.5 - 11.5) and 4.1 months (%95CI 3.5
- 115) in NLR low and high group,
respectively. Although, median PFS was found
to be longer in the patients with low NLR, this
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difference was not statistically significant
(p=0.132).
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Figure 1. Overall survival curves of all patients
stratified by NLR

% Overs

Figure 2. Overall survival curves of non-
metastatic patients stratified by NLR

Figure 3. Overall survival curves of metastatic
patients stratified by NLR
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Discussion

In this study, we found that pretreatment
high NLR was an effective worse prognostic
factor both for OS and DFS in patients who
received adjuvant therapy and for OS in
metastatic patients with melanoma. Like
Breslow thickness, nodal involvement and
ulceration which have a major role on
melanoma prognosis, our data have showed that
NLR was an independent, statistically
significant, prognostic factor for melanoma
patients.

A recent study conducted by Fang et al.
has shown C - reactive protein, which is a
marker for inflammation, may be used as an
indicator for melanoma progression (20).
Similarly, high level of NLR has been
demonstrated as a marker for inflammation. The
main factors in the increase of NLR during
inflammation are an increase in the neutrophil
count and a relative decrease in lymphocyte
count under inflammatory conditions.®
Neutrophils are main sources of growth factors,
chemokines and proteases that stimulate
angiogenesis, and these inflammatory cytokines
may establish a tumor microenvironment and
promote tumor development and progression
(21,22). Furthermore, an elevated neutrophil
count may lead to inhibition of natural killer
cells and activated T cells so it may lead to
immunosuppression (22-24).

Cancer development and progression is
associated with dysregulation of molecular
pathways in tumor cells, but it may also be
affected by cross-talk with the immune
response. Lymphocytes are the main cellular
components of adaptive immune response
against the tumor. The presence of T
lymphocytes in a tumor is an indication of an
immune response to the tumor (25). Donizy et
al. has shown that patients with melanoma
infiltrated by high lymphocytes have a better
prognosis (26). An increase in lymphocytes in
peripheral blood which take part in immune
response naturally causes a decrease in NLR.
From this point of view, low NLR levels may
be considered an indirect indicator of the
activation of the immune system.

Recently, one of the most important
issues of oncologic researches has been the
immune system and its relationship with cancer
cells. Melanoma was one of the most important
immune related malignancies, as spontaneous
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regressions have been noted to occur
occasionally due to infiltration of the tumor by
lymphocytes, so it has become a target for
immunotherapy (27). Until recently, treatments
such as adoptive transfer of activated effector
cells, non-specific immune modulatory agents
such as interleukin 2, and immunization of
patients through the use of vaccines have been
applied in melanoma treatment. New molecules
that target the immune system have been
defined and put into use. Anti cytotoxic T-
lymphocyte antigen 4 and monoclonal
antibodies against programmed death 1 and its
ligand, which block the immune checkpoint,
has changed the treatment of melanoma (28).

Higher NLR baseline values have been
found to be associated with shorter survival in
patients with gastric, breast, renal cell, and non-
small cell lung cancer.!*** Additionally, in the
literature there are several studies that evaluated
the prognostic role of NLR in melanoma
patients (29-36). In a meta-analysis conducted
by Ding et al. including a total of 12 studies
showed that a high NLR was predictive of poor
OS and PFS in patients with melanoma (35).
Cananzi FC et al. has demonstrated that high
NLR was associated with worse prognosis in
operated melanoma patients in which NLR cut
of value was 5 (29). In our study, the cut-off
value was at 2.1 estimated by Roc curve.
Previous studies were used a range of 2 - 5 in
various cancers types for NLR values. Despite
the different cut off values, similarly, baseline
higher NLR values were found to be associated
with shorter survival both in our study and also
in other studies (29-36).

In presented study, higher NLR baseline
values were found to be associated with poor
clinical outcome in patients receiving adjuvant
therapy and those with metastatic disease. In
conclusion, despite being a retrospective
analysis and its limited number of sample size
our study clearly suggested that that baseline
NLR values has a significant prognostic role,
both for non-metastatic and metastatic
melanoma patients. Further randomized trials
with larger patient groups are essential to
evaluate the prognostic role of NLR in every
stage of patients with malignant melanoma.
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Acute Kidney Injury Frequency in Novel Coronavirus Pandemic and
Infection Frequency in Maintenance Hemodialysis Patients

Yeni Koronaviriis Pandemisinde Akut Bobrek Hasar1 Sikhigi ve
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Kadir Gokhan Atilgan!, Ebru Gok Oguz?, Fevzi Coskun Sokmen?, Fatma Ayerden Ebin¢?, Giilay Ulusal
Okyay', Mehmet Deniz Ayl, irfan Sencan®

1Saglik Bilimleri Universitesi Digkap1 Yildirim Beyazit Egitim ve Arastirma Hastanesi, Nefroloji Klinigi
Ankara/Tirkiye
2Saglik Bilimleri Universitesi Dr Abdurrahman Yurtaslan Ankara Onkoloji Egitim ve Arastirma Hastanesi
Dahiliye Klinigi Ankara/Tirkiye
3Saglik Bilimleri Universitesi Diskap1 Yildirrm Beyazit Egitim Ve Arastirma Hastanesi, Enfeksiyon Hastaliklart
Ve Klinik Mikrobiyoloji Klinigi Ankara/Tiirkiye

Dergiye Ulagma Tarihi: Dergiye Kabul Tarihi: Doi: 10.5505/a0t.2020.80947

OZET

GIRIS ve AMAC: Tiirkiye, COVID-19'dan en fazla etkilenen iki kita olan Avrupa ve Asya arasindaki kopriidiir.
Bu ¢aligma nefroloji béliimiine danisilan COVID-19 hastalarinin prognozunu ve sonuglarini paylasmaktadir.
YONTEM ve GERECLER: 11 Mart 2020 ve 22 Nisan 2020 tarihleri arasinda COVID-19 tamis1 ile yatirilan
hastalarin kayitlar retrospektif olarak degerlendirildi ve bunlardan hemodiyaliz (HD) alan ve akut bobrek hasari
(ABH) tanis1 alan hastalar bu ¢alismaya dahil edildi.
BULGULAR: COVID-19 ile tedavi edilen 352 hasta ¢aligmaya dahil edildi. Bunlardan nefroloji boliimiine
basvuran 16 hastanin 8'ine daha 6nce HD tedavisi uygulanirken COVID-19 teshisi konuldu. Diger 8 hasta COVID-
19 ile takip edilirken ABH tanis1 aldi. Bunlardan 5 ABH hastast yogun bakim {initesine alind1 ve hepsi takip
doneminde entiibe edildi. Ancak ABH tanisi alan bes hasta 61dii. Yogun bakima ihtiya¢ duymayan iic ABH tanili
hasta taburcu edildi.
TARTISMA ve SONUC: Bu c¢alisma, ABH gelisen hastalarda COVID-19'un daha 6nce HD alan hastalara gére
daha 6limlii oldugunu gostermektedir. Bunun COVID-19 ile iligkili akut bobrek tutulumuna bagli olabilecegini
diistinliyoruz.
Anahtar Kelimeler: Akut bobrek hasari, COVID-19, hemodiyaliz, yeni koronaviriis

ABSTRACT
INTRODUCTION: Turkey is the bridge between Europe and Asia, which are the two continents that are affected
by COVID-19 the most. This study shares the prognosis and results of COVID-19 patients, who have been
consulted to the department of nephrology.
METHODS: The records of patients who were hospitalized with the diagnosis of COVID-19 between 11 March
2020 and 22 April 2020 were evaluated retrospectively and of these, the patients with receiving hemodialysis (HD)
and diagnosed with acute kidney injury (AKI) were involved in this study.
RESULTS: 352 patients who were treated with COVID-19 were included in this study. Of these, 8 of the 16
patients consulted to the nephrology department were diagnosed with COVID-19 while receiving HD treatment
previously. The remaining 8 patients who were diagnosed with AKI while being followed-up for COVID-19. Of
these, 5 patients with AKI were taken to intensive care unit and all of them were intubated in the follow-up period.
But five patients diagnosed with AKI were died. Three patients with AKI who did not need intensive care were
discharged.
DISCUSSION AND CONCLUSION: This study shows that COVID-19 was more mortal in patients who
developed AKI compared to patients who previously received HD. We think that this may be due to acute renal
involvement related to COVID-19.
Keywords: Acute kidney injury, COVID-19, hemodialysis, novel coronavirus
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INTRODUCTION

World Health Organization (WHO) announced
the novel coronavirus infection
disease(COVID-19) pandemic in March 2020.
Although  SARS-CoV-2  (Severe acute
respiratory syndrome-Coronavirus-2),
theofficial name of the novel coronavirus
defined by the WHO, is a part of the SARS-CoV
and MERS-CoV (Middle east respiratory
syndrome-Coronavirus) families that we are
familiar with, the novel coronavirus displays
unique clinical results, thanks to the mutations.
The coronavirus displays itself with respiratory
system infections and may lead to multi-organ
involvement and death[1].Concerns about the
COVID-19 increase due to the absence of any
known treatment or vaccine. Besides, comorbid
diseases in patients with COVID-19 increase
health problems.

Novel coronavirus infection requires a
special treatment and action plan for nephrology
patients, including dialysis, renal transplant,
andchronic kidney disease (CKD)
patients[2].However, there is only a limited
number of clinical studies on the frequency and
the clinical course of COVID-19, its relation
with acute kidney injury (AKI) and COVID-19
frequency in maintenance hemodialysis (HD)
patients, who constitute an important share of
nephrology patients[3-5].Turkeyis among the
high-risk countries since the country lies
between Europe and Asia, which are the two
continents that are affected by COVID-19 the
most. This study analyzes the frequency and
results of kidney involvement for patients that
applied to our hospital in Ankara, which is
considered as pandemic hospital, with COVID-
19.The study aims to identifythe relationship
between COVID-19 and AKI and the frequency
and the course of COVID-19 inHD patients.
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MATERIAL METHOD

The study was carried out between 11 March
2020 and 22 April 2020. During the period, 849
patients were examined for COVID-19.352
patients, who were diagnosed with COVID-19
and hospitalized, were included to our study.
2019-nCoV Real Time PCR method was used
for identification of SARS-CoV-2 in
nasopharyngeal swabs. Chest X-ray and
thoracic computed tomographywere used for
evaluation of lower respiratory tract. Patients
with positive clinical findings andPCR tests
were considered as COVID-19and received
medical treatment in line with the COVID-19
Guide, which was prepared by the Turkish
Ministry of Health.

The study started by identifying the
patients’ intensive care need, prognosis and
survive. We used themonitoring records of the
patients that were diagnosed with COVID-19 to
find out SARS-CoV-2 positivity via PCR
method, intensive care need and the number of
patients intubated and died. We recorded the
baseline symptoms and findings, medical
history and treatment, number of HD received,
baseline therapy protocols, prognosis, routine
serum biochemistry, hemogram, venous blood
gas, NT-proBNP (Brain natriuretic peptide),
creatine kinase, D-dimer, troponin-1 (cTnl),
procalcitonin, C reactive protein (CRP), ferritin
and scanning test results for the patients, who
were diagnosed either with COVID-19 during
the period they received HD therapy due to end-
stage renal disease (ESRD)or with AKI while
receiving COVID-19 therapy. AKI was
diagnosed using KDIGO-2012
guidelines[6].The study was performed in
accordance with Declaration of Helsinki. The
study design was approved by local ethical
committee (Approved date: 08.May.2020 and
number: 87/04).

RESULTS
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From the day that pandemic started until now,
849 patients were examined in our hospital for
COVID-19. 352 patients that were hospitalized
with COVID-19 diagnosis were recorded to the
study. 2019-nCoV Real Time PCR Kit
identified SARS-CoV-2 positivity in these 352
patients. 41 patients, who received COVID-19
therapy,were followed in intensivecare unit
(ICU), whereas 25 (7.1%) were intubated.27
patients (7.67%)died during the process.16
patients were diagnosed with either COVID-19
during the period they received HD therapy due
to ESRD and or with AKI while receiving
COVID-19 therapy.Median age of these 16
patients, who were referred to department of
nephrology, was 61.5(35-81) yearsand 8 of
them (50%) were male. Mean hospitalization
period was 7.63 + 3.70days. The most common
baseline symptomswerecough, dyspnea and
fever, respectively (Table 1).

Orginal Article

Table 1:General futures of patients referred to
nephrology

Number of patients (n) 16
Number of patients receiving 8
maintenance HD (n)
Number of patients with AKI (n) 8
Age (years) 64.5(35-
81)*
Men (n) 8
Number of patients who smoke 6
Recet travel orsick contact (n) 1
SYMPTOMS
Cough (n) 11
Fever (n) 7
Dyspnea (n) 11
Nausea and vomiting (n) 2
Diarrhea (n) 1
Hypotansiyon (n) 3

* Median (interquartile range)

HD: hemodialysis, AKI: Acute kidney injury

Eight patients (2.27%) were diagnosed
with ESRD and received HD therapy.
Medianage of these patients was 58.5 (35-
71)years, two (25%)were male and two patients
had smoking history. Table 2 shows the
characteristics of these patients.The analysis of
comorbid diseasesshows that eight (100%) had
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hypertension ~ (HT)  andthree  (37.5%)
haddiabetes mellitus (DM). Patient #1 was an
Iranian citizen, who had contact with a relative
that recently came from Iran. Other patients did
not have recent travel or sick contact. Patient
#3was a scheduledHDpatient with renal
transplant history, who was receivinglower
dose  immunosuppressive  therapy  after
chronicallograft rejection. These patients, who
received HDand did not have intensive care
need, were monitored in COVID-19 isolation
clinic. Mean hospitalization period was 8.50 +
3.67 days. All HD patients that were diagnosed
with COVID-19 were discharged after anti-viral
therapy.
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Table 2 :Demographics and baseline laboratory data of hemodialysis patients with COVID-19
CasgAzeSer | Comotbidty | Symptem RAS/[ Thoraeig CT | WECHew' | CE'LDH DD/PRC/cTnl/ | Treatment Ontooms
fmdings 04D yoy NLR | Eenr/CRP BNP/Ejen. hospitalizatig
Patient =1 HT.CVO, Cough, feyer. - | Gromndglass | 8636460 | 19/167 i
5iyoF ESRD dyspnea opacity 109/593 | 260.6/7.13
Ensumonia
et =2 HT,DM, Conzh Gromndglass | 20973360 | 317320 My ¥
5TyoF FMF,ESRD opacity 0.46/730 | 2001/22.09
Patiznt =3 HI.Elx Congh, feyer Gromdglass | 033021 | 29/436 106/0.05/ 009 | HCQ-Oselmiver- | Discharged
63yoF ESRD dyspnea opacity 0.13/1.62 131071376 | 349,3/436 -
| Ensumonia limezolid / 14days
Patizni =3 HT,DM, Congh. feyer Gromndglass | 858607 | 219/208 77033 HCQ-Osslamivia- | Discharzed
60yoF ESRD dyspusa. opacity L33 156/283 21316~ Caphalosporin-
Ensumonia Clarithromychy Tdays
Paant 5 HT,ESRED Congh, feyer Gromndglass | 963/823 | 40/230 061063701 HCOQ-Osslemiva- | Discharzed
JlyoF nansse. opacity 0.7/11.79 751/51 35000/544 Levofloxacin' 7days
Patiznt 76 HT,CAD, Eever. Gromdglass | 153/ 12 56/188 0393 76131 HCQ-Oszlizmiviz Discharzed
TlyoMd COPD,ESRD | hypotension opasity 173/6.76 1100/167 20066/636 3day -
Encumonia linezolid / 14days
e HI,ESRD Congh, - | Gromndglass | 0.63/1.660 | 249/317 073713201 HCQ-E avipravie- Discharzed
33yoM dvspnez opasity. 112634 | 3377205 33000363 ' em-
Elenral effusion linezolid  14days
Patient =3 HT,DM, Congh, =+ gdass | 113132 | 32166 1.06/4 817143 HCQ-Qsslamivis- | Discharzed
69y0F CAD, CHF opacity, 100/1152 1563/344 32404713 Cephalosporm-
Ensumonis Clarithromycin Tdays

HT:Hypertension. CVO: Cerebrovasolar diszase. DM: Dighetes mellims. FMF: Familial meditenean fever. BTs: Renal transpleantation CAD: Corenary artery dissass. COPD: Chyonic
obstuctive pulmonary diszase. CHF: Congestive heart failure ESED: End stage renzl dissase. RAS:Renm-zngiotensim system blogers, OAD: Oral anti-dizhetic dmgs. Cr: oraztinime. Na: Sodium.
K- Potasgium. WBC: White blood cell, New nentrophile. Lym: Lymphocyte, NLR: Neutrophile to lymphocyte ratio. CK: Creatin kinase, LDH: Lactate dehydrogenase. Eenr: Estritin, CRP:C
tartive protein, DD: DDimsy. PRC: procalcitonin. ¢Tul: Treponin-T. WTproBNE: NT pro-brain nanivestic peptids. Fisn: Eibrinogsn. CT: Compwied tomography. HCQ: Hydronyehlorequing

The remaining 8patients(2.27%) were hospitalization period was 6.40 + 4.93
diagnosed with AKI during the period they days.Threepatients were discharged.
receivedCOVID-19 therapy and were referred Hypertension, DM and CKD were the comorbid
to the department of nephrology. Median age of diseases of the discharged patients.

these patients was 66 (37-81)years and 6 (75%)
were male. Four of the six male patients had
smoking history.Mean hospitalization period
was 6.57 £4.04 days. Table 3 shows the number
of HD season and the results of baselinekidney
function test. Level of proteinuria was +1 for
four patients and +3 for one patient, who had
HT, DM and CKDcomorbidity. Hematuria was
evident in three patients and was at the levels of
+3 and +4. The number of patients diagnosed
with AKI at the ICU was five (12.2%) and the
number of intubated patients diagnosed with
AKI was five (20%). The number of patients
diagnosed with AKI among the dead patients
wasfive  (18.5%).Table 3 also shows
information on the patients’ prognosis and
survive. The analysis of the comorbid diseases
shows that 6 patients (75%) had HT, 6 (75%)
had DM, 4 (50%) had coronary artery disease, 3
(37.5%) had congestive heart failure, 3 (37.5%)
had CKD, 1 (12.5%) had cerebrovascular
accident, and 1 (12.5%) had liver cirrhosis.
Fiveof the intubated patientswith AKI died
during their follow at the ICU. Median age of
these patients was 64 (37-81) and mean
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Prisoner/patient (Patient #12) was discharged
with the decision to receive three HD sessions
per week. Temporary HD catheters of the two
other patientswere removed and they were
discharged to be followed up at the
outpatientsclinic with their basal creatinine
levels after 14 days of isolation. Cytokine levels
dramatically increased for only the patient #16,
who had no comorbid disease. Continuous renal
replacement therapy (CRRT) was given to the
patient, who receivedExtracorporeal membrane
oxygenation (ECMO)support. Interleukin-6
inhibitor (Tocilizumab) was added to therapy.
The patient died on the second hospitalization
day (Table 3).

