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Turkiye'de ve yurtdisinda anestezi, algoloji, yogun bakim ve cerrahi bilimler alanlarinda yapilan nitelikli arastirma ¢alismalarini, vaka
sunumlarini ve derlemeleri ulusal ve uluslararasi bilim ortamina sunarak duyurmak ve paylasmak; ayrica surekli bir egitim platformu
olusturarak bilimsel iletisimin gelisimine katkida bulunmaktir.

KAPSAM

Cukurova Anestezi ve Cerrahi Bilimler Dergisi (J Cukurova Anesth Surg ) dergisi yilda U¢ kez (nisan, agustos, aralik aylari) online
olarak yayinlanir. Gerekli durumlarda 6zel ya da ek sayilar da yayinlanabilir. Dergiye gonderilen makaleler bagimsiz hakemler
tarafindan ¢ift kor hakemlik degerlendirme sistemine gore degerlendiriimektedir. Hakem degerlendirmesinden gec¢mis bilimsel
yazilara, internet araciligiyla finansal, yasal ve teknik engeller olmaksizin serbestge erisilebilir. Bu yazilar okunabilir, indirilebilir,
kopyalanabilir, dagitilabilir, basilabilir, taranabilir, tam metinlere baglanti verilebilir, dizinlenebilir, yazilima veri olarak aktarilabilir ve
her turli yasal amag igin kullanilabilir. Yazarlar ve telif hakki sahipleri, bitiin kullanicilarin Ucretsiz olarak erisim olanagina sahip
oldugunu kabul ederler.
Cukurova Anestezi ve Cerrahi Bilimler Dergisine gonderilen tim bilimsel yazilarda, ICMJE (International Committee of Medical
Journal Editors) tavsiyeleri ile COPE(Committee on Publication Ethics)'un Editdr ve Yazarlar igin Uluslararasi Standartlar dikkate
alinmalidir.

AlM

The aim of the journal is to announce offering of national and international scientific environment and share high quality
research studies, case studies and reviews conducted in the field of anesthesia, pain medicine, intensive care and surgical
sciences both in Turkey and abroad; and to contribute to the development of scientific communication by establishing a
continuous educational platform. sco

PE

Journal of Cukurova Anesthesia and Surgical Sciences (J Cukurova Anesth Surg ) is published online three times
a year (April, August, December). Special or supplement series may also be published where necessary. Manuscripts
submitted to the journal are evaluated by independent peer reviews according to double blind peer review system.
Scientifically ~ reviewed manuscripts can be freely accessed through the internet without financial, legal and technical
barriers. These manuscripts can be read, downloaded, copied, distributed, printed, scanned, linked to full texts, indexed,
}ransferred as data to the software and used for any legal purpose. Authors and copyright owners agree that all users have
ree access.
All scientific papers sent to the Journal of Anesthesiology and Surgical Sciences should take into account the
recommendations of the International Committee of Medical Journal Editors and the International Standards for Editors
(ICJME) and Authors of the Committee on Publication Ethics(COPE).
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Etik ilkeler veYayin Politikasi

Cukurova Anestezi ve Cerrahi Bilimler Dergisine gonderilen tim bilimsel yazilarda, ICMJE (International Committee of Medical Journal
Editors) tavsiyeleri ile COPE(Committee on Publication Ethics)'un Editér ve Yazarlar igin Uluslararasi Standartlar dikkate alinmahdir.

http://www.icmje.org/conflicts-of-interest/ https://publicationethics.org/files/Code_of conduct_for_journal_editors_Mar11.pdf
Makalenizi gdndermeden dnce yazim kurallarini ve yayin ilkelerini kesinlikle okuyunuz.

Tekrar yayin, intihal, uydurma veri vb etik ihlallerde COPE klavuzu temel referans olarak kabul edilir.
https://publicationethics.org/files/Full_set_of flowcharts_Turkey 2017%20%281%29.pdf

Makaleler Akademik intihal Engelleme Programi taramasindan gegirilmektedir. ( ithenticate )
http://www.icmje.org/recommendations/browse/roles-and-responsibilities/responsibilities-in-the-submission-and-peer-peview-process.html

1. Yazarlar

Yazarlar, bu belgenin IIA ve B béltimlerinde ayrintili olarak belirtilen tim yazarlik ilkeleri ve ¢ikar ¢catismasi bildirimlerine uymahdir.

a. Yirtici veya Sahte Dergiler

Sayilari giniimlzde hizla artan adi 'bilimsel dergi' olan ama kar amaci gtiden herhangi bir eleme olmaksizin Ucret karsihgi tim gonderileri
yayinlayan dergiler nedeniyle ki bunlara predetor dergiler denilmektedir. Bilimsel dergicilikte bazi standartlari korumak daha 6nemli hale
gelmistir. Bu nedenle dergimiz ICMJE, COPE ve WAME gibi kuruluslarin énerilerini takip etmekte ve standartlarina uymaktadir.

2. Dergiler

a. Gizlilik

Dergilere génderilen yazilar, yazarin ¢zel, gizli milki olan ayricalikli iletisimdir ve yazarlar, bir yazinin ayrintilarinin herhangi birinin veya
tamaminin erken ifsa edilmesiyle zarar gorebilir.

Bu nedenle editdrler, el edilip ediimedigi ve incelenip degerlendirilmedigi, inceleme slrecindeki icerigi ve durumu, gézden gegirenlerin
elestirisi ve nihai kaderi de dahil olmak Uzere yazarlar ve gézden gegirenler digindaki kimseyle paylasiimamalidir. Uguncu sahislardan yazilar
ve yasal islemlerde incelemeleri kullanma talepleri kibarca reddedilmeli ve editérler mahkeme celbi olarak bu tur gizli materyalleri temin
etmemek igin elinden geleni yapmalidir.

Editorler, hakemlerin yazilari, ilgili materyalleri ve icerdikleri bilgileri kesinlikle gizli tutmalari gerektigini de acik¢a belirtmelidir. Hakemler ve
editoryal personel, yazarin ¢galismasini kamuya agik olarak tartismamali ve hakemler, makale yayinlanmadan énce yazarlarin fikirlerini uygun
goérmemelidir. Hakemler makaleyi kisisel kullanimlari igin saklamamali ve makalelerin basili kopyalarini imha etmeli ve incelemelerini
gonderdikten sonra elektronik kopyalari silmelidir.

Bir makale reddedildiinde, yerel yonetmeliklerde saklama gerekmedikgce dergilerin kopyalarini editér sistemlerinden silmeleri en iyi
yontemdir. Reddedilen yazilarin kopyalarini tutan dergiler, bu uygulamayi Yazarlar Bilgilendirmesinde agiklamaldir.

Bir makale yayinlandiginda, dergiler, calismalarla ilgili gelecekteki sorulari cevaplamak igin, yerel diizenlemelere bagh olarak, asil bagvuru,
g6zden gegirme, gdzden gecirme ve yazismalarin kopyalarini en az ug yil sureyle ve muhtemelen kalici olarak saklamalidir.

Editorler hakemlerin ve yazarlarin izni olmadan hakemlerin yorumlarini yayinlamamaldir. Dergi politikasi yazarlari gézden gegirenin kimligine
kars! koruyacaksa ve yorumlar imzalanmadiysa, s6z konusu kimligi hakemlerin ifade ettidi yazih izin olmadan yazara veya baskalarina ifsa
edilmemelidir.

Sahtekarlik veya sahtekarlik iddiasi varsa gizliligin ihlal edilmesi gerekebilir, ancak editorler yazarlari veya hakemleri bu konuda istekli
olduklarini bildirir ve gizlilik aksi takdirde onurlandiriimalidir.

b. Zamanlama

Editérler yazilarin kendileri icin mevcut kaynaklarla zamaninda islenmesini saglamak igin ellerinden geleni yapmalidir. Eger editorler bir
makale yayinlayacaksa, zamaninda yapmayi denemeli ve planlanan gecikmeler yazarlarla mizakere edilmelidir. Bir derginin bir makaleye
devam etme niyeti yoksa, editdrler, yazarin farkli bir dergiye géndermelerine izin vermek icin makaleyi en kisa surede reddetmeye
calismalidir.
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c. Hakem Degerlendirmesi

Hakem degerlendirmesi, dergilere sunulan yazilarin, genellikle editoryal personelin bir parcasi olmayan uzmanlar tarafindan elestirel bir
degerlendirmesidir. Tarafsiz, bagimsiz, elestirel degerlendirme, bilimsel arastirma da dahil olmak Ulzere tim bilimsel ¢calismalarin 6zini
olusturdugu i¢in,hakem incelemesi, bilimsel slirecin 6nemli bir uzantisidir.

Hakem degerlendirmesinin gercek degeri tartisilmaktadir, ancak sireg bilimsel topluluk Uyeleri arasinda bir makale igin adil bir durusma
yapilmasini kolaylastirmaktadir. Daha pratik olarak, editérlerin hangi yazilarin dergileri icin uygun olduguna karar vermelerine yardimci olur.
Hakem degerlendirmesi genellikle yazarlarin ve editérlerin raporlama kalitesini iyilestirmelerine yardimci olur.

Sistemlerin yerinde olmasini saglamak derginin sorumlulugundadir.

Uygun hakemlerin secimi icin hakemlerin, sadece e-posta igin ek materyaller de dahil olmak lzere, makalenin degerlendiriimesine iligkin tim
materyallere erisebilmesini saglamak ve hakem degerlendirmelerinin baglamda uygun bir sekilde degerlendiriimesini ve yorumlanmasini
saglamak editérin sorumlulugundadir.