DISCUSSION

Hemodialysis patients are under high risk in
terms of COVID-19 and its
complications.These patients are inclined to
infection due to the consequences of ESRD,
including neutrophil, monocyte dysfunction,
and deteriorationin  T-cell activationsand
humoral response[7]. They are mostly older and
have two or more comorbid diseases. Repeating
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Table 3 :Demographics and baseline laboratory data of COVID-19 patients referred to acute kidney injury

CasglAee’ | Comerbidiy | Symptom’ | RAS Number | Urez'Cr/'[ Theracic CT WBCNew | CK'LDH' | DD/PRC/ cTnl| Treament Quizems
Sex fmdmgs | OAD| ofHD | Na'K Lym NLR | Eer/CRP | BNPEjem. hospitalization peried
Paeni=2 | HT,DM, Conah, A 3 216 | Gromdels 585460 | 1093160 | 2180036017 | HCQ-Dsaliamii- Dissharzed
66yoM | CAD,CHF, | dyspmez 3.32/133/| opacity 0.83/565 | 4987196 | 33000 Levofloxacn | Jdays
CED 512 Preumonia
Eleural sffusion
Patient=10 | BT, DM, Congh, A ] 1638 Grommd glass 186186 | 99381 7137 HCQ-Osalzmivir,. | Discharzed
66voM | CKD fever, 4.45/138/| gpagity 0.76/21.87 | 1067/448,7| 35000~ Cephalosnorm-
dyspnea 6.03 g Clarithromyen) Tdays
Pafient =11 | HT,DM, Dyspmes | - 1 2627297/ Grommdakss 0350210 | 227274836 | 222280/ 125 Eavipravic- Disd
81yoF CAD hypotension 152/3.33 | gpacity 0.13/162 | 1310/137,6) 33000713 Meropsnesm- I
Alzhemer Ensumonia Imezolid / 2days
Patient=12 | HI,DM, Dyspnez A E) 176/3.08| Groymd glass T1X33 | 1197134 | 6830028017 | HCQ-Qsgltamivir- Discharzed
SlyoM | CKD 133/3.31 | gpacity 0.32/10.38 | go.6/2.15 | 13345362 Gephalospotm- HD3/7
Ensumonia Clarithromycin/ Tdays
Elenral sfmsion
Patient=13 | HI,DM, Congh, - 1 26/000 | Ground glass 180/88 | 100237 | 2.080.084.95 | HCQ-Favipravit- Died
60voM | CAD,CHF, | dyspnea 138/5.74 | gpagity 697126 | 123/3.64 | 662/542 Leveflosacm - Inmbated
EPlenral effusion mezplid / 14days
Patemt=12 | HI,CvVO, | Dyspmea | - 2 60,8 | Gromdgless 74630 | 83366 116/0.00/ 0,1/ | Eavipravir- Dizd
T3yoF CAD,CHF | hypotension 131/3.75 | opacity 0.33/19.97 [ 395/15.71 | 3040.6/335 | Levofloxach - Intubated
Elenral effusion Imezplyd / Tdays
Pateni=15 | DM, Liver, | Dispmea, | -+ E) 1897237 Ground.glass 74375547 [ 2197358 | 79901501 | HCQ-Eavpravie: Died
64voM | cirrhosis. 126/3.03 | gpacity 0.98/563 | 21712643 224.5/397 Cephalosporm- Intubated
Pnsumonia Clanthromyom/ Tdays
Patient =16 | - Congh, A 1 T11 | Gromdglass 0020 | 710865 | 1614260044 | HCQ-Favipravit- Diad
3T yoM fever, 139/432 | gpagity 147/16.99 | 362/397,3 | 7718/737 Merspenem- Inmbated
Tosduzumah Jdays

F:Female. M: Male. HT: Hypertension, CVO: Cersbrovasenlar dissase. DM: Digbetes mellitus. . CAD: Coronary artery dissase. COPD: Chrenic ebstructive pulmonary dissase.CHE:

Congestive heart failurs, CKD: Chromic kudney disgase. RAS: Renm-anziotensm system blocers, OAD: Oral anti-dighetie dmgs. Cr: greztmme. Nz Sodim. K-
gell. New: neutrophile. Lym: Lymphocyts. NLR: Neutrophile to lymphocyte ratio. CK: Creatin kinase, LDE: Lactate

dehydrogenase.
prpsalottonm. clnl- Troponm-I NWTproBNE: NT pro-bram natruretic peptide. Fjen: Eibrmogen. CT: Computed tomegraphy. HCQ: Hydroxychloroguime

visits of HD patients to the HD center and close
distance between the patients during the session
are the other factors that increase the risk for
COVID-19.

The percentage of HD patients among
the patients that received COVID-19 therapy in
our hospital was 2.27%.No study that has a
large population of dialysis patients with
COVID-19 has been published yet. Wang et al.
presented their experiences with fiveHD
patients, who developed COVID-19 pneumonia
at a university hospital that had 201 HD
patients[8]. Following the first COVID-19
incidence, the researchers used PCR for
diagnosis of all patients and found that the
prevalence of COVID-19in the dialysis center
was 2.5%. Fu et al.used Oseltamivir and
Umifenovir for successful treatment of a 75-
years old end stage kidney disease patient
infected with novel coronavirus[9]. In our
study, all HD patients with COVID-19
diagnosis were discharged after anti-viral
therapy without ICU need.

Some of the studies note diarrhea as an
atypical clinical signin COVID-19[8,10]. Most
common symptoms in our study were cough,
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dyspnea and fever, respectively (Table 1). Only
one patient was hospitalized with the symptom
of diarrhea. Hypotension, which was evident in
four patients in our study, was another atypical
symptom of COVID-19.First case, Patient #6
applied to our emergency service, stating that
adequate ultrafiltration could not be performed
at the dialysis center in the last week due to
fever and hypotension. Blood pressure was
normotensive in emergency room. X-ray taken
at the emergency care unit showed no pleural or
pericardial effusion. Ultrafiltration was not
carried out during HD. We started inotropic
infusion with the second HD session due to
hypotension and sinus tachycardia. Acute
coronary syndrome was eliminated due to EKG
and clinical findings. There was no finding
other than left ventricular hypertrophy in
echocardiography and cardiac valve structure
was normal. Inotropic infusion need decreased
starting with the 10th day of therapy. Inotropic
infusion was stopped on the 12th day of therapy
and the patient was discharged after a two-day
follow-up (Table 2). Since the patient
responded to inotropic infusion, we did not plan
further therapy (intraaortic balloon pump,
intravenous immunoglobulin, prednisolone,

- Potassium. WBC: White blood
e, e Esnitia. CRE: C segetive protem, DD: DDimer, PRC:
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ECMO). Given the possibility of infection, we
did not carry out angiography and
endomyocardial biopsy intervention since they
were not necessity. Myocarditis definition of
the biopsy was undetermined.Second case,
Patient #14 had clinical deterioration, decrease
in oxygen saturation and hypotensionon the
fourth hospitalization date. creatine Kkinase,
creatine kinase -mb, c¢Tnl and NT-proBNP
levels elevated to 2410 U/L, 215 U/L, 1.85
ng/ml, and 15000 ng/L, respectively. There was
no symptoms of acute coronary syndrome other
than the existing atrial fibrillation in EKG. The
patient died on the third day of the start of
inotrope infusion. Advanced intervention could
not be made himdue to the existing clinical
deterioration and comorbidities. Third and
fourth cases, Patient#11 and #16, who admitted
to our hospital with hypotension, died on the
second hospitalization day. Table 3 shows the
results of both all three patients.

Orginal Article

The clinical presentation of patients
with acute myocarditis varies, ranging from a
subclinical disease to a fulminant heart failure
and cardiogenic shock. A post-mortem analysis
on 20 patients with SARS found viral RNA of
SARS-CoVin the hearth tissue of seven (35%)
patients[11]. SARS-CoV  may  result
withmyocardial inflammation and damage by
leading to a decrease in angiotensin converting
enzyme 2 (ACE2) expression. Besides,
Alhogbani defined acute myocarditis related
with MERS-CoV[12].Case presentations on
cardiac involvement in COVID-19 was
published[13].In addition  to  cardiac
involvement direct from ACE2, cytokine
release syndrome or myocardial cell apoptosis
caused by  hypoxia-induced  excessive
intracellular calcium may be the underlying
mechanisms[14].We believe that unexplained
hypotension in HD patients during pandemic
may also be considered as COVID-19-
associated cardiac involvement (acute viral
myocarditis or myocardial inflammation).

Adress for correspondence:

e-mail:

Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi

329

There are different results on the
frequency of AKI in COVID-19 patients. There
is a meaningful difference between the patients
at the ICU with and without severe pulmonary
involvement in terms of the frequency of AKI.
The frequency of AKI for patients without
serious diseases ranges between 0.5% and 15%
whereas the range for the patients that had
serious diseases is between 18% and
37.5%[15].Among the patients that received
COVID-19 therapy in our study, the frequency
of AKI was 2.27% (8 patients), the number of
patients with AKI that were followed-up at the
ICU was 5/41 (12.2%), the number of intubated
patients with AKI was 5/25 (20%) and the
number of patients with AKI among the patients
that died was 5/27 (18.5%).

We tried to find out whether the kidneys
of patients with COVID-19 are primarily
affected by the disease or by multiple organ
dysfunction.Novel coronavirusbinding
tohuman ACE2 as a cell surface receptor.
Although the disease primarily affects lower
respiratory tract, it may be attached to other
organs. High ACE2 expression was identified in
type Il alveolar cells, myocardialcells, kidney
proximal tubule cells, ileum and esophagus
epithelial cells and bladder urothelial cells. Due
to this reason, these organs and tissues are the
targets for SARS-CoV-2. In the kidneys, ACE2
is expressed in the apical brush borders of
proximal tubules and the podocytes in less
density. SARS-CoV-2 RNA was found in the
urine of the patients with COVID-19[16]. Since
we did not have the kit, we did not analyze
SARS-CoV-2 in urine sedimentary.
Postmortem analysis of Su et al. on 26 patients
with COVID-19 in China found severe acute
tubular injury, endothelial injury, occlusion of
microvascular lumens, direct renal parenchymal
infection, glomerular and vascular findings
related with DM and HT. Electron microscopy
observations  identifiednovel  coronavirus
particles in the tubular epithelium and the
podocytes[17]. The findings of these studies
may lead us to suggest that COVID-19 may
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cause AKI by direct renal damage. Prospective
study of Cheng et al. on 701 COVID-19 patients
found elevated serum creatinine, proteinuria
and hematuria in 14.4%, 43.9% and 26.7% of
the patients. Age, elevated baseline serum
creatinine and blood wurea, proteinuria,
hematuria and AKI were independent risk
factors for in-hospital death[15]. In our study,
there was proteinuriain  five patients
andhematuriain three patients. 5 (20%) of the 25
patients that were followed-up at the ICU had
received HD therapy due to AKI. 5 (18.5%) of
the 27 (7.67%) patients that died had AKI.

Orginal Article

The same study[15]found elevated
leukocyte count, decreased lymphocyte and
platelet count, severe coagulation disorders, and
elevated D-dimer level in patients with elevated
creatinine levels. Besides, aspartate
aminotransferase, lactate dehydrogenase and
procalcitoninlevels were higher for these
patients.  Analysis of the laboratory
characteristics of the patients that need HD
therapy due to AKI shows a striking increase in
CRP (Patients #9,10,11,15 and 16) and ferritin
(Patients#9, 10 and 11) levels compared to the
acute phase reactants (Table 3). Significant
leukocytosis was evident in patients #10, 13 and
16and lymphopenia was rare in these patients.
With the exception of two patients, baseline
neutrophil and lymphocyte was high. Baseline
cTnl(Patients #10, 11, 13 and 16), D-dimer
(Patients #9, 11, 12,13 andl5), lactate
dehydrogenase  (Patients  #9,10,11,14,15
and16),procalcitonin (Patient #11, 16) and NT-
proBNP (Patients #9,10,11, 12,14 and 16) was
high. Table 3 shows the values.

We had one patient (Patient #16) that
received CRRT.CRRT may be a better option
for the treatment of COVID-19 infected AKI
patients, who have poor hemodynamic status
during dialysis or receive inotropic agent and
mechanical ventilator support. Burgneret al.
stated that CRRTin a patient on ECMO can be
done by adding an in-line hemofilterinto the
ECMO circuit[18]. CRRT can be usedforsepsis
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treatment due todecreasing inflammatory
response by using various filters. Althoughthese
membranes may be helpful in case of cytokine
release syndrome that may occur during the
course of the disease, the positive effects of
these costly membranes for the COVID-19
patients has not been proven yet.

CONCLUSION

Given that all scheduled HD patients in our
study were discharged without ICU need, we
may suggest that they had a milder COVID-19
despite the fact that they are considered
immunosuppressive. According to the results of
our hospital, treatments can be provided in
scheduled HD patients without complication in
COVID-19.Hemodialysispatients with
COVID-19 may have atypicalsymptoms other
thandiarrhea, such as hypotension. During the
pandemic, we should also consider the
possibility of myocardial inflammation related
with COVID-19in HD patients who develop
hypotension. As a result, there is a relationship
between AKI and morbidity and mortality in
ICU patients diagnosed with COVID-19.

Cikar Catismasi: Yok
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OZET
GIRIS ve AMAC: Tiimérlerin neden oldugu kemik defektleri bazen kemigin kendi dokusu ile iyilesmeyebilir. Bu gibi
durumlarda, iyilesmeyi kolaylastirmak veya baslatmak igin kemik defektlerininn kemik grefti materyalleriyle doldurulmasi
gerekebilir. Bu ¢alismadaki amacimiz iyi huylu kemik kistlerinde kullanan cam greft (CG)(GlassBone NORAKER) ve
trikalsiyum fosfat greft (TKF) sonugclarimi klinik ve radyolojik olarak karsilagtirmaktir.
YONTEM ve GERECLER: 2013 -2015 yillar1 arasinda iyi huylu kemik tiimérleri (cogu basit kemik kisti (BKK) ve anevrizmal
kemik Kisti (AKK)) nedeniyle kiiretaj, koterizasyon ve grefonaj yapilan 41 hastaya greft olarak CG ve TKF greft kullanildi.
Hastalar CG ve TKF greft ile tedavi edilenler olarak 2 gruba ayrildi. Greft konsoludasyonu aylik ¢ekilen rontgenlerle radyolojik
olarak degerlendirildi. Hastalarin klinik sonuglari retrospektif olarak degerlendirildi.
BULGULAR: Ortalama yag 22,0 (14-32 yas aras1) olan 20 erkek ve 21 kadin (%51,2) mevcuttu. CG kullanilan hastalarda TKF
kullanilan hastalara gore, 14.-16. Aylar arasinda radyolojik olarak konsolidasyonun daha hizli oldugunu gézlendi(p= 0.0001).
TARTISMA ve SONUC: Iyi huylu kemik tiimérlerinin tedavisinde, cam greftlerin trikalsiyum fosfat greftlerine alternatif
olarak kullanilabilecegi sonucuna vardik. Ayrica cam greftlerle tedavi edilen hastalarin radyolojik olarak daha hizli fiizyon
gosterdigini fark ettik.
Anahtar Kelimeler: Cam Greft, trikalsiyum fosfat, kemik timorti,

ABSTRACT

INTRODUCTION: Bone defects caused tumors sometimes may not heal with bone tissue. In such cases, bone defects may
need to be filled with bone graft materials to facilitate or start healing. The purpose of our study is to compare results of glass
graft(GG) (GlassBone NORAKER) and tricalcium phosphate (TCP) grafts that we use in benign bone cysts clinically and
radiologically.

METHODS: 41 patients with benign bone tumors (mostly simple bone cysts (SBC) and aneurysmal bone cysts (ABC) ) had
been treated between either glass graft or tricalcium phosphate graft between 2013-2015. Patients were divided into two groups
as those treated with GG and TCP grafts. Graft consolidation evaluated radiologically with x-rays monthly.
RESULTS: There were 20 men and 21 women (51.2%) with a mean age of 22.0 years (range 14-32 years). In patients using
GG, compared to patients using TCP, radiological consolidation was observed faster between 14.-16. months (p = 0.0001).
DISCUSSION AND CONCLUSION: We conclude that in the treatment of benign bone tumors glassbone can be used as an
alternative to tricalcium phosphate grafts. We also noticed that patients treated with glassbone showed a faster rate of fusion
radiologically.

Keywords: bioactive glass, tricalcium phosphate, bone tumor

Son 40 yil boyunca rejeneratif tip

GIRIS

Travma veya patolojik olaylarin neden oldugu
kemik  defektleri ~ major  klinikk  ve
sosyoekonomik  problemlerdir.[1]  Kemik
greftleri ortopedik cerrahide kemik
rejenerasyonunda kullanilan cerrahi
prosediirlerdendir.[2] Diinyada her yil 2
milyondan fazla kemik greftleme islemi
gergeklestirilmektedir; ki bu kan
transflizyonundan sonra en sik  doku
transplantasyon islemidir.[3]

arastirmacilar1 kemik 6zelliklerine benzeyen ve
rezorbe  olmayan  malzeme  liretmeye
odaklanmustir.[4]

Otolog kemik greftleri kemik defektleri
icin altin standart olarak kullanilmaktadir.
Yiiksek osteojenik kapasitede
olmasi,immiinolojik  reaksiyonlara  neden
olmamasi, HIV ve HBV gibi viriis enfeksiyon
tasimaya neden olmamasindan dolay1 tercih
nedenidir. Ancak otogreftleringreft yetersizligi
ve morbidite (kronik agri,yara yeri problemleri,
kan kaybi, wvb.) gibi komplikasyonlar
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mevcuttur Allogreftlerde de bulasici
hastaliklar ~ ve  immiinolojik red  gibi
komplikasyonlar mevcuttur.[5-7] Allogreft ve
otogreftteki bu komplikasyonlar greft olarak
biyomateryalleri 6n plana ¢ikarmaktadir.

Piyasada pek c¢ok farkli kemik grefti
mevcuttur  ve  ortopedistler,  seramikler,
biyoaktif ~ camlar, demineralize  kemik
matriksi,allogreft ve kemik morfogenetik
proteinleri de dahil olmak {izere ¢esitli greftler
arasindan se¢im yapabilir.

Biyoseramikler son 40 yildir klasik
kemik grefti olarak kullanilmaktadir.[8] CG
(Cam Greft) ‘ler ve TKF (Trikalsiyum Fosfat)
greftleri  biyomiihendislikte yaygin olarak
kullanilan seramik bazli greftlerdir. Ayrica
CG’ler osteokondiiktif ve antibakterial 6zellige
sahip greftlerdir.[9,10]

Biz bu c¢alismada sik goriilen
benignkemik tiimori tedavisinde kullanilan CG
ve TKF greftlerin klinik ve radyolojik
sonuglarin1  retrospektif  analiz  etmeyi
amagcladik.

Orijinal Makale

MATERYAL VE METOT

Bu calismada Ocak 2013 ve Aralik 2015 yillart
arasinda CG veya TKF greftile tedavi edilen ve
histopatolojik incelemede BKK, AKK ya da
diger iyi huylu kemik timdrii tanist konulan
hastalar retrospektif olarak analiz
edildi.Calismada  Helsinki ~ Deklerasyonu
Prensipleri’neriayetedildi .Toplam bulunan 47
hastanin 41’1 ¢aligmaya dahil edildi, 6 hastabir
yildan az takip siiresi nedeniyle ¢alisma dist
birakildi. Tim hastalarin  Oykiisii, klinik
muayene bulgular1 ve direk grafi ve MRI gibi
radyolojik tetkikleri incelendi. Hastalarin 21’1
kadin 20’si erkekti. Hastalar kiiretaj ve
koterizasyon sonras1t CG veya TKF greft ile
greftlenen hastalar olarak 2 gruba ayrildi.
Toplam 22 hastada (%53,6) CG, 19 hastada
TKF kullanildi (tablo 1). Timoriin boyutu X ray
veya MRI ile 6l¢iildii. Hastalar Ankara Atatiirk
Egitim ve Arastirma Hastanesi’nde ameliyat
edildi. Ameliyat oncesi klinik ve radyolojik
olarak iyi huylu olduguna emin olunan bu
hastalarda tanty1 dogrulamak icin ameliyatta
alinan kiiretaj materyalleri  histopatolojik
incelemeye gonderildi. Histopatolojik olarak
anevrizmalkemil kisti (AKK) (12 hasta) ,basit
kemik kisti(BKK) (10 hasta ) ve diger iyi huylu
kemik timdrii (19 hasta) olarak siiflandirildi.
Ameliyatta korteksten dril ve osteotom yardim
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ile oval bir kapak kaldirildi. Timoér kiiret
yardim ile dikkatlice ¢ikarildiktan sonra kavite
duvarmakiiretaj, burr ve koter
uygulandi.KaviteCG yada TKF greft ile
dolduruldu. Doldurulan kavite tiimoére ulagmak
icin acilan korteks pargasi ile kapatildi
Hastanede kalma siiresi ortalama 1.5 giindii (1
giin- 3 giin arasi). Histopatolojik inceleme ve
lokasyonla simiflandirilan tiimor tipleri tablo 1
de gosterilmistir. Hastalar taburculuk sonrasi
15. giinde dikislerini aldirmak igcin ve
sonrasinda aylik kontroller icin poliklinige
cagrilip  klinikk ve radyolojik  olarak
degerlendirildi.

Istatistiksel Analizler

Calismada yer alan siirekli sayisal degiskenlerin
normal dagilima uygunlugu ShapiroWilks testi
ile incelendi. Sayisal degiskenlerin gdsterimi
icin ortanca (ceyreklikler arasi genislik),
ortalamatstandart sapma ve minimum;
maksimum tanimlayici istatistikleri kullanildi.
Kategorik degiskenlerin gosteriminde say1 (n)
ve ylizde (%) verildi.

Calisma gruplarinda kategorik
degiskenlerin  farkliliginin  incelenmesinde
Fisherexact test, Yates ki kare testlerinden,
sayisal degisken degerlerinin
karsilagtirilmasinda ise Mann Whitney U
testinden yararlanildi.

Sayisal degiskenler arasindaki iligki
Spearmanrhokorelasyon katsayisi ile incelendi.
Anlamli  iliski  belirlenmesi  durumunda,
korelasyon katsayis1 0.00 — 0.19 araliginda ise
“iligki yok ya da onemsenmeyecek diizeyde
disiik iligki”, 0.20 — 0.39 araliginda ise “zayif
(diistik) iligki”, 0.40 — 0.69 araliginda ise “orta
diizeyde iliski”, 0.70 — 0.89 araliginda ise
“kuvvetli (yiksek) iliski” ve 090 - 1.0
araliginda ise “cok kuvvetli iligki” seklinde
yorumlandi.

Istatistiksel analizler ve grafikler igin
IBM SPSS Statistics 21.0 (IBM Corp. Released
2012. IBM SPSS Statisticsfor Windows,
Version 21.0. Armonk, NY: IBM Corp.) ve MS-
Excel 2007 programlart kullanild:. Istatistiksel
anlamlilik diizeyi p<0.05 olarak kabul edildi.

BULGULAR

Bu c¢alismada ortalama yasi 22,0 (14-32 yas
arasi) olan, 20 erkek ve 21 kadin (%51,2)
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toplam 41 hasta mevcuttu. Hastalarin ortalama
takip siiresi 44 ay (12- 86 ay arasi) idi.

X ray ve MRI ile dlgiilen tiimor hacmi
CG kullanilanlarda ortalama 20.7 cm3 (SD
17.7),TKF greft kullanilanlarda ortalama 19.5
cm3 (SD 20.2) idi.

3 hasta biiyiiyen rezidiiel kistler 1 hasta
da enfeksiyon nedeni ile 2.kez ameliyat edildi.
Bu hastalarin 2 si CG, 2 si TKF greft ile tedavi
edilmisti. Enfekte olan hastada TKF greft
kullanilmist1. ikinci ameliyatlarinda da yine
ayn greftler kullanildi.

Kaynama klinik olarak agrinin gegmesi
ve radyolojik olarak X Ray ile degerlendirildi.
3. ayda yeniden ameliyat edilen hastalar dahil
biitiin hastalarda radyolojik kaynama goriildii.
CG kullanilan hastalarda TKF kullanilan
hastalara gore, 14.-16. Aylar arasinda
radyolojik olarak konsolidasyonun daha hizli
oldugunu gozlendi(p= 0.0001).

16. Ay sonunda CG kullanilan
hastalarm X Ray’indaameliyat Oncesi ile
karsilastirildiginda istatistliksel olarak anlaml
olacak sekilde kavite goriilmedi.(p:0.0003)
TKF greft kullanilan hastalarda ise ameliyat
Oncesi gorintiilerle karsilastirildiginda 14,
Ayda kavite hacmi azalmaya bagladi ve 20.
Ayda anlamli bir farklilik gdsterildi.(p:0.01)
buraya kadar CG ve TKF greft kullanilan
hastalar arasinda anlamhi  bir farklilik
vardi.(p:0.01) Ancak 36. Ay dan sonra bu iki
grup arasinda bir farklilik goriilmedi.(p:0.78)

Orijinal Makale

Tablo 1. Hastalarin Demografik Verileri

Toplam
Veriler N=41
Cinsiyet, n(%)
Erkek 20 (48,8)
Kadn 21 (51,2)
Yas, yil
Ortalama 22,0
Ortanca (min-maks) 24 (14,0-
32,0)
Yon , n(%)
Sol 22 ((53,6))
Sag 19 (46,4)
Kullamlan greft n(%)
Cam Greft, BKK 6 (14,6)
TKF Greft, BKK 4(9,7)
Cam Greft, AKK 6 (14,6)
TKF Greft, AKK 6 (14,6)

TKF lyi Huylu Kemik Tiimérii 9 (21,9)
Cam Greft Iyi Huylu Kemik 10 (24,3)
Timori

Takip Siiresi, aylar

334
Ortalama 54,0
Ortanca (min-maks) 57 (12,0-
126,0)

BKK:Basit kemik Kisti, AKK:Anevrizmal kemik Kisti

TKF:Trikalsiyon fosfat

Resim 1: 14 yasinda erkek hastada sag humerus
proksimalyerlesimli ~AKK a) humerus
proksimalinden diafize uzanan lobiile kontirlii
septal1 kistik lezyon direk grafisi b) kiiretaj +
allogreftleme (cam greft) sonrasi post-operatif
direk grafisi c) post-operatif 10. ay grafisi; greft
fiizyonu goriilmekte

Resim 2: 40 yasinda kadin hastada sol klavikula
yerlesimli AKK. A) direk grafide distal
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klavikulada diafize uzanan septali kistik lezyon
direk grafisi b) kiiretaj + allogreftleme
(trikalsiyum fosfat) sonrasi post-operatif direk
grafisi ¢) post-operatif 4. ay grafisi

Orijinal Makale

TARTISMA

Ulkemiz verileri incelendiginde basit kemik
kisti osteokondrom ve enkondromdan sonra en
sik goriilen 3. benign kemik tiimoriidiir(%14) ve
anevrizmal kemik kisti (%9) sik goriilen benign
kemik tiimorlerinden biridir(11).

Iyi huylu kemik tiimérleri genellikle
defektin kiirete edilmesi ve olusan defektin
doldurulmasi ile tedavi edilir. Defektler igin
giiniimiizde kemik ¢imentosu, sentetik kemik
grefti, allogreft kemik ve otogreft kemik
kullanilmaktadir. Kemik ¢imentosu, kemik
stogunu korumamaktadir. Ayrica sertlesmis
cimento, kemikle ayni1 biyomekanik 6zelliklere
sahip degildir (12). Allogreftlerin bulasict
hastalik, derin enfeksiyon venonunion riskleri
mevcuttur.[13] Otolog kemik greftleri kemik
defektleri  i¢in  altin  standart  olarak
kullanilmaktadir. Yiiksek osteojenik kapasitede
olmasi, immiinolojik reaksiyonlara neden
olmamasi, HIV ve HBV gibi viriis enfeksiyon
tasimaya neden olmamasindan dolay1 tercih
nedenidir. Ancak otogreftleringreft yetersizligi
ve morbidite ( kronik agri,yara yeri
problemleri, kan  kaybi  gibi)  gibi
komplikasyonlari mevcuttur. Bu
komplikasyonlardan dolay1 sentetik
greftlereyonelinmistir.

Sentetik greftlerin  kullanim1 ile
bulasici hastalik riski ortadan kalkar, ayrica
sentetik greftlerin  kullanimi, donér saha
morbiditesine neden olmamaktadir. Diger
avantajlar1  ise  simirsiz miktarda  elde
edilebilmeleri ve erken fonksiyonel
rehabilitasyona izin verebilecek yeterli mekanik
destek saglayabilmeleridir. Sentetik greftlerin
biyouyumlu oldugu ve biiylik boyuttaki kemik
defektlerinin rekonsriksiyonu amach
kullanildig1 da bilinmektedir.[14] Ideal kemik
greftinden, otolog kemik greftinde oldugu gibi
osteokondiiktif ve osteoindiiktiif — 6zellik
gostermesi beklenilir. Ayn1 zamanda sentetik
greftler, viral veya bakteriyel kontaminasyon
riski olmadan kolayca temin edilebilirler. Bu
greftler uygulamasi kolay, uygun maliyetli
olmalidirlar ve immiinojenik
olmamalidirlar.[15] CG ler osteokondiiktif
Ozelliklerinin yaninda TKF greftten daha fazla
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osteostimiilatif 6zellige sahiptirler.[16] CG ler
ayrica anjiogenezi aktive eden ve antibakterial
ozellige sahiptirler.[17]

Bu calismadaki amacimiz iyi huylu
kemik tiimorleri defektinde TKFgreft ve CG
kullandigimiz  hastalarin  greftin =~ kemige
konsoliidasyon siiresini radyolojik olarak
karsilagtirmakti.

Ewaniev ve arkadaglari 2007-2012
yillar1 arasinda opere ettikleri 24 benign kemik
timori.  olan hastay1r retrospektif olarak
incelediler. Intralezyonel kiiretaj sonrasi olusan
kemik  defektleri, “Pro-Dense (Calcium
Sulfate-Calcium Phosphate Synthetic Bone
Graft Composite)” ile rekonstrukte ettiler.
Prodense ile tam radyolojik rezorbsiyonun ve
yeni kemik olusumunun tipik olarak ameliyat
sonrasi 5. ayda goriildiiglinii saptadilar(18).
Saikia ve ark. TKF greftveya HA
(hidroksiapetit) ile rekonstrukte edilen 24
hastay1 incelemisler. 24 hastanin 20’sinde HA,
4’tinde beta TCP kullanilmis, kaynama siiresi
ortalama 9 ay (6- 18 ay) olarak saptamuslar (19).

Linfors ve ark. Iyi huylu kemik
timorlerinde CG ve otogreft kullandiklar1 25
hastanin  sonuglarim1  karsilagtirmislar. CG
kullandilar1 hastalarda kaynama 12 ay da
basladigini ve 24 ayda preoperatif duruma gore
anlamli farklilik oldugunu goérmiisler. Otogreft
kullanilan ~ hastalarda  ise 12 ayda
konsoliidasyonun oldugunu ve kemikboslugnun
olmadig goriilmiis.[20]

Ulkemiz calismalar1 incelendiginde,
Celebi ve ark. Kanselloz greft ve sentetik grefti
karsilastirdiklari calismalarinda, sentetik greftte
ortalama 149 giin, kansellozgreftte 103 giin
kaynama siiresi elde ettiler. Ve bu fark
istatistiksel olarak anlamliydi[7]. Ulkemizde
bircok c¢alismada greft kullanimi sonuglar
bildirilmektedir [21].

Bizim yaptigimiz ¢alismada greftin
konsoliidasyon siiresi 36. Aya kadar CG
kullanilan hastalarda istatistliksel olarak daha
hizliydi. Ancak 36. Aydan sonra klinik ve
radyolojik bir fark olmadigimi gordiik. CG in
anjiogenezi aktive ettiginden dolay1 greft
konsoludasyonunun daha erken oldugunu
diistinmekteyiz.

Bu calismanin  bazi kisithliklar
mevcuttu. Calisma retrospektif analizdi ve hasta
sayis1 nispeten azdi. Bununla beraber, bu
greftlerin daha iyi anlasilmasi i¢in uzun stireli
takiplerle ileriye doniik randomize ¢alismalara
ihtiyag vardir.
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Orijinal Makale

SONUC

Sonu¢ olarak 1iyi huylu kemik timori
tedavisinde, cam greftlerintrikalsiyum fosfat
greftlerine alternatif olarak kullanilabilir.
Ayrica cam greftlerle tedavi edilen hastalarda
radyolojik olarak daha hizli fiizyon goriiliir.

Yazarlar arasinda hicbir ¢ikar ¢atismasi yoktur.
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Early Functional and Radiological Results of Mau Osteotomy for
Moderate-Severe Hallux Valgus Deformity

Orta-Ciddi Halluks Valgus Deformitelerinde Mau Osteotomisinin Erken
Donem Fonksiyonel Ve Radyolojik Sonuclar:

Yenel Giirkan Bilgetekin, Sinan Yiiksel, Kursat Resat Demir, Orhan Kunu, Halis Atil Atilla, Onder Ersan

Saglik Bilimleri Universitesi Diskap1 Yildirim Beyazit Egitim Ve Arastirma Hastanesi, Ortopedi Ve
Travmatoloji Klinigi, Ankara, Tiirkiye

Dergiye Ulasma Tarihi: Dergiye Kabul Tarihi: Doi: 10.5505/a0t.2020.90692

OZET

GIRIS ve AMAC: Bu ¢alismada orta-ciddi derecede halluks valgus deformitesinde Mau Osteotomisinin erken
donem fonksiyonel ve radyolojik sonuglarinin degerlendirilmesi amaglandi.
YONTEM ve GERECLER: Temmuz 2016 — Ocak 2019 tarihleri arasinda halluks valgus deformitesi tanisi ile
Mau Osteotomisi uygulanan 16 hasta geriye doniik olarak gézden gecirildi. Hastalarimizin ameliyat dncesi ve son
takiplerinde klinik bulgular;; AOFAS (Amerikan Ortopedi Dernegi Ayak-Ayak Bilegi Skoru) ve VAS (Visual
Analog Skala) ile degerlendirildi. Radyolojik bulgular i¢in her 2 ayak basarak 6n-arka ve yan grafiler ile HVA
(Halluks valgus agis1), IMA (Intermetatarsal ac1) 6lgiildii.
BULGULAR: Hastalarin 9’u kadin (%56) 7’si erkek (%44) olup, ortalama yas 43,7 idi. Hastalarin takip siiresi
ortalama 18 ay (dagilim: 6-27 ay) idi. Ameliyat sonrasi klinik olarak AOFAS ve VAS skorlar1 ameliyat dncesine
gbre anlamli olarak diizelmisti (p<0.05). Ameliyat 6ncesi radyolojik olarak, HVA 43.75 + 7.58, IMA 16.00 £ 2.82
iken; son takipte HVA 22.13 £ 6.63, IMA 7.44 + 3,38 olarak diizelmisti (p<0.05). Hastalarin %81’inde miikkemmel
ve iyi sonug tespit edildi.
TARTISMA ve SONUC: Sonug olarak hastalarimizin %81’inde miikkemmel ve iyi sonug alindi. Halluks valgus
deformitesinde Mau Osteotomisi erken donemde klinik ve radyolojik sonuglarimiza dayanarak etkin ve giivenilir
bir yontem olabilir.
Anahtar Kelimeler: Halluks valgus, Mau osteotomisi, halluks valgus agis1, intermetatarsal agi, AOFAS

ABSTRACT
INTRODUCTION: The aim of the present study was to evaluate the early functional and radiological results of
Mau osteotomy in the treatment of moderate -severe hallux valgus deformity.
METHODS: A retrospective evaluation was made of 16 patients undergoing Mau osteotomy for treatment of
hallux valgus deformity between July 2016 and January 2019. Clinical findings of patients were evaluated in
preoperative and the last follow-up visits using the American Orthopaedic Association Foot and Ankle Score
(AOFAS) and Visual Analog Scale (VAS). Radiological findings were measured with hallux valgus angle (HVA)
and the intermetatarsal angle (IMA) on anteroposterior and lateral standing radiographs of both feet.
RESULTS: 9 (56%) patients were female and 7 (44%) male with a mean age of 43.7 years. The mean follow-up
period was 18 months (range, 6-27 months). A statistically significant improvement was determined in AOFAS
and VAS postoperatively compared to the preoperative values (p<0.05). Radiologically, the HVA improved from
43.75 + 7.58 preoperatively to 22.13 £ 6.63 at the final follow-up examination, and the IMA from 16.00 + 2.82 to
7.44 + 3.38 (p<0.05). Excellent and good results were obtained in 81% of the patients.
DISCUSSION AND CONCLUSION: In conclusion, Mau osteotomy can be considered an effective and reliable
method in the treatment of hallux valgus deformity, based on the excellent and good clinical and radiological
results obtained in 81% of the current study patients.
Keywords: Hallux valgus, Mau osteotomy, hallux valgus angle, intermetatarsal angle, AOFAS
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INTRODUCTION

Hallux valgus (HV) is a clinical condition that
affects females in particular and when there are
clinical symptoms, severely diminishes quality
of life. HV is a common deformity affecting
48% of the adult population (1,2). As HV
deformity is a lateral deviation of the first
metatarsophalangeal (MTP) joint, it involves
deviation of the first row in several planes.
There may also be accompanying deformities
such as progressive subluxation of the first MTP
joint, metatarsus primus varus, sesamoid
subluxation, bunion formation on the metatarsal
head and widening of the forefoot (3,4).