Hakemli bir dergi, gézden gecirilmek Uzere goénderilen makaleleri géndermekle yukiumlli degildir ve elestirmenlerin 6nerilerini olumlu veya
olumsuz olarak izlemekle yukumlu degildir. Bir derginin editéri sonucta tim igerigin segiminden sorumludur ve editryal kararlar, derginin
uygunlugu gibi bir makalenin kalitesiyle ilgili olmayan konulardan haberdar edilebilir. Bir editér, eserin butlnligi ile ilgili endiseler ortaya
ciktiginda kabul edildikten sonra da dahil olmak uzere herhangi bir anda herhangi bir makaleyi reddedebilir.

Dergiler, incelemeye gonderdikleri yazilarin sayisi ve turleri, her bir yazi igin aradiklari gézden gegirenlerin sayisi ve tirleri, inceleme
surecinin aglk veya kor olmasi ve inceleme surecinin diger yonleri bakimindan farklilik gosterebilir. Bu nedenle ve yazarlara sunulan bir
hizmet olarak dergiler, hakem inceleme surecinin bir tanimini yayinlamalidir.

Dergiler bir makaleyi kabul etme veya reddetme kararini nihai olarak gézden gecirmeli ve hakemlerin hakemlerinin dergilerine katkisini
kabul etmelidir. Editérler, hakemlerin yorumlarini ayni makalenin hakemleri ile paylasmaya tesvik edilir, bdylece hakemler inceleme
surecinde birbirlerinden dégrenebilirler.

Hakem degerlendirmesinin bir pargasi olarak, editorlerin arastirma protokollerini, protokolden ayriysa istatistiksel analiz planlarini ve / veya
projeye 6zgl calismalarla ilgili s6zlesmeleri incelemeleri tesvik edilir. Editorler, yayin igin bu tir calismalar kabul etmeden 6nce yazarlari bu
tur belgeleri yayin sirasinda veya sonrasinda kamuya acik hale getirmeye tesvik etmelidir. Bazi dergiler, bu belgelerin kamuya kabul
edilmesinin bir kosulu olarak ilan edilmesini gerektirebilir.

Bagimsiz veri analizi ve kamuya acik verilerin mevcudiyeti icin gunlik gereklilikleri, bu revizyon sirasinda yayinlanmistir; bu, yayin éncesi ve
sonrasi hakem incelemesi igin verilerin mevcudiyetinin 6nemine dair gelisen gorusleri yansitmaktadir. Bazi dergi editorleri su anda yayin icin
calismalari kabul etmeden 6nce badimsiz bir biyoistatistik¢i tarafindan deneme verilerinin istatistiksel analizini talep etmektedir. Digerleri
yazarlardan calisma verilerinin Gglincl sahislar tarafindan goriintilemek ve / veya yeniden analiz etmek icin kullanip kullanamayacagini
belirtirken, baskalari da yazarlarin verilerini gézden gecgirmek veya yeniden analiz i¢in baskalariyla paylasmasini tesvik eder veya talep eder.
Her dergi, potansiyel yazarlarin kolayca erisebilecegi bir yerde veri analizi ve kayit igin kendi spesifik gereksinimlerini olusturmali ve
yayinlamalidir.

Bazi insanlar gercek bilimsel hakem degerlendirmesinin sadece bir bildiri yayinlandigi tarihte basladigina inanmaktadir. Bu baglamda, tibbi
dergiler, okuyucularin yayinlanmis makaleler hakkinda yorum, soru veya elestiriler sunma mekanizmasina sahip olmall ve yazarlarin uygun
sekilde cevap vermeleri ve dergi verilerinin talepleri ile isbirligi yapmalari ya da bildiri ile ilgili ek bilgi talep etmeleri gerekir. yayindan sonra
ortaya cikar (bkz. Bolim 1l1).

d. Bitanlak

Editoryal kararlar, bir yazinin dergiye uygunluguna ve yazinin orijinalligi, kalitesi ve 6nemli sorular hakkindaki kanitlara katkisina
dayanmalidir. Bu kararlar ticari ¢ikarlardan, kisisel iliskilerden ya da gundemlerden ya da olumsuz ya da kabul goren bilgeligi inandirici bir
sekilde sorgulayan bulgulardan etkilenmemelidir. Ayrica, yazarlar yayin igin sunmali ya da kamuya acik bir sekilde sunmali ve editorler yayin
dikkate alinmamali, istatistiksel olarak anlamh olmayan veya sonucsuz bulgulari olan bulgularla yapilan ¢alismalari kapsam disi
birakmamalidir. Bu tur galismalar, meta-analiz yoluyla diger calismalarla bir araya getirildigine dair kanitlarin hala 6nemli sorularin
cevaplanmasina yardimci olabilecegine dair kanit saglayabilir ve bu tir olumsuz ya da sonugsuz bulgularin halka agik bir sekilde
kaydedilmesi, gabanin istenmeyen sekilde gogaltiimasini 6nleyebilir ya da benzer calismalari dustnen diger arastirmacilar igin degerli
olabilir.
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YAZIM KURALLARI

Yazarlar, kaynaklarin dogrulugundan kendileri sorumludur.

Kaynaklar ayri bir sayfaya yazilmali ve yazi iginde gegis sirasina
g6re numaralandiriimahdir.

Ciumle icerisinde isim verilmeyecek ise kaynak numarasi cimle
sonunda, nokta isaretinden 6nce Ustsimge seklinde verilmelidir.
"profilaksisinde kullanilir?, Fields ve ark.?® saglikli........ "

Dergi kaynaklarinda yil, cilt, baslangi¢ ve bitis sayfalari verilirken
kitap kaynaklarinda ise sadece yil belirtiimelidir.
"Sinclair DR, Chung F, Mezei G. Can postoperative nausea and
vomiting be predicted? Anesthesiology. 1999;91:109-18.

ikiden fazla pes pese gelen kaynak var ise ilk ve son olanlari,
aralarina - isareti konarak verilmelidir: !
'intiyatla hareket etme egilimi olarak tanimlanmistir’-3-"

Kaynaklarda yazarlarin tam soyadlari ve adlarinin ilk harfleri
yazilmahdir.

"liginel MT, Tunay DL, Giines Y. Epilepside perioperatif yonetim
ve anestezi. Arsiv Kaynak Tarama Dergisi. 2018;27:39-69."

Kaynaktaki yazar sayisi 6 veya daha az ise tum yazarlar
belirtiimeli, yazar sayisinin daha fazla oldugu durumlarda ilk 6
yazarin sonuna "et al." ibaresi konularak kaynak yazilmalidir.
"Koivuranta M, Laara E, Snare L, John S, Faith S, Vayl G, et al. A
survey of postoperative nausea and vomiting. Anaesthesia.
1997;52:443-9."

Kaynak bir dergi ise;

Yazar Soyadi biytik harfle tam olarak yazilmali, adi ise sadece ilk
harf ve buylk olacak sekilde yazilmali. Makalenin bashgi.
Derginin Index Medicus'a uygun kisaltimis. Yil;Cilt:llk sayfa
numarasi-Son sayfa numarasi
"Iginel MT, Tunay DL, Gunes Y. Epilepside perioperatif yonetim
ve anestezi. Arsiv Kaynak Tarama Dergisi. 2018;27:39-69."

Kaynak bir kitap ise;

Yazar(lar)in soyadi adinin bagharf(ler)i. Kitabin adi. Kaginci baski
oldugu. Basim yeri: Basimevi, Basim Yili.
"Ropper AH, Brown RH. Adams and Victor's Principles of
Neurology. 8th ed. New York, McGraw-Hill, 2007.'

Kitaptan bir bélim kaynak olarak kullaniimis ise;

Boluim yazar(lar)inin soyadi adinin basharf(ler)i. Bolim basligi.
InKitabin adi. Kaginci baski oldugu. (Ed y ada Eds. Editor(ler)in
ad ve soyadlarinin basharf(ler)i): Bolumin ilk sayfa numarasi-son
sayfa numarasi. Basim yeri, Yaymnevi, Baski yil.
"Phillips MK, Gain P. Hypertension and stroke. In Hypertension:
Pathophysiology and Management, 2nd ed
(EdsJH Laragh, BM Brenner):495-8. London, Ran Press, 1985."

Web sitesi kaynak olarak gosterilmis ise;

Web sitesinin adi. Available from: Web sitesinin adresi. (accessed
date)

"World Health Organisation. (WHO). Obesity and owerweight.
Available from: http://www.who.int/mediacentre/factsheets/fs311/en/
Erisim tarihi:15Kasim2017."

Kaynak tez ise;

Yazarin soyadi adinin basharfi. Tezin bashg (tez). Tezin yapildigi
sehir adl, Universite adi (Universite ise), Yil.
"Tunay M. Kilolu ve obez kadinlarda grup gortismelerinin viicut
agirhgina, iyilik haline ve saglk denetim odagina etkisi (Uzmanlik
tezi). Adana, Gukurova Universitesi, 2015."

Tablolar:

1.Tablolar tek satir aralikl olarak ayri bir sayfaya yazilmalidir.

2.Her tablonun Ustlinde numarasi ve agiklayici bilgi olmahdir.
3.Tabloda kisaltmalara yer verilmisse bu kisaltmalarin agihmi altyazi
seklinde tablonun altinda ve alfabetik siraya gére yer almalidir.
4.Daha 6nce basilmis veya elektronik olarak yayinlanmis tablolardan
yararlanildiginda hem yazari hem de basimevinden yazili izin
alinmalidir ve bu, dergi editorligiine faks veya posta ile
gonderilmelidir.