For the diagnosis and evaluation of the
severity of the disease, the intermetatarsal angle
(IMA), distal metatarsal joint angle (DMJA)
and hallux valgus angle (HVA) are measured on
the standing anterior-posterior (AP) and lateral
radiographs. The upper limits are accepted as
HVA 15°, IMA 9° and DMJA 10°. According
to these angles and the degree of sesamoid
subluxation, the deformity can be classified as
mild (HVA<19°, IMA<13°), moderate
(HVA=20°-40°; IMA=14°-20°) or severe
(HVA>40°; IMA>20°) (5). When the IMA is
>15°, proximal osteotomy may be necessary. In
literature, Scarf or Z osteotomy, Ludloff and
Mau osteotomies have been reported to have
been carried out for this purpose (6).

In addition to conservative treatments
which can provide relief for patients, surgical
correction is the most effective treatment in
cases in which pain severely restricts quality of
life. A large number of surgical techniques have
been wused in first metatarsal osteotomy,
depending on the severity of the deformity, and
have been described in literature(2,7-12). The
Ludloff osteotomy is a mid-shaft osteotomy
oriented from the dorsal-proximal to the
plantar-distal. In 1926, Mau described an
oblique osteotomy in the sagittal plane from the
plantar-proximal extending to the distal-dorsal.
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The Mau osteotomy has been reported to be
reliable, providing strong correction in patients
with moderate and severe hallux valgus
deformity (13).

The aim of this study was to
retrospectively evaluate the early functional and
radiological results of patients applied with
Mau osteotomy for hallux valgus deformity, the
treatment of which remains variable and
controversial.

MATERIAL METHOD

Approval for the study was granted by the Local
Ethics Committee. A retrospective evaluation
was made of 16 patients undergoing Mau
osteotomy between July 2016 and January 2019
for a diagnosis of moderate severity hallux
valgus deformity. Hospital records were
investigated and patients that meet the inclusion
criteria were enrolled in the study. The pre-
operative and follow up radiographies were
obtained from the picture archiving and
communication systems (PACS) of the institute
(®Extreme PACS & RIS system; Ankara,
Turkey).

The patients applied undergoing
osteotomywere evaluated by comparisons of the
clinical and radiological results. Inclusion
criteria were patients aged 20 to 69, with
moderate to severe HV deformity (determined
on x-rays; IMA>12 degrees), cooperative, and
have the consent for operation and having pain
that affecting daily activities, compatible with
post-operative rehabilitation program. We
excluded the patients that lost to follow up, had
prior surgery for HV deformity, patients with
body mass index over 25 kg/m2 and if they had
a major complication related to anesthesia. The
age, gender, and affected side were recorded.
The degree of postoperative correction in HVA
and IMA were recorded together with the
functional results according to the Visual
Analog Scale (VAS) and American
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Orthopaedic Association Foot and Ankle Score
(AOFAS), and complications such as infection,
non-union or malalignment. The pre- and post-
operative evaluation (angle measurements and
clinical evaluation) was performed by an author
who was not a member of surgical team and we
used patients charts and hospital records to
reveal functional outcomes.
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All surgeries were performed by the
same surgical team and before starting the
surgical procedure,1gr cefazolin sodium was
administered intravenously. The surgery was
performed using a pneumatic tournigquet with
the patient in the supine position. Entry was
made with a dorsomedial incision 3cm in length
at the proximal of the first metatarsal. After
identification of the tarsometatarsal joint, the
bunion was excised then an oblique osteotomy
was carried out 1cm distal of the joint, medially
from the plantar-proximal towards the dorsal-
distal. Turning the distal fragment 9°, a new
level was achieved by obtaining a smaller IMA.
Fixation was provided by placing 2 K-wires
plantar-dorsal vertical to the osteotomy, and 2
cannulated lag screws of 2.7mm or 3.0 mm.
After completion of the bone procedures,
capsulography and soft tissue procedures were
completed. All patients were discharged the day
after surgery with a blow-knee-splint and
advised not to bear weight. Patients were
evaluated 6 weeks after surgery and allowed to
bear weight if the union of the osteotomy site is
observed. All patients were prescribed for non-
steroidal  anti-inflammatory  drugs  after
discharge.

Statistical Analysis

Data obtained in the study were
analysed statistically using IBM SPSS vn.25.0
software (IBM SPSS Statistics for Windows,
Version 25.0. Armonk, NY, USA).
Preoperative and postoperative HVA, IMA,
AOFAS, and VAS values were expressed with
meantstandard deviation (SD) values. In the
comparison of the preoperative and
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postoperative values, the Wilcoxon Signed
Rank test was used. A value of p<0.05 was
accepted as statistically significant.

RESULTS

The study included 16 adult patients undergoing
Mau osteotomy between July 2016 and January
2019 for a diagnosis of HV deformity. The
patients comprised 9 (56%) females and 7
(44%) males with a mean age of 47.3+18.1
years (median, 51.5 years; range, 21-69 years).
The mean follow-up period was

Figure 1. Preoperative and postoperative final
radiographs of a right foot applied with Mau
osteotomy.

18 months (range, 6-27 months). The HV
deformity wasat right side in 8 cases and left
side in 8 cases. The radiological measurements
were determined tobe HVA43.75 + 7.58
preoperatively and 22.13 + 6.63 at the final
follow-up examination, and IMA was 16.00 +
2.82 preoperatively and 7.44 & 3.38 at the final
follow-up examination (p<0.05) (Figure 1).
VAS was determined to be 8.63 + 1.14
preoperatively and 1.25+ 0.85 at the final
follow-up examination and AOFAS was 33.69
+ 14.37 and 84.38 + 6.67, respectively (p<0.05,
p<0.05) (Table 1).
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In 2 patients with hammer deformity of
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surgical techniques used in moderate and severe

Table 1, Preoperative and postoperativeHVA, IMA, AOFAS, and VAS values of the patients

Preoperative
Mean t 5D
Median {minimum- maximum)

Postoperative P*
Mean t 5D

Median {minimum- maximum)

HVA 43.75 +7.58
43 (30-59)
IMA 16.00 +2.82
16 (12-23)
VAS 8.63+1.14
8.5 (7-10)
AOFAS 33.69 +14.3
31 (13-55

22,13 + 6.63 <0.0001
20.5 (13-33)

7.44 +£3,38 <0.0001
7.5 (3-14)

1.25 +0.85 <0.0001
1 (0-3)

84.38 * 6.67 <0.0001
87 (70-90)

*Wilcoxon Signed Rank test

the 2nd toe in addition to HV deformity, toe
arthrodesis with K-wire was conducted in the
same session. In 1 of these patients, plate-screw
revision was made because of loss of reduction
and fixation related to inappropriate weight-
bearing during the follow-up period.

DISCUSSION

Hallux valgus deformity is a widespread
deformity affecting approximately 48% of the
adult population and is one of the most
frequently occurring complaints of patients
presenting to orthopaedic polyclinics (1,2). It is
one of the most important differential diagnoses
in patients presenting with foot pain (14, 15).

Of the many treatment methods
described for HV deformity, metatarsal
osteotomy performed with the appropriate
technique for appropriate indications is a
method with pleasing results,which improves
the quality of life of patients. Proximal Chevron
and Ludloff osteotomies are amongst these
methods (2,13,14).The Mau osteotomy has
been reported to be more successful than these
osteotomies with respect to stability (1,15).
The aim of this study was to evaluate the
efficacy of the Mau osteotomy as one of the

Adress for correspondence:

e-mail:

Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi

HV deformities.

There are few studies in literature that
have compared the amount of correction in Mau
osteotomy with that of other proximal
metatarsal osteotomies (2,13,15). In a study by
Tanujanet al. (2), the HVA and IMA were
reported to be39 °© (range, 22-58) and 15 °
(range, 13-21) respectively, preoperatively, and
15 ° (range, -2-36) and 9 ° (range, 0-14)
postoperatively. Glover et al. (13)reported that
the preoperative mean HVA and IMA values of
31.3° and 16.6° respectively, improved to
13.00° £ 7.15° and 9.80° + 2.43° respectively,
postoperatively. In the current study, the
radiological values were determined tobe
HVA43.75 £ 7.58 preoperatively and 22.13 +
6.63 at the final follow-up examination, and
IMA 16.00 + 2.82 preoperatively and 7.44 +
3.38 at the final follow-up examination
(p<0.05).

In the study of Tanujanet al(2), the
mean AOFAS was reported to be 47 (range, 34-
62) preoperatively and 93 (range, 69-100)
postoperatively. In a study by Arcuriet al(16),
the preoperative AOFAS was mean 25.5+16.7
and this increased to 95.4+5.7 postoperatively.
In the current study, the preoperative AOFAS of
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33.69 £ 14.37 increased to 84.38 £ 6.67 at the
final follow-up examination (p<0.05).
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In the study of Glover et al(13),
complications were recorded as deformity
recurrence in 3 patients, open non-union in 1,
dorsal cortical non-union in 8, insufficient
correction in 5, and fracture in 1. In the current
study, fracture was determined in 1 patient, for
which revision surgery was performed with
plate and screws.

The main limitation of our study was
the lack of a control group and the retrospective
manner. But considering the major differences
between pre-operative and post-operative
findings of patients undergoing Mau osteotomy,
it is proper to conclude the radiological and
functional outcomes of this surgical method.
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Future studies should try to reveal the
advantages or disadvantages of Mau osteotomy
with a prospective design and control groups.

Conclusion

In conclusion, the results of this study
demonstrated that excellent and good results
were obtained in 81% of the patients. Therefore,
on the basis of these early clinical and
radiological results, Mau osteotomy can be
considered an effective and reliable method in
the treatment of hallux valgus deformity.
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Analysis Of Clinical And Demographic Characteristics For The Differential
Diagnosis Of Pseudothrombocytopenia

Psodotrombositopeni Ayiric1 Tanis1 I¢in Klinik Ve Demografik Ozelliklerin
Analizi
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Dergiye Ulagsma Tarihi: 07.11.2019 Dergiye Kabul Tarihi: 18.02.2020 Doi: 10.5505/a0t.2020.92499

OZET

GIRIS ve AMAC: EDTA'ya bagli yalanci trombositopeni (EDTA-PTCP), otomatik kan sayimi analizérleri ile
yapay diisiik trombosit sayimlarina yol agan, in vitro bir trombosit kiimelenmesi olgusudur. PTCP bilgisi, klinik
degerlendirmenin dogrulugu ve gereksiz tedaviyi onlemek i¢in dnemlidir. Bu ¢alismanin amaci, trombositopeni
durumunda PTCP siiphesi i¢in kullanilabilecek 6ngoriicii belirleyicileri tespit etmektir.
YONTEM ve GERECLER: Ocak 2016-Ocak 2019 tarihleri arasinda 3 yillik siire boyunca hematoloji
boliimiimiize bagvuran hastalarin retrospektif bir degerlendirmesi yapildi. PTCP ayirici tanist i¢in ayirt edici bir
parametre belirlemek amaci ile PTCP hastalar1 ile immiin trombositopeni (ITP) hastalar1 ve saglikli bireyler
arasinda karsilastirmalar yapildi. Demografik 6zellikler, hemogram ve biyokimyasal parametreler, altta yatan ve
eslik eden hastaliklar ve trombosit indeksler arastirildi.
BULGULAR: EDTA-PTCP'li 164 hasta, ITP'li 43 hasta ve 45 saglikli kontrol hastasinin degerlendirmesi yapildi.
PTCP hastalarinda komorbidite sayisi, trombosit sayisi, ortalama trombosit hacmi, trombosit ve trombosit dagilim
genisligi hem ITP hem de kontrol grubundan anlamli olarak farkliyd: (p<<0.05). Lojistik regresyon analizi, PTCP'yi
ITP'den veya kontrol grubundan ayirt etmek i¢in kullanilabilecek anlamli bir parametre olmadigimi gosterdi
(p>0.05).
TARTISMA ve SONUC: PTCP'yi trombositopenik ve saglikli durumlardan ayirmak igin hematolojik
parametrelerin kullanimi diisiiniilebilir. Ancak, mikroskobik periferik kan yayma analizi hala en giivenilir ve ayirt
edici yontemdir.
Anahtar Kelimeler: psédotrombositopeni, tani, kan parametreleri

ABSTRACT
INTRODUCTION: EDTA-dependent pseudothrombocytopenia (EDTA-PTCP) is an in-vitro phenomenon of
platelet clumping that leads to artificial low platelet counts by automatic hematology analyzers. Knowledge of
PTCP is important for the accuracy of a clinical assessment and to avoid unnecessary treatment. The aim of this
study was to determine easily available predictive markers which can be used for suspicion of PTCP in case of
thrombocytopenia.
METHODS: A retrospective evaluation was made of patients admitted or referred to our hematology department
during the 3-year period from January 2016 to January 2019. Comparisons were made of the PTCP patients with
immune thrombocytopenia (ITP) and healthy subjects to determine a distinctive parameter for the differentiation
of PTCP. Differences were investigated in demographic characteristics, hemogram and biochemical parameters,
underlying and comorbid diseases and platelet indices.
RESULTS: Evaluation was made of 164 patients with EDTA-PTCP, 43 patients with ITP and 45 healthy control
subjects. In PTCP patients, the number of comorbidities, platelet count, mean platelet volume, plateletcrit and
platelet distribution width were significantly different from both the ITP and control groups (p<0.05). Logistic
regression analysis revealed no significant parameter that could be used to differentiate PTCP either from ITP or
the control group (p>0.05).
DISCUSSION AND CONCLUSION: Hematological parameters may be considered for the use to differentiate
PTCP from thrombocytopenic and healthy conditions. However, microscopic peripheral blood smear analysis is
still the most reliable and distinctive method.
Keywords: pseudothrombocytopenia, diagnosis, blood parameters
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Introduction

Ethylenediaminetetraacetic  acid (EDTA)
dependent pseudothrombocytopenia (PTCP) is
a common laboratory phenomenon with
prevalence of 0.07%—2% (1-4). EDTA-PTCP
was first reported by Gowland et al. in 1969 (5).
It is caused by in vitro platelet (PIt) clumping,
which leads to spuriously low PIt counts by
automatic hematology analyzers. As a result of
incorrect measurements, PTCP may cause
diagnostic failure although it has no clinical
significance. Manual examination of a
peripheral blood (PB) smear showing platelet
clumps in a patient with no bleeding history
should raise suspicion about this in vitro
phenomenon.

The mechanism has not been clearly defined. It
is considered to be an anticoagulant-dependent
immunologically-mediated phenomenon due to
the presence of anti-Plt autoantibodies (6, 7).
Glycoprotein Ilb is present as a Ca*?-dependent
heterodimer complexed with glycoprotein Illa.
The epitope of the antiplatelet antibody causing
EDTA-PTCP is a cryptoantigen that is only
revealed in the dissociated form of glycoprotein
IIb. The dissociation of the dimer is dependent
on calcium concentration. Therefore, EDTA has
calcium chelating effect that induces the antigen
antibody binding (8-10).

Knowledge of PTCP is important for the
accuracy of a clinical assessment and to avoid
unnecessary treatment. This phenomenon, if
unrecognized, can lead to additional testing,
delays in diagnostic or therapeutic procedures,
and inappropriate treatments including platelet
transfusion, steroid therapy, and splenectomy.
There are a limited number of studies evaluating
PTCP and risk factors and associated
underlying diseases. Therefore, it is important
to identify and reliably correct spurious low
platelet counts in a timely manner to avoid the
unnecessary treatment of healthy individuals or
selected patient populations. The aim of this
study was to determine the incidence and
associated parameters of EDTA-PTCP, and to
determine distinctive markers that could be used
at the time of admission when PTCP is
suspected in cases of thrombocytopenia.
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Materials and methods
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A retrospective evaluation was made of all
patients who were admitted, referred or
consulted to our hematology department during
the 3-year period from January 2016 to January
2019. Complete blood count (CBC) was
performed using blood anticoagulated with 5%
sodium EDTA. PB smear is routinely prepared
for all patients admitted to our department as an
institutional protocol. The patients with
thrombocytopenia were analyzed and 3 groups
were formed:;

1. Patients with EDTA-PTCP

2. Patients with newly-diagnosed immune
thrombocytopenia (ITP) (control 1)

3. Healthy subjects (control 2)

EDTA-PTCP was diagnosed from the following
criteria (2) : 1) reduction of the platelet count to
<100x10°%L; 2) presence of platelet agglutinates
in EDTA-anticoagulated samples; confirmed
presence of platelet clumps by microscopic
examination of PB smears stained with
Wright’s & Giemsa stains.

Patients with any hematological malignancy or
hematology-associated disease were excluded.
A control group of newly-diagnosed ITP
patients was selected from the same database, as
they had real thrombocytopenia with the
exclusion of other disease  causing
thrombocytopenia. The other control group was
formed of healthy subjects who were admitted
to the hematology department with normal CBC
and biochemical laboratory tests and without
any underlying disease. The PTCP patients
were compared with ITP patients and the
healthy subjects to assess distinctive parameters
for PTCP. Differences were investigated in
demographic  characteristics, CBC and
biochemical parameters, underlying and
comorbid diseases and platelet indices. It was
aimed to determine easily available predictive
markers which could be used when PTCP is
suspected in cases of thrombocytopenia.

Statistical analysis

Data obtained in the study were analysed
statistically using SPSS 24 software. Kruskal-
Wallis H test statistics were used to compare 3
or more independent variables with the
measured values. y2-cross tables were used to
investigate the relationship between two
categorical variables. The relative risk (RR) was
calculated according to this table. The Binary
Logistic regression method was used to analyze
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risk situations. A value of p<0.05 was accepted
as statistically significant.
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Ethical approval and informed consent

All procedures performed in studies involving
human participants were in accordance with the
ethical standards of the institutional and/or
national research committee and with the 1964
Helsinki Declaration and its later amendments
or comparable ethical standards. As a standard
of care/action of our hospital, the patient records
confirmed that all the study patients gave
informed consent at the time of hospitalization
and before the administration of any
intervention.

Results

Evaluation was made of 164 patients with
EDTA-PTCP, 43 patients with ITP and 45
healthy control subjects. The patients with
EDTA-PTCP comprised 62 males (37.8%) and
102 females (62.2%), with a median age of 52.0
years (range: 18.0-94.0 years). The median
platelet count was 54.5 x 10%/uL (range: 1.0-
99.0) in the presence of EDTA. The
demographic  characteristics and  blood

344

parameters of the 3 groups are shown in Table
1.

Of the PTCP cases, 92.6% (n=152) were
outpatients, and the others were hospitalized. In
65 PTCP patients (39.6%), 118 comorbidities
were determined. The most common diseases
were hypertension (HT) (n:19, 16.1%),
Diabetes Mellitus (DM) (n:18, 15.2%), Hypo-
hyperthyroidism (n:17, 14.4%), cardiovascular
disease (n:12, 10.1%) and solid organ
malignancies (n:9, 7.6%). In 36 patients
(22.0%) at least one autoimmune-associated
disease was determined.