5.Tablo igerisinde enlemesine ve boylamasina gizgiler

kullaniimamali, sadece Ust ve altina duz ¢izgi cizilmelidir.

6.Tablolar yazi igerisindeki bilginin tekrari olmamalidir.

7.Tablolar yazinin igine yerlestiriimis halde génderilmemeli.

8.Tablolar her sayfaya bir tablo olmak tzere yazinin gonderildigi
dosya iginde olmalidir.

Sekil Grafik Resim ve Altyazilari:

1.Altyazilar iki satir aralikli olarak ayri bir sayfaya yazilmahdir.

2.Metin igerisindeki siralarina gére numaralandiriimali ve sekil, grafik
ve resimlerde kisaltmalara yer verilmisse, bu kisaltmalarin agilimi
altyazinin  altinda ve alfabetik siraya gore yer almalidir.
3.Tablo, sekil ve grafikler yazinin igine yerlestiriimis halde
gonderilmemeli.

4 .Mikroskobik resimlerde buyltme orani ve boyama teknigi
aciklanmalidir.

5.Daha 6nce basili veya elektronik olarak yayinlanmis sekil, grafik ve
resimlerden yararlanildiginda hem yazari hem de basimevinden
yazili izin alinmaldir ve bu dergi editorligiine faks veya posta ile
gonderilmelidir.

6.Taninacak sekilde gortinen sahislarin resimlerini kullanirken
kendilerinden yazil izin alinmalidir.

7.Sekillere ait agiklamalar yazinin goénderildigi dosyanin en sonuna
yazilmalidir.

8.Tablo, sekil ve grafiklerin yazida nerede gegtigi belirtiimelidir.
9.Resimler/fotograflar renkli, ayrintilari gorilecek derecede kontrast
ve net olmalidir.

10.Sekil, resim/fotograflar ayri birer. jpg dosyasi olarak sisteme
eklenmelidir.

11.Resim ve fotograf dosyalari 100 pixel/inch, 8 cm eninde ve 300dpi
¢OzUnurllkten daha kiigik degerde olmamalidir.
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SAFRA KESESINDE INSIDENTAL RENAL HUCRELI KARSINOM METASTAZI:

OLGU SUNUMU
INCIDENTAL RENAL CELL CARCINOMA METASTASIS IN THE GALLBLADDER:
A CASE REPORT
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Renal hiicreli karsinom (RCC) cesitli anatomik bolgelere senkron veya metakron metastaz gelistirme egilimindedir. Safra kesesi
metastazi RCC'de nadir goriilmekte olup %1'den az oranda bildirilmistir. Burada koledokolithiazis ile bagvuran, endoskopik retrograd
kolanjio-pankreatografi (ERCP) sonrasinda yapilan kolesistekiomi patolojisi safra kesesine RCC metastazi olarak raporlanan kirk dort
yasinda erkek hastayr sunmayr amagladik. Operasyon planlanan hastalarda malignite 8zgegmisi bulunmasi durumunda olasi
asemptomatik metastazlarin atlanmamasi igin intraoperatif eksplorasyon ve patolojik degerlendirmenin 6nem arz ettigini disinmekteyiz.

Anahtar kelimeler: Metastaz, renal hiicreli karsinom, safra kesesi

Abstract

Renal cell carcinoma (RCC) tends to develop synchronous or metachronous metastases to various anatomical sites. Gallbladder
metastasis with RCC is rare and has been reported in less than 1%. Here, we aimed to present a 44-year-old male patient who presented
with choledocholithiasis and whose cholecystectomy pathology performed after endoscopic retrograde cholangiopancreatography
(ERCP) was reported as RCC metastasis to the gallbladder. We think that intraoperative exploration and pathological evaluation are
important in order not to miss possible asymptomatic metastases in patients who are to have a history of malignancy.

Keywords: Gallbladder, metastasis, renal cell carcinoma
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Giris

Renal hiicreli karsinom (RCO)
eriskinlerdeki tiim malignitelerin %3'"iinii
ve primer renal tiimorlerin  %85'ini
olusturur’?. Yeni tam konmus RCC’li
hastalarin iigte birinde metastatik hastalik
goriilebilmektedir. Ayrica, primer renal
kitlenin  cerrahi  tedavisinden sonra
yaklagik 9%25-50 oraninda metastatik
hastalik gelisecegi bildirilmistir’. En sik
metastaz  bolgeleri  akciger, kemik,
karaciger, adrenal ve beyin olmakla
birlikte, baz1 olagandis1 metastaz bolgeleri
bildirilmistir’.  Safra  kesesine RCC
metastazt otopsi serilerinde hastalarin
yaklasik %0,6'sinda saptanmigtir®.

Burada koledokolithiazis ile bagvuran,
endoskopik retrograd kolanjio-
pankreatografi (ERCP) sonrasinda yapilan
kolesistektomi patolojisi safra kesesine
RCC metastazt olan olgumuzu sunmay1
amacladik.

Olgu

Yirmiyedi paket / y1l sigara igme Oykiisii
olan kirkdort yasinda erkek hastaya
hastanemizde sol nonfonksiyone bdbrek
nedeniyle bir ay Once sol nefrektomi
yapildir ve patolojisi RCC, seffaf hiicreli
tip, T3ANOMO olarak raporlandi. Onkoloji
polikliniginde takiplerinin basladig1 sirada
sag list kadran agris1 ve gozlerde sararma
yakinmast olmasi nedeniyle hastanemiz
acil servisine basvurdu. Batin
muayenesinde sag {ist kadranda derin
palpasyonda hassasiyet mevcuttu.
Laboratuvar tetkiklerinde 16kosit: 12,07
x10* /uL, hemoglobin: 11,7 gr/dL,
trombosit: 140 x10° /uL, total / direkt
biliriibin: 4,6 / 3,1 mg/dl, alanin
aminotrasferaz ~ (ALT) /  aspartat
aminotransferaz (AST): 153 / 160 U/L,
alkalen fosfataz (ALP): 1377 U/L, gama
glutamiltransferaz (GGT): 1300 U/L

olarak saptandi. Karin ultrasonografisinde
(USG) safra kesesi duvar kalinlig1 normal,
icerisinde milimetrik taslar, intrahepatik
safra yollar1 dilate ve koledok 12 mm
olarak raporlanmasi lizerine
gastroenteroloji klinigince ERCP yapildi
(resiml). Koledok yaklasitk 10 mm ve
icerisinde milimetrik multiple sar1 renkli
taglar, intrahepatik safra yollar1 minimal
dilate  saptanarak; sfinkterotomi ve
koledoktan tas ekstirpasyonu yapildi.
Birimimize konsiilte edilen hastanin
laboratuvar tetkiklerinde total / direkt
biliiriibin: 1,06/ 0,5 mg/dl, ALT / AST: 43
/38 U/ L, ALP / GGT: 50/96 U/L
saptanmasi ve kontrol USG’de ek patoloji
goriilmemesi  iizerine  kolesistektomi
planlanarak devralindi. Cekilen toraks ve
abdominopelvik bilgisayarli tomografide
(BT) metastaz ile uyumlu goriiniim
bulunmamaktaydi. Preoperatif hazirlik
sonrasinda hasta genel anestezi altinda
operasyona alindi. Eksplorasyonda batin
ici ek patoloji goriilmemesi {izerine
laparoskopik  kolesistektomi  yapildi.
Hastamiz post operatif birinci giiniinde
sorunsuz bir sekilde taburcu edildi.
Patolojisi kese icerisinde milimetrik taglar,
iki alanda 0,1’er cm’lik, serozada sinirli,
nodiiler goriiniimde, keratin RCC ile
pozitif boyanan, karbonik anhidraz ile
boyanmayan atipik hiicreler izlendi ve
RCC metastaz1 olarak raporlandi (resim
2,3). Hastanin takiplerine onkoloji
kliniginde devam edilmektedir.

Tartlsma

Safra kesesine metastaz yapan tiimorler
genellikle malign  melanom, mide,
pankreas, yumurtalik, ince bagirsak, safra
kanali ve meme karsinomlaridir’. Renal
kanserler ¢esitli anatomik bolgelere
senkron veya metakron metastaz
gelistirme egilimindedir'~.
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Resim 1: ERCP skopi goriintiisi

Nadir goriilen metastaz bolgeleri arasinda,
RCC’nin safra kesesi tutulumu %1'den az
oranda bildirilmistir’. Nefrektomi sonrasi
on yildan daha uzun siirede meydana gelen
safra kesesi metastazi olgular1
bildirilmistir®’.

Bizim olgumuzda safra kesesi metastazi
nefrektomiden bir ay sonra insidental
olarak kolesistektomi piyes patolojik
degerlendirilmesi sirasinda saptanmistir.
Safra kesesine RCC metastazlarinin
cogunun (%70) asemptomatik oldugu
bildirilmigtir’. Hastamizda  kolanjit
semptomlart disinda metastaza bagh
klinik ve radyolojik herhangi bir bulgu
vermemistir. F-florodeoksiglukoz
pozitron emisyon tomografisinin (PET)
kullanilmasi, RCC saptamada diisiik

hassasiyet ve 0zgiilliik nedeni ile primer
tanisal gorlintiileme yontemi olarak
onerilmemektedir®. Hastamiza bilgisayarli
tomografi disinda metastaz taramasi i¢in
ek tetkik heniiz yapilmamust.