To determine distinctive parameters to
differentiate PTCP, the PTCP group was
compared with the ITP and control groups. In
the PTCP group, the number of comorbidies, PIt
count, Mean platelet volume (MPV) level,
Plateletcrit (Pct) and Platelet distribution width
(Pdw) were significantly different from both the
ITP and control groups (p<0.05). The
comparisons of the 3 groups are shown in Table
1. Logistic regression analysis revealed no
significant association (Table 2 and 3).

Table 1. Demographic characteristics and blood parameters of the groups
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PTCP ® ITP @ Control @ p
(n=164) (n=43) (n=45)
Age, years, median [min.- | 52.0 [18.0-94.0] 48.0 [20.0-77.0] 41.0[22.0-720] | 0.265
max.]
Gender 102 (%62.2) 28 (%65.1) 30 (%66.7) 0.834
0 002 oo ooy '
ﬁ;?:'(i ((;;)/0) 62 (%37.8) 15 (%34.9) 15 (%33.3)
Number of comorbidies 1.5[0.0-5.0] 10[0.0-20] 0.0[00-0.0] 0.000
Otoimmune disease
Yes 36 (%22.0) 6 (%14.0) y
N 128 (%78.0) 37 (%86.0) 45 (%100.0) 0.002
Whe (x10%mm?) median | 8.1 [16-286] 7.9[43-180] O[TILE] | 0.0%
[min.-max.]
Hb (g/dL) median [min- | 135[6.3-169] 135[7.7-17.6] 138[11.9-166] | 0.208
max.]
PIt (x10%/mm?) median 545 [1.0-99.0] 4.0[1.0-64.0] 296.0[159.0- | 0.000
[min.-max.] 34001
MPV (fL) median [min.- | 94 [66-148] 88 [57-127] 8s[estoq | 0.0
max.]
Pct (%) median [min.-max] | 0.05[0.00-0.12] 001[0.0-0.22] 022[013-0.28] | 0.000
Pdw (%)median [min.- 176 [135-200] 167[135200] | 166[157-17.7] | 0.000
max.]
Neutrophil (x10%/mm?) 4.4[11-26.1] 5.0[2.0-15.0] 42[25-83] 0168
median [min.-max.]
Lymphocyte (x10/mm3) | 22[03-6.9] 19[0.6-3.9] 21[1.3-36] 0.144
median [min.-max.]
Monoacyte (x 10/mm?) 0.58 [0.0-4.3] 05[0.17-2.1] 0.5 [0.3-0.8] 0.320
median [min.-max.]
Creatinine (mg/dL) median | 0.8 [05-3.0] 0.8[0.6-1.2] 0.8 [0.4-1.6] 0.423
[min.-max.]
Total bilirubine (mg/dL) | 0.6 [01-43] 0.6[0.3-L9] 05[0.3-2.6] 0230
median [min.-max.]
AST (U/L) median [min.- | 220 [120-747.0] 185[110-350] | 200[8.0-500] | 0.031
max.]
ALT (U/L) median [min.- | 17.5[6.0-303.0] 17.0[9.0-34.0] 17.0 [6.0-94.0] 0.942
max.]
Calcium (mg/dL) median | 95 [7.2-114] 95[8:3-104] 95[86-106] | 0495
[min.-max.]
Sodium (mEg/L) median 138.0 [127.0-1440] | 139.0 [132.0-142.0] | 140.0 [136.0- 0.009
[min.-max.] 1430]
Potassium (mEg/L) median | 4.1[34-5.2] 3.9[3.2-4.6] 4.3[38-5.0] 0.000
[min.-max.]
LDH (U/L) median [min.- | 196.0 [137.0-2200.0] | 215.0[133.0-433.0] | 187.0 [132.0- 0.022
max] 248.0]
Ferritin (ng/mL) median 29.0 [2.6-1500.0] 310 [2.4-313.0] 175[1.1-3230] | 0.301
[min.-max.]
Vitamin B12 (pg/mL) 229.0 [53.0-1500.0] | 172.0 [26.0-1500.0] | 241.0 [45.0-782.0] | 0.010
median [min.-max.]

PTCP: Pseudothrombocytopenia, ITP: Immune thrombocytopenia, WBC: White blood count, Hb: Hemoglobin, Plt: Platelet, MPV: Mean
platelet volume, Pct: Plateletcrit, PDW: Platelet disturbution width, AST: Aspartate aminotransferase, AST: Alanine aminotransferase, LDH:
Lactate dehydrogenase
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Table 2. Logistic regression analysis of parameters between PTCP and control group
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B SE Wal df p Exp(B) 95% ClI for Exp(B)
d Lower Upper

Comorbidity 1.559 4086.501 | .000 1 1.000 4.753 .000 7.345
Otoimmun -3.371 9988.773 | .000 1 1.000 .034 .000 0.058
disease
Plt .000 533 | .000 1 .999 1.000 .352 2.839
MPV 475 6519.204 | .000 1 1.000 1.607 .000 2.102
Pct -31.812 588462.86 | .000 1 1.000 .000 .000 0.000
Pdw 1.531 3287.321 | .000 1 1.000 4.624 .000 5.824
Vit B12 .001 8.565 | .000 1 1.000 1.001 .000 1.045
Constant 35.307 188.373 | .000 1 1.000 | 200.000

PTCP: Pseudothrombocytopenia, Plt: Platelet, MPV: Mean platelet volume, Pct: Plateletcrit, PDW: Platelet disturbution width, B: Beta
coefficient, Cl: Confience interval, SE: Standard error, df: degree of freedom, Exp (B): exponentiation of B coefficient

Table 3. Logistic regression analysis of parameters between ITP and control group

B SE Wald df p Exp(B) 95% CI for Exp(B)
Lower Upper

Comorbidity -5.993 39114.603 .000 1 1.000 .002 .000 0.004
Otoimmun 9.020 72607.978 .000 1 1.000 | 8265.260 .000 7.042
disease
Plt .000 .256 .000 1 .999 1.000 .605 1.653
MPV .051 3586.316 .000 1 1.000 1.053 .000 .1.120
Pct -127.013 306188.74 .000 1 1.000 .000 .000 0.000.
Pdw 2.979 2108.151 .000 1 .999 19.669 .000 1.8809.
Vit B12 .038 47.896 .000 1 .999 1.038 .000 1.431
Constant -27.175 38970.418 .000 1 999 .000

ITP: Immune thrombocytopenia, Plt: Platelet, MPV: Mean platelet volume, Pct: Plateletcrit, PDW: Platelet disturbution width, B: Beta
coefficient, Cl: Confience interval, SE: Standard error, df: degree of freedom, Exp (B): exponentiation of B coefficient

Discussion

It is important to identify PTCP in order to
avoid unnecessary diagnostic testing and
treatment of healthy individuals. During
evaluation of patients with thrombocytopenia,
the first differential diagnosis to be excluded
must be PTCP. Differential diagnosis is more
difficult in primary care and centers that do not
have a hematology department and cannot
perform PB smear examination. In addition,
there is still no distinctive demographic or blood
marker for the diagnosis that is easily available.
To date, few studies have investigated the
associated clinical parameters. The
determination of an association of demographic

characteristics and underlying diseases with
PTCP may help clinicians. Generally the
phenomenon has been reported to be not age or
gender-related (3, 11). However, Xiao Y et al.
showed that the prevalence of EDTA- PTCP
increases with age and a cohort aged >50 years
included more males than females (12). In
contrast, another study showed female
predominace (13). In  the current study,
although the PTCP patients were older than
both the ITP and control groups, the difference
was not statistically significant. In addition, the
number of comorbidities and co-existing
autoimmune diseases were more frequent in
PTCP patients. A previous report suggested that
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EDTA-PTCP occurs more frequently in
severely ill patients with autoimmune,
neoplastic, atherosclerosis-related, and liver
diseases (11, 13), whereas other studies have
reported no association with age, gender, burns,
trauma, sepsis, human immunodeficiency virus,
rubella, cytomegalovirus, autoimmune
disorders, malignancy, cardiac surgery, or
medication (3, 11, 14).

In a study including 104 EDTA-PTCP
patients and 208 matched control subjects,
EDTA-PTCP patients were seen to have a
higher frequency of malignant tumor and a
lower frequency of HT and DM than the control
group. It is interesting that they also somehow
showed that the prognosis of EDTA-PTCP
patients was significantly poorer compared to
the control group (1). In the current study, the
most common underlying diseases were HT,
DM and hypo-hyperthyroidism. Moreover, 7%
of PTCP patients had underlying solid organ
tumors and 22% had at least one autoimmune-
associated disease. As the healthy control group
was selected from patients without any
underlying disease, the effect of comorbidity on
the prevalence of PTCP could not be analyzed.
Similarly, Isik et al. showed that 23.8% of
PTCP patients had DM, 32.5% had HT, 26.3%
had atherosclerotic heart disease, and 10% had
hypothyroidism. There was no statistically
significant difference between the control and
patient groups in respect of comorbidities (11).
All these results show that PTCP patients have
chronic comorbidities especially autoimmune-
related disorders. As the most well-known
underlying mechanism is immune-mediated
anti-Plt autoantibodies (6, 7, 11), it can be
expected to coexist with immune-mediated
disorders. However, no significant association
or risk factor has yet been demonstrated.

The easily available blood parameters
which may help clinicians to differentiate PTCP
from other thrombocytopenic patients should be
identified. Whether or not CBC parameters,
especially plt indices, can be distinctive has
been the subject of investigation. Studies
published in the past few years have revealed
that MPV may play an important role in the
development, progression and complications of
several human disorders (15). PTCP
phenomenon has been shown to be associated
with substantial and time-dependent changes of
MPV. EDTA also generates a time-dependent
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shape change, swelling and increase of platelet
size, so that the MPV measured in citrated blood
can differ from that assessed in EDTA blood of
the same donor (15). In contrast, in a study
where the MPV on admission and at the time of
diagnosis of EDTA-PTCP was analyzed, the
authors showed that the mean MPV at the time
of diagnosis of PTCP was 7.5 (range 6.5-8.3),
which was not significantly altered from values
prior to diagnosis (13). In the current study, the
median MPV of PTCP patients was 9.4 [6.6-
14.8] which was statistically higher than that of
the ITP and heathy control groups. The Pct and
Pdw values were also higher in the PTCP group.
In another similar study, high white blood cell
and MPV values were found in the PTCP group
(11). According to all these results, higher MPV
in a thrombocytopenic patient without bleeding
history should arouse suspicion of PTCP.
Another new study study investigated the use of
MPV for distinguishing the causes of
thrombocytopenia in adult patients (16). The
authors suggested that MPV is useful for
differentiating the cause of thrombocytopenia
and MPV >8.8 fL has acceptable sensitivity and
specificity for diagnosis of over-destructive
thrombocytopenia. In that study,
underproductive bone marrow group comprised
mostly patients with hematological
malignancies whereas over-destructive
thrombocytopenia group included only ITP
patients. In addition to this data, although it is
not a true thrombocytopenic situation, we found
the PCTP patients had higher MPV levels than
ITP patients in our study.

Xiao Y et al. analyzed the prevalence
and biochemical profiles of EDTA-PTCP in a
generally healthy population (12). EDTA-PTCP
patients were compared with age and gender-
matched randomly selected non-PTCP control
subjects. The levels of alanine transaminase
(ALT), aspartate transaminase (AST), alkaline
phosphatase (ALP), lactate dehydrogenase
(LDH), and uric acid were found to be
significantly higher in the PTCP group. In the
current study, the AST level of PTCP patients
was higher than that of the ITP group but was
similar to the values of the healthy control
group. There were no other significant
biochemical parameters distinctive for PTCP
patients.

Logistic regression analysis, including
all CBC and biochemical parameters which
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were found to be different in the PTCP group
compared to the ITP and healthy control groups,
revealed no significant association. At this
point, the importance of microscopic
examination of PB smear must be again
emphasized. When EDTA-dependent PTCP is
suspected, a blood sample of the patient with
tubes containing other anticoagulants can be re-
evaluated (17). However, this simple and
inexpensive diagnostic method is not always
available in all centers. In such a situation, the
clinician must suspect PTCP from the clinical
and blood parameters and refer the patient to an
advanced center. The major limitation of
this study is the retrospective and descriptive
design. The diagnosis of EDTA-PTCP in the
current cases were not proved by the
examination of blood samples with other
anticoagulants such as heparin and citrate since
we know that pseudothrombocytopenia may
occur due to those anticoagulants. Further large-
scale, prospective, randomized clinical trials are
needed to determine if any blood parameter is
effective in differential diagnosis in patients
with thrombocytopenia, especially in respect of
PTCP.

In conclusion, EDTA-PTCP should be
suspected in patients with low plt counts with
no apparent bleeding tendency. Although the
prevalence of EDTA-PTCP is low in the general
population, it is often misdiagnosed and
frequently may lead to unnecessary evaluations
and treatment. Therefore, it is essential that all
physicians are aware of this entity. Although
some  hematological and  biochemical
parameters may be used to suspect PTCP in
cases of thrombocytopenia, microscopic PB
smear analysis is still the most reliable and
distinctive method.

Orginal Article
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Serum Level Of The Soluble CD 40 Ligand And Mean Corpuscular
Volume, Mean Platellet Volume In Patients With Ischemic And
Hemorrhagic Cerebrovascular Disease

iskemik ve Hemorajik Serebrovaskiiler Hastalarda Ortalama Eritrosit
Hacmi, Ortalama Trombosit Hacmi ve ¢oziuniir CD 40 ligand seviyesi
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OZET

GIRIS ve AMAC: Serebrovaskiiler hastalik (SVH) tanis1 ve prognozunun tayininde goriintiileme yontemlerinin
yani sira, her gecen giin yenisi eklenen biyokimyasal belirteclerin de klinik ©Onemi artmaktadir.
Calismamizda iskemik ve hemorajik SVH’larda soluble-CD40 ligand (sCD40L), ortalama trombosit (MPV) ve
ortalama eritrosit hacmi (MCV) diizeylerinin erken prognoz ve mortalite ile iligkisinin tespit edilmesi
amaclanmigtir
YONTEM ve GERECLER: Calismaya 100 iskemik ve 80 hemorajik inme olan hastalar ve 50 saglikli goniillii
kontrol grubundan olugan 230 birey dahil edildi. Her hastamin demografik verileri ve Glasgow Koma skalalart,
intraserebral kanamali hastalarda ISK skoru ve iskemik inmeli hastalarda NIHSS puanlari, kan MPV, MCV,
sCD40L diizeyleri kaydedildi
BULGULAR: sCD40L ve MCV diizeyleri acisindan hasta gruplar ile kontrol grubu arasinda anlamli bir farka
rastlanmadi. MPV diizeyinin iskemik ve hemorajik inme gegiren hastalarda kontrol grubuna goére anlamli oranda
yiiksek oldugu gézlendi. inme gegiren hastalarin % 22,2’si, ilk hafta igerisinde yagsamini yitirdi. Olen hastalarda
sCD40L degerlerinin, yasayan hastalarin sCD40L degerine gore anlamli oranda diisiik oldugu gézlendi. MCV ve
MPV diizeyleri agisindan yasayan ve Olen hastalar arasinda anlamli bir fark tespit edilmedi.
TARTISMA ve SONUC: MPV diizeyleri akut inme ile bagvuran hastalarda anlaml oranda yiikselmektedir. Tlk
tan1 anindaki diisiik serum sCD40L diizeyleri akut inme gegiren hastalarda erken prognozun daha kotii olacagina
isaret edebilir.
Anahtar Kelimeler: Serebrovaskiiler hastaliklar, Ortalama eritrosit volimii, Ortalama trombosit voliimii,
Coziinmiis CD40 Ligand diizeyi

ABSTRACT
INTRODUCTION: The clinical importance of biochemical indicators as well as imaging methods in diagnosis
and prognosis of cerebrovascular disorder increase continuously. The aim of the present study is to determine the
relationship among soluble-CD40 ligand, mean platelet volume (MPV), mean red blood cell volume (MCV) levels
and early prognosis in ischemic and hemorrhagic stroke.
METHODS: 100 ischemic and 80 hemorrhagic stroke patients and 50 healthy volunteers were included in the
study. Demographic data, Glasgow Coma Scale, intraserebral hemorrhage scale and NIH Stroke Scale/Score
results for stroke, hemoglobin, MPV, MCV and sCD40L measurement results were enrolled.
RESULTS: MPV levels for patients with ischemic and hemorrhagic stroke were significantly higher than the
control group. There was no a significant correlation between blood MCV/serum sCD40L levels and strokes.
sCDA40L levels for exitus patients was statistically significantly lower when compared to SCD40L levels in living
patients.
DISCUSSION AND CONCLUSION: MPV levels in patients with stroke increase considerably. The low level
of SCD40L may be a parameter associated with early unfavorable prognosis and mortality.
Keywords: Cerebrovascular disease, mean platelet volume, mean corpuscular volume, soluble CD40 ligand.
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Introduction

Cerebrovascular disease (CVD) is the
second most common reason for mortality
following cardiovascular diseases in individuals
aged greater than 60 years; CVD is also the
primary reason for disability and loss of
workforce in the world. Age, sex, race, family
history, hypertension (HT), heart diseases,
diabetes  mellitus  (DM),hyperlipidaemia,
smoking, alcohol use and atherosclerosis are
risk factors for cerebrovascular diseases. The
long-term activation of endothelium cells is
believed to play a role in atheropathogenesis

[1].

Endothelial surface damage associated
with  inflammation  increases  adhesion
molecules. Migration of inflammatory cells,
monocytes and T lymphocytes and adhesion of
lipids provides a prothrombotic characteristic to
plagues on the endothelial surface [2].
Inflammation increases the blood flow in the
cerebral endothelium, thereby increasing the
risk of intraluminal thrombosis and stroke [3].

It has been reported that CRP level, an
indicator of inflammation, increases the risk of
stroke by 2-3 folds [4, 5]. The relationship of
increased levels of serum soluble sCD40-ligand
with vascular diseases, thrombosis, acute
coronary syndrome and acute cerebral
ischaemia has been emphasised [6-7]; CD40
ligand is produced in active CD4+ T
lymphocytes. Its soluble form (sCD40L) is
produced in platelets present in the circulation;
sCD40L is important in the activation of
endothelium cells. Serum sCD40L binds with
CDA40 in the endothelial cells and synthesises a
tissue factor, which is important in the
inflammatory response [8].

The association of mean platelet volume
(MPV) with idiopathic and ischaemic
cardiomyopathy  [9], acute  myocardial
infarction [10, 11], coronary artery disease [12]
and CVD [13-14] has been reported. Further,
mean corpuscular volume (MCV) may be a
prognostic factor for the mortality and
morbidity of early stage acute ischaemic stroke
[14).