Metastazi olan RCC’ li 50 hastayi1 iceren
bir meta-analizde, hastalarin %72’ sinde
tant aninda baska metastaz olmadan soliter
safra kesesi metastazi oldugu
bildirilmistir’”. Hastammzda preoperatif
tetkikleri ve intraoperatif bulgularinda ek
metastaz odagi goriilmemis olup soliter
metastaz olarak degerlendirilmistir.

RCC'den uzak metastazi olan hastalar
genellikle kotii prognoz gosterirler ve 5
yillik sagkalim oran1 <%10° dur®.
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Resim 2: Serozada yuvarlak niikleuslu, seffaf stoplazmali atipik hiicrelerden olusan tiimoral infiltrasyon alani
(HEx200).

Resim 3: Tiimérde RCC pozitifligi (IHKx 200)
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Hastamizda  kolelithiazis nedeniyle
yapilan kolesistektomide temiz cerrahi
sinir ile metastatik odaklarin tam eksize
edildigi patoloji raporunda teyit edilmis

olup herhangi bir morbidite
gbzlenmemistir.

Sonug

Safra kesesi benign hastaliklar1 ve

operasyonlar1 genel cerrahi klinigini sik
mesgul etmektedir. Farkli organlardan
safra  kesesine tiimor  metastazlari
literatiirde az da olsa bildirilmektedir.
Operasyon planlanan hastalarda malignite
O0zgecmisi bulunmasi durumunda olasi
asemptomatik metastazlarin atlanmamasi
icin  intraoperatif = eksplorasyon ve
patolojik degerlendirmenin Onem arz
ettigini diisiinmekteyiz.

Finansal Destek:

Bu makalede agiklanan ¢alisma icin
herhangi bir finansman alinmada.

Clkar Catismasi:

Yazarlar arasinda herhangi bir ¢ikar
catismasi bulunmamaktadir.

Etik Onam:

Hastadan aydinlatilmis onam formu
alinmistir.
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Koronaviriis hastaligi 2019 (COVID-19) dncelikle solunum sistemi tutulumuyla seyretse de kardiyovaskiler tutulum mortalite ve
morbiditeyi etkilemesi nedenli 6n plana gikmaktadir. Kardiyovaskiler tutulum, miyokart hasari, akut miyokardit, akut koroner
sendrom, aritmi, kalp yetersizligi, ven6z tromboembolizm seklinde kendini gdsterebilmektedir. Kardiyak tutulumu olan vakalarin
seyri diger vakalara gore daha kotti oldugundan COVID-19 vakalarinda bu tutulumu tespit etmek dnemlidir. Bu derlemenin amac
COVID-19 ve kardiyovaskiiler etkilerini dzetlemektir.

Anahtar kelimeler: COVID-19, SARS-CoV-2, kardiyovaskiler tutulum, miyokart hasari, miyokardit, akut koroner sendrom, aritmi,
kalp yetersizligi, vendz tromboembolizm

Abstract

Coronavirus disease 2019 (COVID-19) is primarily associated with respiratory system involvement and cardiovascular involvement
comes to the fore due to its effect on mortality and morbidity. Cardiovascular involvement can manifest as myocardial injury, acute
myocarditis, acute coronary syndrome, arrhythmia, heart failure, venous thromboembolism. It is important to detect cardiovascular
involvement in COVID-19 cases since the course of these cases is worse than other cases without cardiac involvement. The
purpose of this review is to summarize COVID-19 and its cardiovascular effects.

Keywords: COVID-19, SARS-CoV-2, cardiovascular involvement, myocardial injury, myocarditis, acute coronary syndrome,
arrhythmia, heart failure, venous thromboembolism
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Siddetli  akut  solunum  sendromu
koronaviriisii-2 (SARS-CoV-2), Cin’in
Wuhan eyaletinden baslayarak tiim
diinyaya yayilmis ve global bir pandemiye
yol acmustir’?.  Solunum  yollarmi
etkileyen bu hastalik klinik olarak soguk
alginligt  benzeri semptomlara neden
olabildigi gibi, akut solunum sikintisi
sendromu veya fulminan pndémoni gibi
ciddi  klinik  durumlara da  yol
agabilmektedir’. Koronaviriis hastalig1
2019 (COVID-19) multidisipliner
yaklagilmast gereken bir enfeksiyondur.
Bu enfeksiyonla bobrek ve karaciger
hasar1  goriilebilmekte, sinir sistemi,

kardiyovaskiiler sistem
etkilenebilmektedir®. Kardiyovaskiiler
hastaligt olan bireylerin COVID-19
enfeksiyonuna  yatkinligi ~ mevcuttur.

Kardiyovaskiiler hastaligi olan bireylerin
SARS-CoV-2 ile enfekte olmasi
durumunda bu bireylerde COVID-19’a
baglt olumsuz sonucglarda risk artisi
saptanmistir.  Ayrica bu  bireylerde
kardiyovaskiiler komplikasyonlarda da
artis mevcuttur’”’. Bu derleme ile COVID-
19 enfeksiyonuna bagli goriilen ve
beklenen kardiyovaskiiler komplikasyon-
lar1 6zetlemek amaglanmistir.

COVID-19’a Bagh Kardiyovaskiiler
Komplikasyonlar

Miyokart Hasari ve Miyokardit

Miyokart hasar1 ve troponin yiiksekliginin
sadece miyokart enfarktiisii gostergesi
olmadigi, solunum yolu rahatsizliklar: ile
de goriilebilecegi daha oOnceden de
bilinmektedir®. Viral hastaliklarin ki bu
viral hastaliklara bir koronaviriis tipi olan
Ortadogu solunum sendromu

koronaviriisiinic (MERS-CoV) de o6rnek
verebiliriz, miyokart hasar1 ve troponin
yliksekligi ile birlikte miyokardit tablosu
olusturdu tespit edilmistir’>!°, SARS-CoV-
2 de kardiyovaskiiler sistemi direkt veya
indirekt olarak etkileyerek miyokart hasar1
ve miyokardite neden olabilir'®. Bu
konuda yapilan g¢esitli calismalarin
sonucuna gore hospitalize edilmis
COVID-19 vakalarinda troponin
yliksekligi ve miyokart hasar1 %7-17
civarinda  goriilmekte iken, yogun
bakimda takip edilen hastalarda bu oran
%22-31‘e cikabilmektedir!7:!!

Yiiksek sensitiviteli kardiyak troponin I
(hs-cTnl) diizeyine gore mortalite durumu

incelendiginde; olimle  sonucglanan
vakalarin oraninin %46’ s1n1n,
yasayanlarin ise %1’inin, bu

biyobelirte¢in diizeyinin referans limitinin
%99’unun iizerine ¢iktign goriilmiistiir’.
Zaten c¢ogu caligmada da akut miyokart
hasar1 kardiyak troponin diizeyinin {ist
referans limitinin  %99’unun {izerine
citkmast olarak tammlanmistir®.  Akut
miyokart hasarina en sik neden olan altta
yatan mekanizmalar; viral miyokardite
sekonder hasar veya sistemik
inflamasyona sekonder miyokart
hasaridir. Ayrica miyokardiyal oksijen
ihtiyac1 arz uyusmazligi, akut koroner
olaya sekonder veya iyatrojenik nedenlere
bagli miyokart hasar1 da olabilmektedir’.

Akut miyokart hasar1 olan hastalarda
gbgis agrisi, nefes darligi, disritmi ve akut
sol ventrikiil islev bozuklugu tespit
edilebilmektedir'-”!!1213 . Bu hastalarda
daha once de belirtildigi gibi Oncelikle
miyokart hasar1 oldugundan troponin
ylikselmektedir. Bunun haricinde
elektrokardiyografi degisiklikleri
goriilebilmektedir. Bu degisiklikler akut
koroner sendromu taklit edebildigi gibi,
spesifik olmayan ST-T degisiklikleri, T
inversiyonu, PR ve ST segment
depresyonlar1 veya elevasyonlar1 da
goriilebilmektedir'®.  Ekokardiyografide
ise duvar hareket bozuklugu
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olmayabilecegi  gibi  global islev
bozuklugu da  goriilebilmektedir'®!°.
COVID-19’a baghh miyokart hasarinda
EKG ve ekokardiyografik degisiklikler
hastaligin  ciddiyetinin ve prognoz
kotiliigiiniin dngdrdiirmektedir!®!%!7. En
onemlisi, akut miyokart hasar1 ve troponin
ylksekligi; COVID-19 vakalarinda ciddi
bir negatif prognoz ve mortalite
gostergesidir. Bu yiizden bu vakalar
dikkatle ve yakindan takip
edilmelidir"7!",