Our study aimed to detect soluble CD40
ligand levels, MPV and MCV in ischaemic and
haemorrhagic patients with acute stroke. The
study also aimed to investigate the relationship
between the above mentioned parameters and
the early mortality of patients with stroke.
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Methods

Our study included a total of 180 patients
who were admitted to the emergency service
(ES) department of the FiratUniversity, Faculty
of Medicine (FUTF), and diagnosed with
ischaemic and haemorrhagic stroke; further, 50
healthy controls were also included. The study
was approved by the ethics committee of the
said institution. The criteria for inclusion were
as follows: at least 18 years old, admission to
the ES within the first 24 hours (from symptom
onset to presentation) and consent to participate
in the study. Patients aged less than 18 years,
pregnant women, patientsreceiving steroids and
patients with pulmonary emboli, acute coronary
syndrome, acute kidney failure and chronic
kidney failure were excluded from the study.
Patients with TIA were also excluded from this
study. The diagnosis was made from the
patient’s symptoms was confirmed by
radiologic imaging.

Demaographic data, such as age, sex, chief
complaints, comorbidities (DM, HT, kidney
failure, ischaemic heart disease, arrhythmia and
hyperlipidaemia), electrocardiography (ECG),
physical examination findings, such as
neurological findings, respiratory rate, body
temperature, blood pressure, pulse rate and
oxygen saturation of patients were recorded.
The National Institute of Health Stroke
Scale/Score (NIHSS) was used to grade the
severity of a stroke, the Glasgow Coma Scale
(GCS) was used to detect the severity of brain
damage in patients on admission and the
intracerebral haemorrhage (ICH) score was
used for grading severity in haemorrhagic
stroke.

For assessing the values of MPV, MCV
and sCD40L, 3 ml of blood from the antecubital
vessel was obtained. Similarly, blood samples
were also obtained from the 50 healthy controls
who voluntarily participated in the study. The
obtained blood samples were transferred to
gelbased serum separating tubes and were
centrifuged at 4°C for 10 minutes at 1600 g. The
samples were then stored at —80°C for further
use.

Serum sCD40L levels were measured
using the Human sCD40L ELISA kit
(eBioscience; Bender MedSystems, GmbH,
Vienna, Austria), in accordance with
manufacturer instructions.

Serum MPV and MCV levels were
measured using thiazole orange dye with the
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Automated haematology analyser ABX Pentra
DX120 (MicromedTibbiMalzeme, Ind. Trade.
Co., Ltd.).

The patients with ischaemic and
haemorrhagic stroke were classified according
to their aetiologies as ischemic and hemorrhagic
CVD groups.They were further separated into
subgroups based on their GCS at the time of
admission; patients with haemorrhagic stroke
were separated into subgroups based on their
ICH scores.

Patients were followed after emergency
department discharge, for a further 5 to7 days in
other departments.

Statistics

After all data were obtained, statistical
analyses were performed using the SPSS 21
software. Numerical data were expressed as
mean =+ standard deviation, whereas qualitative
data were expressed as percentages. For
numerical values, t-test was used for comparing
two independent groups. Continuous variables
were compared with the Mann-Whitney U
test.Chisquare test was used for analysing
categorical data. Linear relation between two
continuous  biochemical  variables  was
evaluated by Spearman correlation analysis. p <
0.05 was considered statistically significant.
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Results

The current study included 100 patients
with ischaemic stroke, 80 with haemorrhagic
stroke and 50 control group participants. Of the
patients with stroke, 50.6% were males and
49.4% were females. There was no statistically
significant difference between the ischaemic
stroke and the control groups in terms of the
average age (p = 0.08) and sex (p = 0.25). There
was also no statistically significant difference
between the haemorrhagic stroke and the
control groups in terms of the average age (p =
0.84) and sex (p = 0.80). However, a statistically
significant difference was observed between the
ischaemic and haemorrhagic CVD patient
groups in terms of the age (p = 0.001). Patients
in the ischaemic group were older(Table 1).

The most commonly  observed
concomitant diseases in our patients with stroke
were DM, HT and atrial fibrillation. No other
concomitant diseases were observed in 42% of
the ischaemic stroke patients and 38.8% of the
haemorrhagic patients.
Table 1. Demographics of the groups

Adress for correspondence: Elazig Fethi Sekin Sehir Hastanesi Elaz1g - Tiirkiye
e-mail: dromercanpolat@hotmail.com

Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi

351

By contrast, the GCS of the ischaemic
CVD patients was significantly higher than that
of the haemorrhagic stroke patients (13.17 +
2.48 vs. 11.38 £3.85, p <0.001) (Table 1).

The values of MPV in patients with
ischaemic stroke were significantly higher than
those of the control group patients (Table 2).
There was no difference among three groups in
terms of the presence of anemia(p >0.05).The
values of MCV and MPV in patients with
haemorrhagic ~ stroke  were  statistically
significant higher than those of the control
group patients; however, no statistically
significant differences were detected between
control groups and the two diseases groups in
terms of sCD40L levels (Table 3). No
significant difference was detected between the
haemorrhagic and ischaemic stroke groups in
terms of hemoglobin, mean corpuscular
hemoglobinconcentration (MCHC), MCYV,
MPV and sCD40L values (Table 4). No
significant correlations were detected for the
association of the GCS with sCD40L, MPV and
MCV.

According to the results of the Pearson
correlation analysis conducted to detect the
correlations between the soluble CD40L, MPV
and MCV levels and the used neurologic rating
scales, a significant negative correlation (r =
—0.305, p = 0.042) was observed only between
the MCV and ICH scores. Further, no
significant correlations between the sCD40L
and MPV levels and the Hunt—Hess scale, ICH
and NIH Stroke Score (NIHSS) scale were
observed in both ischaemic and haemorrhagic
stroke groups (Table 5). Out of the 180 patients
with stroke included in the study, 40 (22.2%)
died in the ES or in other services where they
were being monitored. (37 patients died in the
emergency department and 3 patients died in the
neurology intensive care unit). Patient mortality
were higher in hemorrhagic stroke group (28 of
80 patients) than in ischemic stroke group (12
of 100 patients).

The serum sCD40L levels of the 40
patients with an in-hospital mortal course was
3.56 + 2.11 ng/ml, whereas the average serum
SCD40L levels of those who died was
statistically significant lower than that of those
who survived. (3.56 +2.11 ng/ml vs 5.01 = 4.03
ng/ml, p = 0.001).
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Control Ischemic CVD Hemorrhagic CVD

(n=50) (n=100) (n=80)
Age (years) 68.1 £ 10.7 71.4+11.2 64 +£15.8
Male Gender 23 (46%) 56 (56%) 35 (44%)
SBP (mmHg) 113 +£225 135.6 + 31.2 152 +37.9
DBP(mmHg) 75+9 80.7+21.9 88.5+21.9
MRS 0+0 31+1.2 35+14
GCS 15+00 13.17 £2.48 11.38 £3.85
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CVD: cerebrovascular disease, DBP: diastolic blood pressure, SBP: systolic blood pressure,MRS: Modified

Rankin Scale, GCS: Glasgow coma score, SD: Standard deviation.

Table 2. Comparison of mean MPV, MCV sCD40L values between patients with ischemic

CVD and healthy control group individuals

Control Ischemic CVD

(Mean(11SD) (Mean[11SD)
MCV (fl) 84+6.2 85.2+10.6 0.463
MPV (fl) 83+0.8 9+£0.9 0.000
sCD40L" 5.6+£4.7 222+ 174 0.269

CVD: cerebrovascular disease, MCV: mean erythrocyte volume, MPV: mean platelet volume,
fl: femtaliter, SCD40L: soluble CD40 ligand, SD: standard deviation. (*) sCD40L unit: ng /

ml.

Table 3. Comparison of mean MPV, MCV sCD40L values between patients with hemorrhagic
CVD and healthy control group individuals

Control Hemorrhagic CVD P
(Mean[I[1SD) (Mean[1[1SD)
MCV (fl) 84 £6.2 86.8+ 6.8 0.020
MPV (fl) 8.3+0.8 8.8+1.2 0.009
sCD40L" 5.6+4.7 44+3.1 0.089

CVD: cerebrovascular disease, MCV: mean erythrocyte volume, MPV: mean thrombocyte
volume, fl: femtaliter, SCD40L: soluble CD40 ligand, SD: standard deviation (*) sCD40L

unit: ng / ml.
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Table 4. Comparison of mean MPV, MCV and sCD40L values between patients with

hemorrhagic and ischemic CVD

Ischemic CVD Hemorrhagic CVD (Mean[][1SD) p
(Mean[11SD)
Hb (g/dI) 134+1.6 13.4+1.8 0.987
MCHC (g/dI) 328+15 329+1,5 0.625
MCV (fl) 92.7 +74.9 86.8+6.8 0.240
MPV (fl) 9+0.9 8.8+1.2 0.354
sCD40L" 222+ 174 44+3.1 0.534

CVD: cerebrovascular disease, MCV: mean erythrocyte volume, MPV: mean platelet volume,
fl: femtaliter, SCD40L: soluble CD40 ligand, SD: standard deviation. (*) SCD40L unit: ng /

ml.

Table 5. The correlation between sCD40L, MPV and MCV levels and neurological scales

Scales Parameters R value P value
MPV (fl) -0.171 0.470
Hunt_Hess MCV (fl) 0.195 0.411
sCD40L (ng/ml) 0.013 0.956
MPV (fl) 0.000 0.999
ICH MCV (fl) -0.305 0.042
sCD40L (ng/ml) 0.091 0.553
MPV (fl) -0.27 0.792
NIHSS MCV (fl) -0.45 0.654
sCD40L (ng/ml) -0.023 0.817

MCV: mean erythrocyte volume, MPV: mean platelet volume, SCD40L: soluble CD40 ligand,
fl: femtaliter, ICH: intracerebral hemorrhage scale, NIHSS: National Institute of Health Stroke

Score

Discussion

The average age of the patients with
cerebrovascular stroke included in the study
was 68.1+10.7 years, which was lower than that
reported in studies conducted in the west [15-
16]. We believe that the average age in our
study is lower owing to the relatively young
population in Turkey compared with the other
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western countries; another possible reason for
this could be the small number of patients
included in our study.

Only a limited number of studies
examine the correlation between MCV and
stroke. Aksoy et al. reported that MCV and a
few biochemical indicators may be prognostic
indicators for the mortality and morbidity of
early stage acute ischaemic stroke [14]. In
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another study which had 98 participants, MCV
was highlighted as a prognostic indicator of the
first-week mortality of ischaemic stroke [17]. In
our study, no correlation was observed between
ischaemic stroke and MCV. But, a statistically
significant increase in the average MCV values
was observed between the haemorrhagic stroke
and control group patients.

Several studies have examined the
correlation between MPV and ischaemic stroke
and between ischaemic and haemorrhagic
CVD; however, the results are very different
from each other. In a study, a positive
correlation between the stroke risk and MPV
was observed in high-risk patients with stoke
history, and it was reported that every 1-
femtoliter increase in MPV increases the stroke
risk independently from other risk factors by
12% [13]. Butterworth et al. reported that an
increased MPV was associated with poor
prognosis in patients with stroke [18]. Tohgi et
al. [19] reported that the platelet volume was
lesser in patients with acute ischaemic strokes
than in control group patients. They also
explained that this result is caused by the
immediate consumption of large platelets
during cerebral thrombosis. However the study
only included a small number of cases (22
patients, 29 controls). In one study with
ischaemic stroke sub-grouping, no difference
was observed between the lacunar infarction
group and the control group in terms of MPV;
however, MPV was found to be significantly
higher in cortical infarction associated with
large vessel disease group [20]. In another study
was reported no significant difference between
patients with prior ischaemic stroke and control
group patients in terms of MPV values;
however, MPV was increased in the patients
with acute ischaemic stroke. No difference was
observed between the stroke sub-types of the
lacunar infarction group and the large vessel
groups [21]. McCabe et al. reported no
significant difference between MPV levels in
the early stage of CVD and those at six months
after the event. They also reported that the risk
factors had no influence on MPV [22]. In
another article involving ischaemic and
haemorrhagic stroke patients, no correlation
was observed between mortality and platelets
and MPV. In that study, no significant
difference was observed between the acute
stroke subgroups and MPV [23]. Mayda et al.
also reported no significant difference in the
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comparison of MPV of 208 ICH patients with
the control group patients [24]. In terms of MPV
values of both the ischaemic and hemorrhagic
CVD patients and the MPV values of the control
group patients, we detected no statistically
significant in our study population. We believed
that the increased MPV values in the stroke
patients, reported in other studies could be
caused by the increase in MPV because of HT,
DM, atherosclerosis, vascular impairments or
other previously-existing diseases, such as
platelet function impairment.

In the current study, no significant
difference was observed in terms of sCD40L
levels, neither compared with the healthy
control group nor between the haemorrhagic
and ischaemic groups. In a large-scale cohort
study involving patients with acute coronary
syndrome, no correlation was observed between
the cardiovascular findings and sCD40L [25].
Garlichs et al. [6] reported that sCD40L levels
were increased in the acute cerebral ischaemia
patients, and Ferro et al. reported that SCD40L
levels are an indicator of vascular events [26].
Wang et al. reported that SCD40 levels were
correlated with the severity of acute cerebral
ischaemia and neurological dysfunction and
that this correlation was higher particularly in
patients with acute cerebral strokes associated
with atherosclerosis [27]. In our study, the
sCD40L levels were not found to be higher in
the CVD group, though the results are not
statistically significant. In a previous article was
reported that plasma sCD40L levels in adults
admitted to the ES were not useful as a
diagnostic indicator for ischaemic stroke or
thromboembolic events; they also reported that
there was a significant correlation between the
platelet count and sCD40L levels and that
SCD40L could be associated with active
platelets [7]. Tanne et al. reported no correlation
between stroke and high sCD40L [28]. sCD40L
being useless in the diagnosis of these diseases
can also be attributed to the high prevalence of
procoagulation activity impairments and/or
inflammation in the ES patients.

SCDA40L levels of the patients with an in-
hospital mortal course in our study being lower
than those of patients who were discharged with
partial or complete recovery suggests that this
indicator may be associated with inflammation
or another pathologic process.

Neurologic rating scales, such as the
Glasgow Coma Scale, Hunt—Hess, ICH and
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NIHSS, are scales that have been proven in the
determination of disease prognosis with clinical
findings; these scales are prevalently used for
this purpose worldwide [29]. There are very few
studies examining the correlation between these
clinical scales and the MCV, MPV and serum
sCD40L levels analysed in our study. In the
stroke severity evaluation by Muscari et al., it
was stated that there was no significant
correlation between MPV and neurological
scores [20]. Contrarily, in another study was
stated that MPV is correlated with the severity
of stroke and that platelet activity is increased in
parallel with the severity of stroke [30].
However, the platelet lifespan being
approximately 8-10 days suggests that this
correlation observed with the blood samples
obtained during hospitalisation may be
associated with an acute phase reaction and with
the need for a platelet function disorder to exist
prior to the stroke. In our study, no significant
correlation was observed between sCD40L and
MPV levels and the Hunt—Hess scale, ICB and
NIHSS scale in  both ischaemic and
haemorrhagic CVD groups. However, in
patients with haemorrhagic cerebrovascular
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The Relationship Between ABO and Rh Blood Groups with Acute
Lymphoblastic Leukemia

ABO ve Rh Kan Gruplari ile Akut Lenfoblastik Losemi Arasindaki Tliski
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OZET
GIRIS ve AMAC: Akut lenfoblastik 16semi (ALL), hematopoietik lenfoid dnciillerinden kaynaklanan blastlarin
anormal c¢ogalmasindan kaynaklanir. ALL, pediatrik 16semi vakalarmin % 75'ini olusturur ve yetiskinlerde
1.28/100.000 insidans1 vardir. ALL etiyolojisi hala tartigma konusudur. Bazi ¢aligmalarda, ABO kan gruplarinin
kardiyovaskiiler, onkolojik ve diger hastaliklarin gelisiminde rol oynadigi gosterilmistir. Bu ¢alismada ALL ile
ABO ve Rh kan gruplar1 arasindaki iliskileri aragtirmay1 amagladik.
YONTEM ve GERECLER: Merkezimizde Subat 2014 ile Nisan 2020 arasinda tedavi edilen 124 ALL hastas1
retrospektif olarak incelendi. Saglikli trombosit dondrlerinin yas, cinsiyet ve kan grubu verileri kontrol grubu
olarak kullanildi.
BULGULAR: Hem erkek hem de kadinlarda en yaygin kan grubu A Rh + olmasina ragmen, kontrol grubu ve
ALL hastalar1 arasinda ABO kan grubu dagilimi ve Rh pozitifligi agisindan istatistiksel olarak anlamli bir fark
bulamadik. Her iki grup da cinsiyete gore alt gruplandirildiginda, gruplar arasinda ABO ve Rh dagilimi agisindan
farklilik izlenmemistir.
TARTISMA ve SONUC: ALL ve kan gruplart arasindaki iliskiye dair ¢ok az ¢alisma vardir. Calismamiz ALL
kan grubu ile saglikli insanlar arasinda kan gruplari sikliginin benzer oldugunu desteklemektedir. Daha biiyiik
hasta popiilasyonlart ile ileri ¢aligmalara ihtiyag vardir.
Anahtar Kelimeler: Akut lenfoblastik 16semi, ABO kan grubu, Rh grubu

ABSTRACT
INTRODUCTION: Acute lymphoblastic leukemia (ALL) is caused by abnormal proliferation of blasts originated
from hematopoietic lymphoid precursors. ALL constitutes 75% of pediatric leukemia cases and has an incidence
of 1.28/100.000 in adults. The etiology of ALL is a still matter of debate. In some studies, ABO blood groups were
shown playing a role in development of cardiovascular, oncologic, and other diseases. In this study, we aimed to
investigate relationship with ALL and ABO and Rh blood groups.
METHODS: 124 ALL patients treated at our center between February 2014 and April 2020 were retrospectively
studied. The data of age, gender and blood group of healthy thrombocyte donors were used as the control group.
RESULTS: Although the most common blood group was A Rh+ among both males and females, we did not find
a statistically significant difference between control group and ALL patients regarding ABO blood group
distribution and Rh positivity. When both groups were sub-grouped according to gender, they did not differ
between ABO and Rh distribution.
DISCUSSION AND CONCLUSION: There are few studies about the relationship between ALL and blood group
types. Our study suggests blood group frequency might be similar among ALL patients with healthy individuals.
Further studies with larger patient populations are needed.
Keywords: Acute lymphoblastic leukemia, ABO blood groups, Rh group

hematopoietic lymphoid precursors. It becomes

INTRODUCTION symptomatic in a short time due to its

aggressive nature [1,2]. ALL is most frequently
Acute lymphoblastic leukemia (ALL) is a seen in children. It constitutes 75% of pediatric
hematological malignancy characterized by leukemia cases [3]. In adults, ALL has an
abnormal proliferation of blasts caused by incidence of 1.28 / 100.000, and it is less
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commonly observed compared to acute myeloid
leukemia (AML) [3].

The pathogenesis of ALL patients
involves a complex chain of events that alter the
proliferation and differentiation of
hematopoietic precursor cells, chromosomal
translocations, inversions, or point mutations
[1,2]. The etiology of ALL has been under
investigation for decades, but the exact cause is
still unknown. Benzene, radiation, toxic gases,
chemicals, hereditary  diseases, benign
hematologic diseases, and viruses have been
researched in the etiology of ALL. lonizing
radiation and congenital genetic syndromes
such as Down's, neurofibromatosis, Fanconi's
anemia, and Bloom's Syndrome, all of them
together explain less than 10% of cases [4,5].