Akut Miyokart Enfarktiisii

Ciddi sistemik inflamasyon, aterosklerotik
plaklarda bozulmaya ve yirtilmaya neden
olur ve bu durum akut miyokart
enfarktiisiine neden olabilmektedir'>'7-2°,
Ozellikle ciddi viral enfeksiyonlarin da
sistemik inflamatuar yanit sendromuna
neden oldugu ve bu sendromun da plak
riiptiirii riskini artirdigi bilinmektedir®'.
Kwong ve ark.'® yaptign bir caligmada
influenza ve baz1 diger viriislerin,
hastaligin ilk bir haftasinda akut miyokart
riskini artirdig1 bildirilmistir. Covid-19
enfeksiyonuna ciddi inflamasyon ve
hiperkoagiilabilite eslik etmektedir. Bu
ylizden COVID-19 enfeksiyonu olan
hastalarda akut miyokart enfarktiisii
riskinin arttig1 diisiiniilebilir'®!®>, COVID-
19 ve miyokart enfarktiisii birlikteligi
beklenen bir durum olsa da COVID-19 ve
miyokart enfarktiisii insidansini
degerlendiren bir calisma
yaymlanmamistir. Bu  durum  bize
insidansin beklendigi gibi ¢ok olmadigi
veya yeterli tant  konulamadigini
gostermektedir'®. Fakat beklenebilecek bu
duruma hazirliksiz yakalanmamak igin
konu ile ilgili kilavuzlar ve uzlasi raporlari
yayinlanmigtir'>*2?%,  Tiirk Kardiyoloji
Dernegi’nin diizenledigi uzlas1 raporunda
hasta ST yiikselmeli miyokart enfarktiisii
siiphesi varsa ve yliksek riskli (yaygin 6n
duvar miyokart enfarktiisii, hemodinamik
instabilite, kardiyojenik sok, akut kalp
yetersizligi, hayati tehdit eden aritmi,
kardiyak arrest, miyokart enfarktiisiiniin

mekanik komplikasyonlar1) ise hastaya
primer  perkiitan koroner  girisim
onerilmekte; fakat hasta yiiksek riskli
degilse ve ST yiikselmeli miyokart
enfarktiisii sliphesi varsa hastaya dncelikli
fibrinolitik tedavi Onerilmektedir. ST
ylikselmesi olmayan miyokart enfarktiisii
durumunda ise hasta yiiksek riskli ise
erken perkiitan girisim 6nerilirken, ytliksek
riskli hasta degilse medikal tedavi
onerilmektedir?.

Kalp Yetersizligi ve Kardiyomiyopati

Kalp yetersizligi, COVID-19 enfeksiyonu
nedenli basvuran hastalarda saptanan
bulgulardan biridir. Zhou ve ark.” 191
hospitalize hastada yaptig1 izlemde
toplamda hastalarin  %23’iinde  kalp
yetersizligi tespit edilmistir.  Oliimle
sonuglanan vakalarin %52’sinde diger
vakalarin ise %12’sinde kalp yetersizligi
saptanmistir’. COVID-19 enfeksiyonu
olan  hastalarda  kalp  yetersizligi
durumunun yeni bir kardiyomiyopati mi
yoksa eski kardiyak hastaligin kotiilesmesi
durumu olup olmadigi net degildir'®.
COVID-19  enfeksiyonun tetikledigi
miyokart hasar1 veya akut miyokardit gibi
durumlar kalp yetersizligini tetiklemis ve
artirmig olabilir. Nedeni ne olursa olsun
COVID-19 nedenli takip edilen hastalarin
kalp yetersizligi ve kalp yetersizligi
semptomlart acisindan takip edilmesi
gerekli goriilmektedir.

Kardiyak Aritmi

COVID-19 enfeksiyonu olan hastalarda
aritmi, basvuru sikayetleri arasindadir.
COVID-19 tanist  konan hastalarin
%7,3’linde basvuru sikayetleri arasinda
kalp carpmtisi oldugu goriilmektedir®*.
Hospitalize edilen hastalarda aritmi %17
oraninda goriiliirken, yogun bakimda takip
edilen hastalarda bu oran %44’e
ulagsmaktadir'!. En sik goriilen g¢arpinti
muhtemel hipoperfiizyon, ates, hipoksi
veya anksiyete gibi sebeplere bagli siniis
tasikardisidir. COVID-19 enfeksiyonu
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geciren bir hastada aritmiye troponin
yiiksekligi de eslik ediyorsa bu hastaya
daha dikkatli yaklagilmalidir ¢linkii
aritmilerin temelinde; miyokart hasari,
miyokardit veya akut koroner sendrom
olabilir'®>. Bu 6n tamlar1 gbéz Oniinde
bulundurarak hastaya yaklasilmali ve
tedavi algoritmast altta yatan
mekanizmaya gore diizenlenmelidir.

Venoz Tromboembolik Olaylar

COVID-19 enfeksiyonu geciren hastalar
vendz tromboemboli agisindan artmis risk
tasimaktadirlar®*.  Bu  riski  artiran
durumlar, uzamis immobilite, artmis
koagiilabilite durumu, sistemik
inflamasyon ve multiorgan yetmezligi gibi
durumlardir’”?*%6,  COVID-19  enfek-
siyonu olan hastalarda koagiilasyon
yolaginda bozukluklar goriilmektedir. Han
ve ark.?” bu hastalarda D-dimer, fibrinojen
ve fibrin yikim {riinleri diizeylerinde
saglikli bireylere gore artis oldugunu
tespit etmistir. Ayrica D-dimer ve fibrin
yikim driinleri diizeyi ciddi COVID-19
enfeksiyonu olanlarda, hafif atlatanlara
gore daha yiiksektir. D-dimer diizeyinin 1
pg/mL  diizeyinin  iizerinde  olmasi
hastanede yatan hastalarda artmis Oliim
riski ile iliskilendirilmistir’.  Ayrica
antikoagiilasyon kullanimi ciddi COVID-
19 hastalarinda mortaliteyi diisiirmektedir.
Bu yilizden ciddi COVID-19 vakalarinda
ve D-dimer diizeyi iist referans limitinin 6
kat iistiinde olan hastalarda 6zellikle diigiik
molekiil agirlikli  heparin  kullanimi
diisiiniilmelidir?®.

Uzun Donemde Beklenebilecek Sonuclar

SARS-CoV-2  wviriisi  kisa  siiredir
hayatimizda olan bir ajan olmasi nedeniyle
uzun donem etkilerinden s6z etmek igin
heniiz yaymnlar bulunmamaktadir. Tipki
SARS-CoV-2 gibi Coronaviridae ailesi
iiyesi olan SARS-CoV bize yol gosterici
olabilir. SARS-CoV, 2002 ve 2003
yillarinda pandemiye neden olmus ama bu
salgin COVID-19 gibi tiim diinyaya degil,

sadece 37 iilkeye yayilmis ve sonrasinda
kontrol altina alinmistir®3°, SARS-CoV
enfeksiyonu gecirmis hastalarin  yillik
izlemi sonucunda hastalarin %44’{inde
kardiyovaskiiler sistem bozukluklarinin,
%60’inda ise glikoz ~metabolizmasi
bozukluklarinin gorildiigii bildirilmistir.
Yine bu hastalarda lipit metabolizma
bozukluklarinin olabilecegi
belirtilmektedir. Fakat bu yayin 25 kisilik
bir c¢alismadir ve bu degisikligin,
uygulanan metilprodnizolon  uygu-
lamasinin ~ uzun  donem  etkisinin
olabilecegi de yayinda belirtilmektedir’’.
COVID-19 enfeksiyonun uzun ddénem
sonuc¢larindan bahsetmek icin erken olsa
da, bu enfeksiyonu gec¢irmis hastalarin
kardiyovaskiiler ve metabolik bozukluklar
icin izlenmesi ve uzun donem takip
yapilmasi yanlis olmayacaktir.

Sonug

COVID-19 enfeksiyonu, kardiyovaskiiler
sistem tizerinde etkilerini miyokart hasari,
akut miyokardit, akut koroner sendrom,
kalp yetersizligi, kardiyak aritmiler,
tromboembolik olaylar olarak
gosterebilmektedir. Kardiyak tutulumu
olan hastalarin prognozlar1 daha kotiidiir
ve mortalite oranlar1 daha yiiksektir. Bu
ylizden COVID-19 hastalarinin takibinde
hastalarin kardiyovaskiiler agisindan takip
edilmeleri 6nemlidir. Ayrica COVID-19
hastalarinda kalp yetersizligi, miyokart
enfarktiisii gibi konularla ilgili yayinlar
sinirhidir.  Bu  konudaki c¢alismalarin
artmast  COVID-19 enfeksiyonu ile
miicadelede  hekimlerin  yaklagimini
etkileyecek, yeni algoritmalar liretilmesini
saglayacak ve sahadaki hekimlerin
enfeksiyonla miicadele etmesini
kolaylastiracaktir.

Finansal Destek:

Bu makalede agiklanan ¢alisma icin
herhangi bir finansman alinmada.
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Clkar Catismasi:

Yazarlar arasinda herhangi bir ¢ikar
catismasi bulunmamaktadir.

Etik Onam:

Hastadan aydinlatilmis onam formu
alinmistir.
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Abstract

Introduction: Ruxolitinib is a Janus kinase (JAK)1/JAK2 inhibitor for the treatment with primary myelofibrosis (PMF), post-
polycythemia MF (PPVMF), and post—essential thrombocythemia MF (PETMF) for disease-related splenomegaly or symptoms in
adult patients. Ruxolitinib is effective treatment choice for myelofibrosis. But ruxolitinib has some adverse event, hematologic and
non-hematologic. In this study, we wanted to present the results of our patients using ruxolitinib.

Materials and Methods: Total 40 patient’s data were retrospectively analyzed. Categorical and continuous data were expressed as
ratio (%) and median (range). Overall survival (OS) is taken as endpoints of this study.

Results: The total number of patients was 40. 4 patients received ruxolitinib for chronic graft versus host disease (cGVHD) after
allogeneic stem cell transplantation. The total number of patients who analyzed was 28. The median age of patients was 54 years
(35-78). Median ruxolitinib treatment duration was 383 days (37-1596 days). After ruxolitinib, median platelet, hemoglobin,
neutrophil nadir durations were 46 days (0-546), 40 days (14-218days) and 112 days (16-546days), respectively. The median
nadir hemoglobin and platelet level were 8.3 g/dl (5 g/dl -15 g/dI) and 147.5x10%pl (29x10%l -589x10%yl), respectively. The
median follows up was 1291 days (40 -8053 days). The 5-year OS rate was 60.6% and 90% in hemoglobin and platelet recovery
time <100days and 2100 days (p=0.9). 7 patients were died, one of them had opportunistic fungal infection.

Conclusion: In conclusion, although ruxolitinib has been shown to improve survival in myelofibrosis in the long term, survival may
be short due to side effects.

Keywords: Ruxolitinib, adverse events, myelofibrosis.
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Oz

Girig: Ruksolitinib primer myelofibrozis (PMF), post-polisitemia MF (PPMF) ve post-esansiyel trombositemi MF (PETMF)'de
hastalik iliskili splenomegali ve semptomlarin kontroliinde kullanilabilen Janus kinaz (JAK)1/ JAK2 inhibitdriidiir. Myelofibrozis
tedavisinde etkin bir tedavi segenegidir. Fakat hematolojik ve hematolojik olmayan yan etkileri mevcuttur. Biz bu galigma ile
ruksolitinib kullanan hastalarimizin sonuglarini sunmayi amagladik.

Gereg ve Yontemler: Toplamda 40 hasta verisi geriye yonelik incelendi. Kategorik ve siirekli veriler sirasiyla yiizde (%) ve ortanca
(aralik) olarak belirtildi. Genel sagkalim (GS) galismada primer sonlanim noktasi olarak alind.

Bulgular: Toplam hasta sayisi 40't1. 4 hasta ruksolitinibi allojenik kok hiicre nakli sonrasi kronik graft versus host hastaliji (kKGVHH)
iin kullanmaktaydi. Analiz edilen toplam hasta verisi 28'di. Ortanca yas 54 (35-78) idi. Ortanca ruksolitinib tedavi stiresi 383 giindi
(37-1596 giin). Ruksolitinibden sonra ortanca trombosit, hemoglobin, nétrofil nadir siiresi sirasiyla, 46 giin (0-546 giin), 40 giin
(14-218 giin) ve 112 giin (16-546) giin idi. Ortanca nadir hemoglobin ve trombosit seviyesi sirasiyla 8.3 g/dl (5 g/dl -15 g/dl) ve
147 .5x10%ul (29x10%/ul -589%10%/l) idi. Ortanca izlem siresi 1291 giin (40 -8053 giin) olarak saptandi. Hemoglobin ve
trombosit iyilesme stiresi <100 gtin ve 2100 giin olarak alindiginda 5-yillik GS orani %60,6 ve %90 olarak saptandi (p=0.9). Biri
firsatcl fungal infeksiyondan olmak (izere, toplam yedi hasta hayatini kaybetmisti.

Sonug: Ruksolitinib, uzun dénemde myelofibrozis igin sagkalimi uzattigi gosterilse de sagkalim yan etkilerden dolayi kisalabilir.

Anahtar Kelimeler: Ruksolitinib, yan etkiler, myelofibrozis.

Introduction

Ruxolitinib is a  Janus  kinase
(JAK)1/JAK2 inhibitor for the treatment
with primary myelofibrosis (PMF), post—
polycythemia MF (PPVMF), and post—
essential thrombocythemia MF (PETMF)
for disease related splenomegaly or
symptoms in adult patients!. The main
pathology of MF is the hyperactivity of
JAK-STAT pathway®. The standart risk
evaluation for PMF is based on three risk
score: The International Prognostic
Scoring System (IPSS) at diagnosis, the
dynamic IPSS (DIPSS) and DIPSSplus
during disease following. All risk scores
evaluate five parameters: age >65 years,
leukocyte >25x10%/ul, circulating blast
cell >1%, hemoglobine <10g/dl, presence
of constitutional symptoms (fever, night
sweats, loss of weight). Additionally, the
cytogenetic results and need for red blood
cell transfusion and platelet count are
necessary for DIPSSplus®.
Furthermore, a new risk scoring system
(MYSEC-PM) for PPVMF and PETMF
myelofibrosis was developed?. Ruxolitinib

is effective treatment choice for
myelofibrosis®. But ruxolitinib has some
adverse  event,  hematologic  and
nonhematologic. Central nervous system,
dermatologic, endocrine, and metabolic,
gastrointestinal, hepatic system adverse
events previously reported. Pneumonia is
the second most common adverse event’.
Dose-dependent cytopenias were the most
common hematologic adverse events’.
The JAK-STAT pathway is contributed to
the development of malignant lymphoma.
In the recent published paper, ruxolitinib
can be increased risk for B-cell lymphoma
in MF patients®. In this area, it has been
reported that lymphoma develops in MPNs
under ruxolitinib treatment”™'?. Especially
if a patient has B cell clone in the bone
marrow, the risk is increase®.

Ruxolitinib can use also chronic graft-
versus-host disease (cGVHD) not only
myelofibrosis. c¢cGHVD is the major
complication after allogeneic stem cell
transplantation'!. T cell reaction is
important for GVHD  mechanism.
Interferon y (IFNy) is important for T cell
traffic. The JAK/STAT pathway is central
to IFNy - IFNyR signaling, and inhibition
of this pathway by ruxolitinib is important
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for GVHD to stabilize. In this study, we
wanted to present the results of our
patients using ruxolitinib.

M aterials and Methods

We evaluated of the patients’ receiving
ruxolitinib data retrospectively in our
center from June 2015. Total 40 patient’s
data were analyzed. The data collection
made from our database. The study was
approved by local ethic committee (GO
18/1010). All patients gave informed
consent about their treatment and
information analyses. This study complied
with the Declaration of Helsinki. Patients’
age, sex, reason for ruxolitinib treatment,
diagnosis, date of diagnosis were
analyzed. JAK-V600F mutation status,
MPL mutation status, CALR mutation
status and cytogenetic analyses results
were analyzed. The hemoglobin level,
white blood cell counts, platelet counts at
diagnosis and HB>10g/dl, HB<10g/dl,
WBC>25%x10%/pl, WBC<25x10°/pl,
platelet>100x10%/ul, platelet<100x10°/ul
were grouped and analyzed. The
symptoms at diagnosis (fever, night
sweats, loss of weight, abdominal pain,
bone pain) were recorded. IPSS, DIPSS,
DIPSS plus score for PMF and MYSEC-
PM? score for PETMF, PPVMF were
calculated. Bone marrow biopsy fibrosis
grade were recorded, according to the 0-3
scale for reticulin fibrosis. Treatment
choices before or with ruxolitinib were
recorded. The platelet count, hemoglobin
level, neutrophil nadir level and date, also
recovery level and date after ruxolitinib
therapy were recorded. Patients hepatic
transaminases (ALT, AST), creatinine
level changes and dizziness, nausea,
pruritis were recorded. Serious advers
events were recorded. The causes of death
of the patients who died were examined.

Statistical analysis

Categorical and continuous data were
expressed as ratio (%) and median (range).
Overall survival (OS) is taken as endpoints
of this study. OS was defined as death by
any cause. The patients who did not die
and those who did not relapse at last
follow-up were censored at this time.
Patient and disease related variables and
outcomes were summarized by descriptive
statistics. ~ Survival  analyses  were
computed via the Kaplan-Meier method.
Comparisons of survival rates were done
using a log-rank test. Univariate
comparisons with a p value <0.2 were
included in multivariate analyses in which
p < 0.05 was considered statistically
significant. Cox regression analysis was
used to study the simultaneous effect of
selected variables on survival. The
analysis was performed with the IBM
SPSS Statistics for Windows, version 23.0
(Armonk, NY).

Results

The total number of patients was 40. 4
patients received ruxolitinib for cGVHD
after allogeneic stem cell transplantation.
8 patients were excluded the analysis
because of lack of the data. The total
number of patients who analyzed was 28.
The median age of patients was 54 years
(35-78). 39.3% (11 patients), 17.9% (5
patients), 39.3% (11 patients) and 3.6% (1
patient) have PMF, PETMF, PPVMF and
polycythemia vera, respectively. The
median spleen size was 190mm (140-
270mm). The median LDH level at
diagnosis was 805 (173-1942). The
median  platelet, hemoglobin  and
neutrophil levels at diagnosis were
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211x10%/uL (42x10°/uL -1000x10°/uL),
114 g/dL (7 g/dL -18 g/dL) and
12.1x10%/uL (2.7x10°/uL -54.6x10°/uL),
respectively. 25/27 patients (92.5%) have
JAK positive. There were only 5 and 4
results (as negative) for CALR mutation
and MPL mutation. Cytogenetic analysis
results (total 20 patients) were 1 patient
with trisomy 8, one patient with deletion
20q. The other cytogenetic results were
normal karyotype (18 patients). The other
characteristics of patients was shown in
table 1. The only 1 patient had low
MYSEC-PM score, the other patients’
score was not known because of lack of

Table 1. Characteristics of patients.

CALR data. Median ruxolitinib treatment
duration was 383 days (37-1596 days).
21.4%, 39.3%, 25%, 14.3% of patients
received ruxolitinib 2*5 mg/day, 2*10
mg/day, 2*15 mg/day and 2*20mg/day,
respectively. After ruxolitinib, elevation
of ALT and AST level was shown 9 and
10 patients, respectively. Only 4 (14.3%),
2 (7.1%) and 3 (10.7%), 4 (14.3%), 4
(14.3%) patients had increase creatinine
level, headache, dizziness, muscle spasm
and nausea after ruxolitinib, respectively.