Proteins, glycoproteins, and glycolipids
on the surface of erythrocytes define the blood
group's antigens [6]. Today, the number of
serologically described blood group antigens is
more than 600. Most blood group antigens are
glycoproteins, and they are generally described
according to their oligosaccharide and amino
acid series. The antigens of ABO blood group
are present on the extracellular membranes of
erythrocytes, and these antigens are described
as complex carbohydrate molecules [7].
Besides ABO blood group, Rh blood group is
found in the system, and at least 45 independent
antigens are formed [8]. Both ABO and Rh
blood groups have been related to a series of
diseases.

In some studies, ABO blood group
system was shown to play a role in the
development of cardiovascular, oncological,
and other diseases [9]. It is known that blood
group antigens join cell recognition and cell
adhesion due to their specific properties.
Therefore, it is likely that they play a role in the
formation of tumors, metastases, and prognoses
[10]. After a relationship between stomach
cancer and blood group A was discovered,
studies have been conducted on the possible
link between blood groups and specific diseases
[11]. In this study, we intended to find out
whether there is a relationship between ALL
and blood group types.

Orginal Article

METHOD

The blood group types of 124 ALL patients
treated in our center between February 2014 and
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April 2020 were retrospectively studied. The
study was approved by the local ethical
committee. The ALL patients that were
diagnosed by morphological findings of bone
marrow aspirates and the examination of
leukemic cells with flow cytometry or
immunohistochemical analyses were included
in the study. The data of age, gender, and blood
group of healthy platelet donors were used as
the control group.

IBM SPSS Statistics v21 software was
used for the statistical analyses. Descriptive
statistics were implemented to summarize data.
Chi-square test was applied for the evaluation
of categorical data and comparisons among the
groups. P values <0,05 was recognized as
statistically significant.

RESULTS

The ALL patients included in the study
consisted of 52 females (41.9%) and 72 males
(58.1%). The median age among entire ALL
patients was 28 (range 16-80). It was 31,5 for
females (range 16-80) and 26,5 for males (range
17-80). Blood group distribution of ALL
patients is shown in Table 1.

The healthy individuals that constituted
the control group consisted of 46 females
(22.3%) and 160 males (77.7%). The median
age for all the control group was 34 (range 20-
59). It was 35 (range 20-56) for females and 34
(range 20-59) for males. Blood group
distribution of healthy donors is shown in Table
2.

Although the most frequently seen
blood group was A, no significant difference
was found between the control group and ALL
patients group regarding the distribution of
ABO blood groups (p:0.789). The rate of Rh
positivity was similar in both the patient group
and the control group. When both groups were
sub-grouped according to gender, they did not
differ between ABO and Rh distribution (Table
3).

Table 1: Blood group distribution in ALL
atients group

Blood | Females (n, | Males (n, %) | Total (n, %)
Group | %)
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ORh(- [ 0 | (0%) 3 | (42%) |3 | (24%)
3) Rh | 15 | (28,8%) | 23 | (31,9%) | 38 | (30,6%)
(A+) Rh[3 [ (58%) |0 | (0%) 3 | 24%)
X) Rh | 19 | (36,5%) | 27 | (37,5%) | 46 | (37,1%)
% Rh|[2 [ (38%) |2 |(@28%) |4 | (32%)
(A_)B Rh[3 [ (58%) |3 | (42%) |6 | (48%)
g) Rh[2 | (38%) |1 [(08%) |3 | (24%)
g) Rh |8 | (154%) | 13 | (18,1%) | 21 | (16,9%)
(T+3ta| 52 | (100%) | 72 | (100%) | 124 | (100%)
ALL: Acute lymphoblastic leukemia
Table 2: Blood group distribution of healthy

donors

Blood | Females (n, | Males (n, %) Total (n, %)
Group | %)

0 Rh|5 | (10.9%) | 5 (3.1%) | 10 | (4.9%)
()

0 Rh |17 | (37%) 41 | (25.6%) | 58 | (28.2%)
()

A Rh|5 | (10.9%) | 2 (1.3%) |7 (3.4%)
@)

A Rh | 11| (23.9%) | 74 | (46.3%) | 85 | (41.3%)
(+)

AB 0 | (0%) 7 (4.4%) |7 (3.4%)
Rh ()

AB 3 | (65%) |13 | (8.1%) |16 | (7.8%)
Rh

(+)

B Rh |0 | (0%) 3 (1.9%) |3 (1.5%)
()

B Rh |5 | (10.9%) | 15 | (9.4%) | 20 | (9.7%)
(+)

Total | 46 | (100%) | 160 | (100%) | 206 | (100%)

Table 3: The relationship between ALL
patients and healthy donors in the control group
regarding ABO distribution and Rh positivity

Parameter ALL vs Control Group (p-
Distributions value)

A, B,AB,O(all) | p:0,182

A, B, AB, O | p:0,252

(Females)

A, B, AB, O | p:0,120

(Males)

Rh (all) p:0,480

Rh (Females) p:0,280

Rh (Males) p:0,580

ALL: Acute lymphoblastic leukemia

DISCUSSION

For many years, ABO blood group antigens
have been suspected of having a role in the
development of cancer. Since Aird et al. first
reported the relationship between peptic ulcer
and gastric carcinoma and ABO blood types, so
many studies have been conducted regarding
this subject [11-14]. In a prospective study
consisting of a cohort of middle-aged and old
Chinese males conducted by Huang et al., it was
indicated that blood group B had a lower risk
for overall cancer, blood groups B and AB were
shown to have a lower risk for gastrointestinal
cancers including stomach and colorectal
cancer when compared to blood group A.
However, this study also indicated higher liver
cancer risk for blood group AB and lower
bladder cancer risk for blood group B [15].
These findings claim that ABO blood group
antigens were also expressed in the epithelium
cells of gastrointestinal and urinary tracts and
ABO blood groups play a role in the
development of epithelial cancers of
gastrointestinal and urinary tracts. In studies
conducted previously among the western
populations, approximately 20% increased
stomach cancer risk was found out for
individuals with blood group A [15].

All these studies specifying solid
tumors and ABO blood group relationship may
suggest that the same association could also
exist in hematological cancers, but there are
limited number of studies pointed the
relationship between hematological cancers and
ABO blood groups. lodis et al. reported that
there was a statistically significant difference in
the distribution of blood group O in Hodgkin
lymphoma and Non-Hodgkin lymphoma [16].
In various studies, contradictory results have
been reported regarding the relationship
between blood groups and acute leukemia
patients. Some of the studies revealed that blood
group 0 was more often found in acute leukemia
patients; however, other researchers reported
varying results in their studies [17]. Nagy et al.
showed a higher rate of blood group 0 in female
acute leukemia patients [18]. Steinberg et al. did
not find any difference in the distribution of
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ABO blood group in acute leukemia patients
[19]. When Shirley et al. reviewed the studies
previously published, they could not find any
statistically significant difference in the
distribution of blood group 0 in acute leukemia
patients compared with the control groups [20].
MacMahon et al. could not find a relationship
between ABO blood group distribution and
acute leukemia and between ABO blood groups
and survival of acute leukemia patients, either
[21]. In a study conducted by Sadeghian et al.,
although there was no statistically significant
relationship between ABO and Rh blood groups
and acute leukemia, higher rates of blood group
B were found in female patients [22]. In a study
conducted to reveal the distribution of ABO
blood groups in leukemia patients in Bosnia-
Herzegovina, equal distributions of both A and
O blood groups were found among children
with ALL [23].

In our study, only ALL patients were
included rather than all acute leukemia patients
to be more precise. Some studies are suggesting
a feasible relationship between ABO blood
groups and ALL, but this argument has not yet
been justified due to the studies reporting the
vice versa. When the studies including only
ALL patients, as our study, were reviewed, a
relationship was found between AB blood
group and ALL in a study conducted with 293
ALL patients by Tavasolian et al. [24]. In the
study conducted with 151 ALL patients by Kar
et al., the distribution of blood group A was
found at a higher rate in ALL patients [25].
Also, in our study, although the frequency of
blood group A was found higher both in males
and females, this finding did not create a
statistically significant difference when it was
compared to the healthy control group. Also, in
our study, the rate of Rh positivity was similar
between the ALL and the control group. When
both groups were sub-grouped regarding
gender, they were still identical regarding ABO
and Rh distribution. Our study has limitations,
first we were not able to investigate ABO and
RH blood groups combined and second
limitation was small sample size.

In conclusion, though there are numerous
studies regarding the relationship between solid
tumors and ABO blood groups, studies
concerning the association between
hematological malignancies and blood groups
are very limited, and the results are also
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controversial. In our study, although the most
frequently detected blood group was A, no
significant difference was observed between the
control group and ALL patients group relating
the distribution of ABO and Rh blood groups.
Our study suggests blood group frequency
might be similar among ALL patients with
healthy individuals. Studies directed with larger
patient populations are required in this subject.
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Anesthetic management of allograft reconstruction following
hemipelvectomy: A series of 12 cases

Hemipelvektomi sonrasi allogreftle rekonstriiksiyonda anestezi yonetimi:
12 olgu serisi
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OZET

GIRIS ve AMAC: Literatirde hemipelvektomi anestezi yonetimi hakkinda karsilasilan cok fazla bilgi 5
bulunmamaktadir. Bu ¢aligma ile nadiren yapilan hemipelvektomi sonrasi allogreftle rekonstriikksiyon anestezi
yonetimine dikkat cekmek istiyoruz.
YONTEM ve GERECLER: Aralik 2010- Subat 2014 tarihleri arasinda internal hemipelvektomi ve allogreftle
rekonstriiksiyon cerrahisi yapilan hastalarda dosya incelemesi retrospektif olarak yapildi. Yas, cinsiyet, ASA, ek
hastalik, uygulanan anestezi yontemi, preoperatif ve postoperatif hemoglobin degeri, intraoperatif kanama miktari,
intraoperatif verilen mayi ve kan transfiizyon miktari, operasyon siiresi, yogun bakim ve hastanede kalig siireleri,
mortalite-morbidite oranlar1 degerlendirildi.
BULGULAR: Bu galigmada 12 hasta dosyast degerlendirildi. Hastalar ortalama yaslar1 37,5 + 14,6 (10 — 57
arasinda) idi. 10 hastaya genel anestezi, 2’sine kombine spino-epidural (KSE) anestezi uygulandigi goriildii.
Ortalama intraoperatif kanama miktar1 2346 + 1504 ml idi. Siv1 yonetimi ile ilgili olarak ortalama 3916 = 1673 ml
kristalloid, 812 + 441 ml kolloid, 1479 + 856 ml eritrosit siispansiyonu ve 350 + 302 ml TDP intraoperatif
kullanildi. Ortalama cerrahi siire 273,8 + 69 dk, postoperatif yogun bakimda kalis siiresi 38,0 = 34,6 saat, hastanede
kalig siiresi 25,4 £ 21,4 giin idi. 12 hastanin 5’1 anestezi dis1 sebeplere bagli olarak operasyondan birkag ay sonra
kaybedildi.
TARTISMA ve SONUC: Hemipelvektomi sonrasi allogreftle rekonstriiksiyon cerrahisi yapilan hastalarin, tam
bir anestezi Oncesi viziti ve biitiin perioperatif donemi kapsayan yakin takibi éneriyoruz.
Anahtar Kelimeler: Anestezi, hemipelvektomi, allogreft

ABSTRACT
INTRODUCTION: There are not many reports encountered regarding anesthesia management of
hemipelvectomy in the literature. We would like to call attention to anesthetic management of allograft
reconstruction following hemipelvectomy with this study, which is rarely performed.
METHODS: The records of patients who underwent internal hemipelvectomy between December 2010 and
February 2014 were retrospectively evaluated. The age, gender, ASA, comorbidity, anesthesia method applied,
hemoglobin values, intraoperative amount of bleeding, amount of intraoperatively administered fluid and blood
transfusion, duration of operation, intensive care stay and hospitalization, mortality and morbidity rates were
analyzed.
RESULTS: 12 patients were evaluated in this study. The mean age of all patients was 37,5 + 14,6 (range between
10 and 57). The anesthetic management was provided by general anesthesia for ten patients and combined spinal-
epidural (CSE) anesthesia for two patients. The mean intraoperative amount of bleeding was 2346 + 1504 ml. With
regards to fluid management, 3916 + 1673 ml crystalloids, 812 + 441 ml colloids, 1479 + 856 ml erythrocyte
suspension, and 350 + 302 ml fresh frozen plasma were infused during intraoperative period. The mean duration
of surgery, intensive care stay and hospitalization were 273.8 + 69 minutes, 38.0 + 34.6 hours and 25.4 + 21.4
days, respectively. Five patients out of 12 were died a few months after the surgery, but the anesthetic management
was not found to related with the mortality.
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DISCUSSION AND CONCLUSION: We recommend a perfect pre-anesthetic visit and close follow up
including whole perioperative period for the patients undergoing allograft reconstruction surgery following

hemipelvectomy.
Keywords: Anesthesia, hemipelvectomy, allograft

INTRODUCTION

Hemipelvectomy procedures are widely
preferred as a surgical treatment option for
pelvic tumors. Reconstructive surgery by using
bone allograft is a surgical reconstruction
technique following hemipelvectomy (1, 2).
The surgical treatment of pelvic tumors is prone
to many complications because of the complex
anatomy of pelvis, which has a close
relationship with neurovascular structures and it
is not always easy to access adequate surgical
margins during surgery (3).

Since hemipelvectomy procedures are
technically difficult, a large tissue trauma
secondary to surgery leads to a major blood
loss, which is also facilitated by the
administration of preoperative neoadjuvant
chemotherapy or radiotherapy, almost a current
standard for pelvic tumors(4, 5). The systemic
inflammatory response due to major surgery
along with a massive blood transfusion and an
extensive fluid loss raise many postoperative
problems including organ failures (6).
Therefore, the anesthetic management for
hemipelvectomy requires careful evaluation,
close follow up and monitoring of the patient
throughout the whole perioperative period.

Although there is a large number of
studies published in the literature (7, 8)
regarding the surgical technique and surgical
complications of hemipelvectomy, not many
reports are presented on anesthetic management
of this procedure. These kinds of surgeries need
expert surgical approach and can only be
performed in a small number of medical centers.
The prediction and prevention of problems
associated with anesthesia that might be
encountered  intraoperatively is  another
challenging problem. The aim of our
retrospective study is to provide input to the
current literature by presenting our anesthesia
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experiences of patients undergoing allograft
reconstruction following internal
hemipelvectomy.

MATERIAL METHOD

This study was a retrospective study at a single
centre, performed with approval by the ethical
board (Dr. Abdurrahman Yurtaslan Oncology
Training and Research Hospital Ethics
Committee protocol no: 2014-2-83).The
medical records of patients, who underwent
internal  hemipelvectomy and extremity
preserving pelvic resection and fresh frozen
massive pelvic allograft bone transplantation,
due to pelvic tumors between December 2010
and February 2014, were retrospectively
analyzed.The medical records of patients The
parameters analyzed were age, gender,
American Society of Anesthesiologists scores
(ASA), comorbidity, histopathological analysis
and stage of the lesion, the anesthesia method
applied, preoperative and postoperative
hemoglobin values, intraoperative amount of
bleeding, amount of intraoperatively
administered fluid and blood transfusion, urine
amount, duration of operation, the number of
reoperations and neoadjuvant chemotherapy
sessions, the duration of intensive care and
hospital stay, mortality and morbidity rates.
Data were obtained from the medical records of
the patients and from the anesthesia and
intensive care follow-up forms.

Statistical evaluation was performed
using SPSS 16.0 package program (SPSS Inc.,
Chicago, U.S.A) and the following tests were
conducted: Normal distribution of the variables
was tested with visual (histogram and
probability graphics) and analytic methods
(Kolmogorov— Smirnov Shapiro-Wilk tests).
Statistical analysis data were expressed as mean
+ standard deviation, median (25-75%), (Min-
Max), and n (%). Level of significance was
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accepted as p<0.05. Qualitative variables were
evaluated using Chi-square test or Fisher’s
exact Chi-square test.
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RESULTS

All patients were preoperatively evaluated one
to two weeks prior to the scheduled day of
operation. Preoperatively administered
chemotherapy and radiotherapy were recorded
in the anesthesia preoperative evaluation form,
in addition to systems questioning and
examinations, which are required for all other
types of surgery. For one patient medical
oncology and hematologyconsultation were
requested, for neutropenia and thrombocytosis,
respectively in addition to the preoperative
standard laboratory tests.

The perioperative data of the 12 patients
included in the study is summarized in Table 1.
The amounts of fluid and blood products
replaced intraoperatively,duration of operation
are also demonstrated in Table 1. Mean
preoperative and postoperative
hemoglobin(Hb) values and amount of
intraoperative bleeding were 12.0 = 2.1g dL -1,
10.5 = 1.4 gdL -1 and 2345.8 £1504 ml,
respectively. It was observed from the medical
records that none of the patients were transfused
intraoperative platelet suspension.
Intraoperative  hourly urine output was
measured in all patients and mean urine amount
at the end of the operation was 636560 ml. The
comorbidities of patients are demonstrated in
Table 2. A total of seven patients had comorbid
diseases.

All the patients were anatomically
reconstructed using fresh frozen allografts
obtained following surgical resection. It was
ascertained from the medical records that
reconstruction methods, such as osteosynthesis,
lumbopelvic stabilization, and total hip joint
replacement arthroplasty were performed
following residue pelvis, and prior to
allografting.
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Regional anesthesia was preferred as
the anesthesia method in only two patients. CSE
(combined spinal — epidural) anesthesia was
performed using intrathecal bupivacaine 15 mg.
From the medical records, it was learned that of
the two cases with CSE, one had asthma and the
other had congenital single kidney. Propofol,
fentanyl, lidocaineand rocuroniumwereused for
the induction of general anesthesia. O2+N20
and sevoflurane 2% were selected for the
maintenance of anesthesia. Internal jugular vein
cannulation was performed in the patients who
received general anesthesia and a large bore
intravenous access was placed in patients who
received regional anesthesia. There was no
occurrence of intraoperative cardiac arrest in
any of the patients.

The length of postoperative intensive
care unit and hospital stay are detailed in Table
3. Postoperative intensive care unit stay was
prolonged in three patients (48 hours in two
patients and 144 hours in one patient). These
three patients were among the four patients who
had the largest amount of intraoperative
bleeding. All the other patients were transferred
from the intensive care unit to the orthopedics
ward 24 hours postoperatively.

For postoperative analgesia, patient
controlledepidural analgesia method was used
in two patients who received combined spinal-
epidural anesthesia through the epidural
catheter ~ with  bupivacaine0.0125% and
fentanyl2 ug mL-1. Intravenous patient control
analgesia method using tramadol 10 mg mL-
1was used in ten patients who received general
anesthesia.