Symptoms at diagnosis

e Fever

9/28 (32.1%)

e Night sweats 7/28 (25%)

o Loss of weight 10/28 (35.7%)

e Bone pain 4/28 (14.2%)

e  Abdominal pain 15/28 (53.5%)
DIPSS score (n=28)

e Low 4 (14.3%)

e Intermediate-1 17 (60.7%)

e Intermediate-2 5 (17.9%)

e High 2 (7.1%)
IPSS score (n=28)

e Low 4 (14.3%)

e Intermediate-1 12 (42.9%)

e Intermediate-2 6 (21.4%)

e High 6 (21.4%)
DIPSS plus score (n=28)

e Low 3 (10.7%)

e Intermediate-1 12 (42.9%)

e Intermediate-2 9 (32.1%)

e High 4 (14.3%)
Fibrosis grade at diagnosis (n=27)

e Grade2 6 (22.3%)

e Grade3 21 (77.7%)

Treatment of before ruxo (n=27)

e Hidroxyurea (HU)
e  HU+ interferone

e  Eritropoetin

e  Splenectomy

19 (70.3%)
5 (18.5%)
2 (7.5%)

1 (3.7%)
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Figure 1. Comparison of OS among groups of time nadir to recovery of hemoglobin.

There is no patient with pruritis, diarrhea
and herpes infection. The leukemic
transformation was not improving in any
patient. The dose modification was made
in 8 (28.6%) patients because of adverse
events.

After ruxolitinib, median platelet,
hemoglobin, neutrophil nadir durations
were 46 days (0-546), 40 days (14-
218days) and 112 days (16-546days),
respectively. The median recovery
duration of  platelet, hemoglobin,
neutrophil durations were 90 days (6-
467days), 101 days (6-625days) and 50
days (6-363 days), respectively. When the
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median hemoglobin, platelet recovery
time was grouped as 100 days; 48.1% (13
patients) and 51.9% (14 patients) of
patients have hemoglobin and platelet
recovery time <100days, respectively.

67.9% (19 patients) of patients have the
nadir hemoglobin level <10 g/dl. 32.1% (9
patients) of patients have the nadir platelet
<100x10%/ul. 46.4% (13 patients) of
patients have the nadir neutrophil
<5x10°/ul. The median nadir hemoglobin
and platelet level were 8.3 g/dl (5 g/dl -15
g/dl) and 147.5x10%/pl (29x10%/pl -
589x10%/ul), respectively. The median
recovery hemoglobin and platelet level
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were 10.6 g/dl (7 g/dl-15 g/dl) and
285x10%/ul  (42x10%/ul  -1005x10%/ul),
respectively.

The median follows up was 1291 days (40
-8053 days). The 5-year OS rate was
60.6% and 90% in hemoglobin and platelet
recovery time <100days and >100 days
(p=0.9) (Figure 1). There was no
statistically significant difference. In the
follow-up, 7 patients were died. Two of
them had allogeneic stem  cell
transplantation and died. One of them had
recurrent hematuria and died due to deep
anemia. One of them had tuberculosis and
died, we reported early'’. One of them
died after splenectomy due to cardiac
decompensation. One of them had died
after acute respiratory distress syndrome
with unknown etiology. The one of them
had opportunistic fungal infection.

59-year male patient was diagnosed as
primary  myelofibrosis  in  2009.
Abdominal ultrasonography revealed his
spleen size as 20 cm. His laboratory tests
were resulted as hemoglobin 11.6 gr/dl,
white blood cell 14x10°%/ul, and platelet
211x10%/ul. His bone marrow biopsy was
showed of grade 3/3 fibrosis. In 2011, his
white blood cell count was detected as
36x10°/ul, therefore he was investigated
for blastic transformation. After ruling out
blastic  transformation,  hydroxyurea
treatment was started. In 2015, his
laboratory tests were resulted as
hemoglobin 10.7 gr/dl, white blood cell
22.1x10%/ul, and platelet 205x10%/ul. He
had the complaints of early satiation, loss
of weight and dyspnea. His liver and
spleen were palpable under costa with 8
cm and 15 cm, respectively. Ruxolitinib
treatment was started in September 2016
because of spleen enlargement and
constitutional  symptoms. He  was
hospitalized because of dyspnea and low
oxygen saturation after 1-year ruxolitinib
treatment. He had pneumonia in chest X-
ray graphy. The large-spectrum antibiotic
treatment (piperasilin-tazobactam), and

respiratory support was started. One week
later, the patient’s oxygen demand
increased. He was intubated. Pleural
effusion and new infiltrations in the chest
X-ray were detected. His bronchoalveolar
lavage culture result was positive for
Candida  krusei. The  caspofungin
treatment was started. He died after 15
days, despite the effective antifungal
treatment.

There were only seven patients with bone
marrow  sampling after ruxolitinib
treatment.

While the CD 20 positive lymphoid
aggregates was not seen before the
ruxolitinib treatment in 5 bone marrow
samples, lymphoid aggregate developed
after the treatment. However, the clinical
development of lymphoma was not seen in
any patient.

Among patients received ruxolitinib, 3
patients had acute lymphoblastic
leukemia, one patient had acute myeloid
leukemia and allogeneic hematopoietic
stem cell transplantation. All of them had
received steroid and calsineurin inhibitors
for a long time before ruxolitinib treatment
for grade 4 skin GVHD. The treatment
duration is short (median 6 months).
Ruxolitinib treatment is continues still.
The bone marrow samples showed that
low blast rate. There are no adverse events.
Ruxolitinib was used in a single patient
with a different diagnosis. 53 years old,
male patient was received ruxolitinib for
MDS/MPN overlap syndrome. The patient
had leukocytosis with mild anemia in
blood count at June 2013. Bone marrow
biopsy showed that MDS/MPN overlap
syndrome. JAK 2 V600F mutation was
positive. Normal karyotype was in
cytogenetic analyses. The patient was
follow-up without treatment. After one
year the hemoglobin level decreased to 6
g/dl. Splenectomy was performed because
of the transfusion dependence. After
splenectomy, the inferior vena cava
thrombosis and Budd-Chiari was seen.
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Ruxolitinib was started because of
developing B symptoms and hydroxyurea
resistant anemia. After three months
ruxolitinib treatment, the hemoglobin
level is 10g/dl with no adverse event.

Discussion

In the scoring study involving 235 PMF
and 186 secondary MF patients, grade 2
anemia developed in 67.5% and 56.4% of
the patients at 3 months and 6 months after
starting ruxolitinib. 43.7% and 36.9% of
the patients had grade 3 anemia at same
period. Grade 2 thrombocytopenia
developed in 43.2% and 44.2% of the
patients at 3 months and 6 months after
ruxolitinib treatment?>. In this study,
relatively small retrospective cohort study,
it was observed that 3.1 wunits of
hemoglobin were decreased after the
initiation of ruxolitinib from the diagnosis
of the patients. Our study cohort nadir
hemoglobin level median was 8.3g/dl and
median duration of nadir hemoglobin was
40 days, relatively fast fall.

In a new study to investigate the effect of
ruxolitinib on spleen size, 18 of patients
had leukemic transformation. Causes of
death were 20.8% and 12.5% of patients
have acute leukemia and infections,
respectively!®. In this small study cohort,
there was no leukemic transformation.

In another last study, tuberculosis was
seen in 3/65 patients'?.
In our study, tuberculosis was seen in one
patient. But it has not been mentioned in
detail since it has been previously reported
12 In this study, one patient died due to
opportunistic fungal infection in the lung.

In fact, as mentioned in the new study,
which is the inspiration of this study,

lymphoid development can be seen in
patients who receive ruxolitinib. However,
none of our patients had clinically
developed lymphoma. Only 6 patients who
underwent bone marrow sampling 6
months after starting ruxolitinib were re-
evaluated. In 5 samples, the CD 20
positive lymphocyte aggregate was new.
In 2 samples, the lymphoid aggregates
were found to be similar to the bone
marrow samples taken before ruxolitinib
was started. The presence of lymphoid
aggregate as a feature of
myeloproliferative diseases makes the
interpretation difficult'.

The weakness of the study is the small
number of patients.  Furthermore,
retrospective evaluation of data is another
weakness of the study.

In conclusion, although ruxolitinib has
been shown to improve survival in
myelofibrosis in the long term, survival
may be short due to side effects. In this
small cohort study 25% of patients died
due to different reasons.
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Abstract

Introduction: Preeclampsia (PE) is one of the most important reasons leading to maternal, and neonate morbidity and mortality.
The pathophysiology of PE has yet to be fully elucidated. Hypoperfusion, hypoxia and ischemia are the critical components in the
gtiopathogenesis of PE. Here, we aimed to investigate the association between chronic villitis, infarction, edema, calcification,
chorangiosis, perivillous fibrin deposits, fibrosis in villi, syncytial knot increase, retroplacental detachment, average placental weight,
age, gravity, parity, abortion, hemoglobin, platelet, lactate dehydrogenase (LDH), D-dimer and protein 24 levels, and the clinical
results.

Materials and Methods: With no significant differences in age, gravity, abortion and parity values, 91 pregnant women diagnosed
with PE in the preeclamptic placentae in our pathology department between 2015 and 2018, and 92 normal healthy pregnant
women were included as the study and the control groups. Patients and babies’ data were obtained from their files, and the
laboratory data were obtained from the hospital automation records. Hematoxylin and eosin-stained preparations of the placentae
were removed and re-evaluated from the archive. The data were analyzed by number, percentage, mean, standard deviation, and
correlation tests. Numeric variables were investigated by ¢ test in independent groups while categorical data were assessed by chi-
square test. Results with p<0.05 were considered statistically significant.