It was understood from the hospital’s
database that six patients underwent reoperation
following hemipelvectomy and reconstruction
surgery. The duration of the first operation of
the patients who underwent reoperation
(322.6+43 minute) was significantly higher
compared to those who had no reoperation
(225.04£52)
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Table 1: Perioperative patient data

Orginal Article

Intraoperative fluids administered Surgery

Patient Age ASA (ml) Anesthesia Duration

F- Crystalloid Colloid  ES FFP (Minute)
M

1 45 M 2 2800 1500 900 0 GA 310

2 20 M 1 6200 1000 2500 900 GA 360

3 42 F 2 3700 1000 2000 600 GA 300

4 53 F 2 5500 1500 2500 600 GA 330

5 23 M 2 3500 500 1250 0 CSE 246

E
FN
be)
-
%}

6000 1000 2500 300 GA 360

7 43 M 3 6000 500 2000 600 GA 340

8 31 F 2 2700 1000 750 300 GA 200

9 33 M 2 3500 750 500 0 CSE 195

10 57 M 2 1700 500 500 450 GA 195

11 10 M 2 1400 0 350 0 GA 180
12 31 M2 4000 500 2000 450 GA 270
3916 812+ 1479+ 350+ 273+

mean 1672 441 855 302 68

SDh

ASA: American Society of Anesthesiologists risk classification; mean+standard deviation; F:
Female, M: Male; ICU: Intensive care unit; CSE: Combined spino-epidural anesthesia; ES:

Erythrocyte suspension ; FFP: Fresh frozen plasma: SD: Standard deviation

(p<0.05).Furthermore, the  amount  of
intraoperatively administered fluids
(3366.6+=1341 ml), in the first operation in the
patients who underwent reoperation was found
to be significantly higher compared to the
intraoperative amount of fluids (1325.0+824
ml) administered to the patients who had no
reoperations (p <0.05).

Histopathological analyses of the
internal hemipelvectomy specimens are seen in
Table 4. 1t was noted that patients 1, 2 and 3 had
received neoadjuvant radiotherapy,
neoadjuvant chemotherapy and combined
radiotherapy and chemotherapy, respectively.
No statistical difference was found in the
duration of postoperative intensive care stay and
hospital stay between the patients who had or
had not received neoadjuvant chemotherapy or
radiotherapy (p >0.05).

It was established that mortality had
occurred in five patients by the last date of
follow-up (December 2014) due to reasons
el cr e skin@rmalcom
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associated with their diseases. The causes of
mortality were wound site  problems,
throumbusin the carotid artery and abdominal
aorta, and postoperative respiratory failure due
to lung metastasis in three patients.

Table 2: Comorbidities of the patients

Comorbidity number
Coronary artery disease 2
Hypertension 1
Diabetes Mellitus 2
Asthma 1
HBV 1
Total 7

HBYV: Hepatitis B antigen positivity in the serum of the patient

DISCUSSION

We believe that preoperative evaluation is as
important as intraoperative and postoperative
follow-up. Additionally, the preoperative
evaluation should include an assessment of the
effects of both the tumor and its treatment (9).
Because cancer patients have some
characteristic features that influence anesthetic
management although there is no clear
recommendation for either general or regional
anesthesia. Findings that might have an
influence on anesthesia, such as radiotherapy
and chemotherapy treatments performed in this
period, should be questioned and changes in the
treatment site, vascular damage, and toxic
effects on the heart and lungs should also be
evaluated.  Furthermore  the  necessary
preparation of blood products should be
planned with the blood bank, prior to the
operation, in case of major blood loss during
surgery. The mean intraoperative bleeding
volume was 2345.8 = 1504 ml in our cases. That
shows that bleeding can be variable. The amount
of blood loss might be very high, due to the
presence of large tumors close to vascular
structures and the necessity of large resections,
large tissue dissection and the long duration of
operations in hemipelvectomy and
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reconstruction surgery. Trauma to major pelvic
vessels during surgery may result in severe
blood loss, at a high rate and volume, due to
tumors that block access to thevascular
structures (4).

Orginal Article

Tablo 3: Intensive care, hospital stay durations

n median min- max

Intensive care time (hours) 12 24 24- 144

Hospital stay (days) 12 19,5 7-84

Coagulopathy may be observed, due to
the massive blood transfusions performed
secondarily to massive blood loss. Freshfrozen
plasma and platelet suspensions are transfused
to treat the coagulopathy. Additionally, the
monitoring of blood loss is challenging during
the surgery. Majority of the blood loss remains
obscure, due to surgical drapes and tampons,
and even blood flow under the operation table.
Due to the reasons stated above, normally large
intravenous vascular access or central vein
catheterization are required for blood and blood
products. Blood loss in amounts close to that of
the intraoperative bleeding may continue during
the postoperative period. Decreasing the blood
loss is important, since the infection risk is
higher in patients with a greater amount of
blood loss (10-12).

The controlled hypotension method,
used in order to decrease blood loss, was
notseen in this retrospective study. This was
probably due to the difficulty in providing
intraoperative hemodynamic stability. Cell
saving methods are not used, due to the
possibility of the infusion of neoplastic cells and
the risk of metastatic disease (13). A condition
that further challenges anesthesia management
is that of cardiovascular collapse, whichmight
bedue to the possibility of embolic particles
passing into the pulmonary circulation.

Aprotinin as an antifibrinolytic agent
has been studied in several studies including
major orthopedic surgery. It could significantly
reduce blood loss and blood transfusion
requirements in patients undergoing major
orthopedic surgery (14). But there are several
Adress for correspondence:
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conflicting reports in the literature for different
surgery specialties regarding blood loss or
transfusion (15-17). Aprotinin is not used in our
clinic routinely for such major orthopedic
surgery.

Table 4: Histopathological diagnosis

Histopathology number
Ewing sarcoma M 2
Osteosarcoma M 3
Condrosarcoma M 1
Malignant mesenchymal tumor M 2
Giant cell tumor of the bone B 1
Plasmocytoma M 1
Cyst hydatid B 1
Desmoid tumor of the bone B 1
Total 12

M: Malignant tumor, B: Benign tumor

Pressure on the femoral canal, as seen
in knee and hip arthroplasty and in
intramedullary fixation surgery for femur
fractures, causes the release of emboli
containing  vasoactive, inflammatory and
thrombogenic substances into the circulation
(18, 19). In a study of Molnar et al. it was
reported that 16 of 49 cases experienced
cardiovascular instability during periods of
pressureon the femoral canal (4). We observed
that ephedrine was used in doses of 5-15 mg in
addition to the replacement of intravenous fluid
and blood products for the treatment of
intraoperatively developed hypotension in 7 out
of 12 cases that we analyzed. Nevertheless, no
inotropic agents were administered during the
operation. Providing a preemptive
normovolemia in this critical period, increasing
the amount of inspired oxygen and decreasing
the depth of applied anesthesia volatile agents
etc. or vasodilating drugs, might be helpful (9).
Following general anesthesia, no patients
required mechanical ventilation in the surgical
intensive care unit postoperatively
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afterextubation. It was observed that
paracetamol and nonsteroidal anti-
inflammatory agents were used, particularly in
the early postoperative period, in addition to
epidural and intravenous patient controlled
analgesia methods, for postoperative pain
management.

Orginal Article

Postoperative day 1 International
Normalized Ratio (INR), prothrombin time
(PT), and Activated Partial Thromboplastin
Time (aPTT) values in the patients with
epidural catheters were found to be within
acceptable limits. It was also observed that no
neurological complications were recorded in the
two patients who had undergone regional
anesthesia. Our study may have several
limitations since it is just a basic type of
descriptive andretrospective study. Another
limitation of the study wassmall sample size.
Additionally, the anesthetic method may vary
according to the individual preference and
experience of the anesthesia providers at our
institution.

Conclusion

Anesthesia management in
hemipelvectomy and reconstruction surgery is a
challenging process, due to the unpredictable
amount of bleeding and the long duration of
surgery, and in terms of follow-up. According
to our studies, it can be established that the
control and follow-up of bleeding, the
resuscitation of appropriate fluids and blood
products, are the interventions generally
performed in these cases.

In conclusion, in allograft
reconstruction surgery following
hemipelvectomy, accurate evaluations starting
in the preoperative period should be continued
with close hemodynamic follow-up during the
operation and also in the postoperative period.
Due to these reasons, communication and
collaboration of anesthesia, surgery, blood bank
and postoperative intensive care unitsare
important.
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Bladder perivascular epithelioid cell tumor (PEComa): A case report

Mesane perivaskiiler epiteloid hiicreli timor (PEComa): olgu sunumu
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OZET

Perivaskiiler epiteloid hiicre tiimorleri (PEComa) belirsiz malignite potansiyeli olan, ¢ok nadir bir mezenkimal
kanserdir. Mesane lokalizasyonunda primer PEComa nadir olarak goriiliir. PEComa’larda malignite kriterleri
timor boyutunun 5 cm’den biiyiik olmasi, yiiksek mitotik aktivite, nekroz, infiltrasyon ve vaskiiler invazyon
varhigidir. Bu kriterlerden en az 2'sinin bulundugu PEComa’lar malign olarak kabul edilir. Goriintiileme
yontemleri ile ayrici taniya yardimci spesifik makroskopik ozellikler gostermemesi nedeni ile tanisit sadece
histopatolojik inceleme ile konulabilmektedir. Mesanede tiimoriin biiyiikliigii ve yerine gore transiiretral
rezeksiyon, parsiyel sistektomi veya radikal sistektomi ile cerrahi tedavi onerilir. Bu olgu sunumunda mesane
lokalizasyonunda primer PEComa’l1 bir vakanin tan1 ve tedavisi degerlendirildi.

Anahtar  Kelimeler: Mesane,  parsiyel  sistektomi,  perivaskiiler  epiteloid  hiicre  tiimorleri

ABSTRACT

Perivascular epithelioid cell tumors (PEComa) are a very rare mesenchymal cancer with unclear malignancy
potential. Primary PEComa is rare in bladder localization. We have presented a case with a primary PEComa of
the bladder. The criteria for malignancy in PEComas include greater than 5 cm tumor size, high mitotic activity,
necrosis, infiltration and vascular invasion. PEComas with at least 2 of these criteria are considered malignant.
The diagnosis can be made only by histopathological examination because it does not show specific macroscopic
features to assist in differential diagnosis with imaging methods. Surgical treatment is recommended with
transurethral resection, partial cystectomy or radical cystectomy according to the size and location of the tumor in
the bladder. In this case report, the diagnosis and treatment of a case with primary PEComa in bladder localization
were evaluated.

Keywords: Bladder, partial cystectomy, perivascular epiteloid cell tumors

INTRODUCTION

Perivascular epithelioid cell tumors
(PEComa) are a very rare mesenchymal cancer
with unclear malignancy potential (1).
Angiomyolipoma, clear cell sugar tumor of the
lung and lymphangioleyomyomatosis are part

these criteria are considered malignant (2). In
this case report, the diagnosis and treatment of
a case with primary PEComa in bladder
localization were evaluated.

CASE REPORT

of the PEComa family (2, 3). PEComa has been
reported in various localizations including
uterus, falciform ligament, vulva and prostate
(3). Primary PEComa is rarely seen in bladder
localization. The criteria for malignancy in
PEComas include greater than 5 cm tumor size,
high mitotic activity, necrosis, infiltration and
vascular invasion. PEComas with at least 2 of

A 37-year-old male patient was
admitted to our clinic in July 2015 with the
complaint of painless hematuria that persisted
for the last 2 months. The patient's medical
history and family history were unremarkable.
The patient had a smoking habit. Physical
examination was normal. Chest X-ray,
hemogram values, serum biochemistry and
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urine culture were normal. Abdominopelvic
computed tomography (CT) revealed a 66x75
mm homogeneous, highly dense mass in the
right anterolateral wall of the bladder which has
necrosis areas at the centre. Neovascularization
was present around the mass and the entire
bladder (Figure 1). In cystoscopy performed
under general anesthesia, the bladder mucosa
was normal and there was an impression of 3 cm
mass at the dome near the right side wall which
originated from outside the bladder. This mass
was not transurethrally resected because it was
known to be highly vascularized on
abdominopelvic CT. Percutaneous biopsy was
planned. Trucut biopsy from the mass
performed by interventional radiology.
Pathological examination of the smears was
pointing a lesion which is a member of
perivascular epithelioid cell tumors (PEComa)
group, especially angiyomyolipoma. With these
findings, partial cystectomy was performed in
the patient who was thought to have primary
PEComa localized in the bladder. The patient
was discharged on the 7th postoperative day.
The macroscopic examination of the surgical
specimen revealed a 7x6,5x6 cm sized,
encapsulated, smooth surface, occasional
hemorrhagic and a medium hardness lesion.
The pathological examination of the specimen
was consistent with perivascular epithelioid cell
tumor (PEComa) and was reported to contain
malignancy potential because of the presence of
a lesion greater than 5 cm, -cellularity,
pleomorphism, and giant cells (Figure 2). The
patient followed up with local cystoscopy and
abdominopelvic CT. There is no local and
systemic recurrence at the postoperative 36th
month.
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Figure ‘ Mass on the right anterolateral wall of the
bladder in computed tomography
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Figure 2: Histopathologic examination revealed
neoplasia of well-defined, clear and eosinophilic
epithelioid cells (A, B), Spindle cells (C) and giant
cells are seen in some areas (D). H&E, Original
magnification; A X40, B, C, D X100

DISCUSSION

Perivascular epithelioid cell tumors
(PEComa) are a very rare mesenchymal cancer
with unclear malignancy potential. In 1992,
Bonetti and colleagues described the
perivascular  epithelioid cells in the
angiomyolipomas of the kidney and liver and in
the clear cell sugar tumors of the lung as PEC.
In 1996, Zamboni et al. suggested the use of the
term PEComa for mesenchymal neoplasms
consisting of perivascular epithelioid cells (4).
The term PEComa is an inclusive term,
including angiomyolipoma, a clear-cell “sugar”
tumor of the lung and extrapulmonary regions,
lymphangioleyomyomatosis, a clear cell
myomelanocytic tumor of the falsiform
ligament / ligamentum teres, and rare
transparent cell tumors of other anatomical
regions (5).

The diagnosis can be made only by
histopathological examination because it does
not show specific macroscopic features to assist
in differential diagnosis with imaging methods
(6). Perivascular epithelioid cells are typically
cells with epithelioid appearance in the
perivascular localization, with a centrally
located, round-oval nucleus, an unclear
nucleolus and transparent-granulated cytoplasm
(5). PEComas are mesenchymal tumors
showing melanocytic and smooth muscle cell
characteristics. This pathological finding has
been demonstrated by the detection of
immunohistochemical positivity of melanocytic
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markers (SMA, MSA, heartin, caldesmon) in
addition to smooth muscle cell markers
(HMB45, Melan A tyrosinase, microphthalmia
transcription factor) (7).

PEComas can be detected in all parts of
the body, although uterus is the most common
organ (4). In the genitourinary system bladder is
second most common organ after kidney. In the
English literature, 19 cases of PEComa which
originated from the bladder have been reported
so far (5, 6, 8). They are observed equally in
both sexes. The age of diagnosis is between 16
and 64 years. The mean age at diagnosis was
35.8 years. The sizes of the masses identified so
far vary between 1.5 cm and 9.2 cm (4). Except
for the case described by Russel et al. in 2014,
PEComas originating from the bladder were
observed solitary (5, 8).

The most common symptom is
hematuria in PEComa cases originated from the
bladder described so far as our case. Other than
hematuria, pelvic pain, abdominal discomfort,
frequent urination, dysuria, urethral pain are the
other symptoms observed at the time of
diagnosis (9). In 2006, Parfitt et al. diagnosed a
PEComa with enterovesical fistula (1).

In 2005 Folpe et al. defined the
malignancy criterias for non-angiomyolipoma,
soft tissue and gynecological PEComas.
According to this study, which 26 cases were
examined, PEComas were divided into 3 groups
as benign, indefinite malignant potential, and
malignant. PEComas with a low cellularity, less
than 5 cm, low nuclear grade, mitotic rate less
than 1/50 hpf, non-infiltrating, without vascular
invasion and necrosis were classified as benign.
PEComas have at least 2 of the malignant
criterias which are greater than 5 cm, infiltrative
growth pattern, high mitosis, pleomorphism,
necrosis or vascular invasion were classified as
malignant. PEComas carrying only one of these
features were classified as indefinite malignant
potential (2). Our case was thought to be
malignant because of the fact that the mass was
7 cm, the proliferation index was 5%, and it
included pleomorphism. According to this
classification, at least 7 cases presented so far
should be classified as malignant. However,
only 3 of them have an aggressive behavior
pattern. Only one of the cases died 12 months
after diagnosis because of metastatic disease.
Therefore, the behavior pattern of PEComas
arising from the bladder cannot be clearly
predicted (5, 6).
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In the current literature, the optimal
treatment of PEComas originating from the
bladder is unknown. According to the cases
described so far, 6 were treated with TUR-MT
(transurethral bladder resection), 3 were treated
by partial cystectomy after TUR-MT, 8 were
treated by partial cystectomy and 2 were treated
by radical cystectomy after TUR-MT (5, 8). The
patient was diagnosed with enterovesical fistula
by Parfitt at al. in 2006 treated with IFN-a in
addition to partial cystectomy and partial bowel
resection. No recurrence was reported in the
patient with follow-up of 48 months (1).
Williamson et al. described a case with TFE3
gene mutation in 2013 and treated with radical
cystectomy after TUR-MT becouse of
recurrence at 6th month. Although the patient
received palliative chemotherapy for sarcoma,
he died in the 12th month after the diagnosis.
Palleschi et al. diagnosed a primary bladder
PECome with multiple bone metastases in
2014. The patient was diagnosed with TUR-MT
and chemotherapy was planned with
anthracycline which is the first line treatment in
soft tissue tumors, due to skeletal metastasis.
However he had systolic and diastolic cardiac
dysfunction so he was treated with gemcitabine.
It was reported an improvement in bone
metastases 6 months after the beginning of
treatment and there was no new lesion (6).

Because of most cases have a benign
character, the primary excision of the mass is
usually curative. Our case was treated with
partial cystectomy and no recurrence was
observed in 36 months follow-up. Although
treatment modalities such as chemotherapy,
radiotherapy and immunotherapy are used in
local advanced and metastatic diseases in
PEComas, these treatments are observed as case
reports rather than standardized and validated
treatment protocols (8).

PEComas have been associated with
autosomal dominant inherited genetic diseases
with loss of TSC1 (tuberous sclerosis complex
1) and TSC2 genes which are thought to play a
role in the mTOR (mammalian Target of
rapamycin) pathway. Therefore, the use of
MTOR inhibitors in the medical treatment of
PEComas has been tried and successful results
have been obtained. A case of complete
remission with everolimus was reported in a
patient with retroperitoneal PEComa. However,
this association found in other PEComas has not
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been shown in any of the primary bladder
PEComas so far (6, 7).

Case Report

CONCLUSION
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