Results: As to age, gravity, parity, abortion, hemoglobin, platelet, LDH, D-dimer and protein 24 levels, no statistical difference was
found between the study and control groups (p>0.05). Mean placental weight was 330.8+89 g and 431£59 g in the study and
control groups. Retroplacental detachment was 7% in six cases (6/85) in the study group, while 1% in one case (1/92) in the
controls. Mean gestational weeks were found as 33+3 and 38+1 weeks in the study and control groups. No statistically significant
association was determined between the study and control groups for gravity, abortion, chorangiosis, villitis, edema,
chorioamnionitis, calcification, perivillous fibrin and syncytial knot increase (p>0.05).

Conclusion: Based on our findings, there were some differences in placental histopathology of preeclamptic patients; the differences
may be related to placental insufficiency. However, the absence of differences in various placental histopathological parameters
also supports that every perinatal problem is not associated with a placental abnormality, nor is every placental pathology associated
with a perinatal malfunction.
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Giris: Preeklampsi (PE) maternal ve neonat morbidite ve mortalitenin en énemli nedenleri arasinda yer alan bir hastaliktir. PE'nin
patofizyolojisi tam olarak aydinlatilamamistir. Hipoperfiizyon, hipoksi ve iskemi PE'nin etiyopatogenezinde kritik bilesenlerdir. Bu
calismanin amaci PE'li ve saglikli gebelerin plesantalarindaki kronik villitis, infarkt, ddem, kalsifikasyon, korangiozis, perivillz fibrin
depoziti, villislerde fibrozis, sinsityal knot artisi, retroplasental dekolman, plasental agirlik ortalamasi, yas, gravite, parite, abortus,
hemoglobin, platelet, LDH, D-Dimer ve Protein 24 dizeyleri ile klinik sonuglarinin incelenmesidir.

Gereg ve Yontemler: Calismamizda 2015-2018 yillan arasinda patoloji bélimiimiize tani almig yas, gravite, abortus, parite
degerlerinde anlamli farklilik bulunmayan preeklamptik ve kontrol grubu gebe plasentalarinda 91 PE tanili gebe ve kontrol grubu
olarak ise 92 normal saglikli gebe alindi. Hastalarin ve bebeklerin verileri dosyalarindan, laboratuvar verileri hastane otomasyon
sisteminden elde edildi. Plasentaya ait hematoksilen ve eozin boyall preperatlar arsivden cikarilarak tekrar degerlendirildi. Veriler
sayl, yiizde, ortalama, standart sapma, korelasyon testleri ile analiz edildi. Sayisal degiskenler arasi iliskiler bagimsiz gruplarda t
testi ile ve kategorik veriler arasl iligkiler Ki-kare testi ile arastinlmistir. P<0,05 olan test sonuglari, istatistiksel agidan anlamli kabul
edilmistir.

Bulgular: Yas, gravite, parite, abortus, hemoglobin, platelet, LDH, D-Dimer ve protein 24 diizeyleri vaka ve kontrol gruplari arasinda
istatistiksel olarak farkli bulunmadi (p>0,05). Calisma grubunda plasental agirlik ortalamasi 330,8+89g iken kontrol grubunda
plasental agirlik ortalamasi 431+59g bulunmustur. Retroplasental dekolman ise galisma grubunda 6 olguda 7% (6/85) oraninda
bulunmusken kontrol grubunda 1 olguda 1% (1/92) oraninda izlenmistir. Analiz etti§imiz olgularda gebelik haftalar ortalamalari
calisma grubu hastalarinda 33+3, kontrol grubu olgularinda ise 38+1 bulunmustur. Gravite, abortus, korangiozis, villitis, édem,
korioamnionit, kalsifikasyon, perivill6z fibrin ve sinsityal knot artisi igin vaka ve kontrol gruplar arasinda istatistiksel olarak anlamli
iliski belirlenmedi (p>0,05).

Sonug: Bulgularimiza gore preklamptik hastalarda plasental histopatolojide bazi parametrelerde farkliliklar mevcuttur bu farkliliklar
plasental yetmezlik ile iliskili olabilir. Ancak bir kisim plasental histopatolojik parametrelerde de farklilik olmamasi her perinatal
sorunun plasental bir anormallikle iliskili olmadi§i gibi her plasental patolojinin de perinatal kotu sonugla iliskili olmadi§in
desteklemektedir.

Anahtar Kelimeler: Preeklampsi, koranjiozis, plasenta, retroplasental dekolman, hipoksi

severe headache and pain in the epigastric
Introduction region may be witnessed in preeclamptic
patients’.
The etiopathogenesis of PE has yet to be
fully understood. In recent studies, PE has
been suggested to be multifactorial and
associated with abnormal remodeling in
spiral arteries, defect of trophoblast

Constituting between 5-6% of all
pregnancies worldwide, preeclampsia
(PE) is a multisystemic complex
syndrome, specific to  pregnancy,

progressing with high blood pressure (BP)
and associated with serious mortality and
morbidity'. PE ranks among the first three
causes of maternal mortality across the
world®>. In order to diagnose PE in a
pregnant woman who was previously
normotensive, the most significant
parameter is high BP usually occurring
after 20 gestational weeks. As well as high
BP, such disorders as proteinuria,
thrombocytopenia, an increase in liver
function tests, impaired renal function,
visual symptoms, pulmonary edema,

differentiation, hypoperfusion, hypoxia,
ischemia, immunological causes, genetic
and environmental factors, increased
sensitivity to angiotensin-II, inflammation
and cytokines®. Although their role
cannot fully be wunderstood in PE,
extravillous trophoblasts (EVT) are seen
as a culprit in the invasion into the
myometrial part of the spiral arteries’. Due
to the insufficient EVT invasion in the
myometrium, arterial integrity is impaired,
and therefore the decrease in perfusion
leads to the placental hypoperfusion,
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hypoxia, ischemia, and tissue damage®.
Systemic findings are also considered to
occur through the maternal inflammatory
mediators as a result of the increase in
oxidative stress”®. Along with ischemia
developing due to hypoperfusion in the
placenta, such challenges as atherosis,
fibrinoid necrosis, thrombosis, sclerotic
narrowing of arterioles and placental
infarction can be encountered”'’. In
addition, chorangiosis may also be seen in
the preeclamptic placenta due to chronic
hypoxia'l.

In our department, standard evaluations
were performed macroscopically for all
placentae. First, the shape of the placenta,
its color, location of the umbilical cord and
color of the placental membranes were
investigated, and all samples were also
examined in terms of retroplacental
hematoma. Then the umbilical cord was
separated. The placenta was measured
three-dimensionally, and the vertical slices
of placentae were taken at 1 cm intervals.
The samples were obtained from the
umbilical cord, fetal membranes, and
parenchyma. All patients in our study were
re-assessed for chronic villitis, infarction,
villous edema, calcification, chorangiosis,
perivillous fibrin deposits, fibrosis in villi
and syncytial knot increase.

In conclusion, we aimed here to re-
evaluate such factors as age, gravity,
parity, abortion, hemoglobin, platelet,
LDH, D-dimer and protein 24 levels,
chronic villitis, infarction, villous edema,
calcification, chorangiosis, perivillous
fibrin deposits and the increases of fibrosis
in villi and syncytial knots in the placentae
of the pregnant women with PE and
normal healthy controls in our hospital in
light of literature.

M aterials and Methods

With no significant differences in age,
gravity, abortion, and parity values, 91
pregnant women diagnosed with PE in the

preeclamptic placentae in our pathology
department between 2015 and 2018, and
92 normal healthy pregnant women were
included as the study and the control
groups. Patients and babies’ data were
obtained from their files, and the
laboratory data were obtained from the
hospital automation records. Patients with
an additional comorbidity to preeclampsia
were not included in the study.
Hematoxylin and eosin-stained
preparations of the placentae were
removed and re-evaluated from the
archive. The data were analyzed by
number, percentage, mean, standard
deviation, and correlation tests. Numeric
variables were investigated by ¢ test in
independent groups whiler categorical
data were assessed by chi-square test.
Results with p<0.05 were considered
statistically significant.

On histopathological examination,
chorangiosis, villitis, edema, calcification,
perivillous fibrin accumulation, increase
in syncytial knotes and villous fibrins were
evaluated as presence or absence. Necrosis
was evaluated as absent, present <25% and
present>25%. Statistical Analysis
(through the Statistical Package of Social
Sciences for Windows, version 22.0 (SPSS
Inc., Chicago, IL, USA). The data entry
and analyses were carried out in the
computer environment through the
Statistical Package of Social Sciences for
Windows, version 22.0 (SPSS Inc.,
Chicago, IL, USA). Average, standard
deviation (SD), median, minimum, and
maximum values were used to summarize
the numerical data, and the numbers and
percentages were utilized to summarize
the categorical data. The relationships
between numerical variables were
investigated by the 7 test in independent
groups, while the relationships between
categorical data were determined by the
chi-square test. The test results with a
value of p<0.05 were considered
statistically significant.
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Results

1. Descriptive Statistics

1.1.  Descriptives related to numerical variables (Tablel, Table2, Table 3)

Table 1. The numerical descriptive data for the whole research group

Variables Mean SD Median Minimum Maximum
Age (years) 30 6 29 17 46
Gravity 3 2 3 0 12
Parity 2 1 2 8
Abortion 0 1 0 6
Pulse rate 85 11 83 64 114
Systolic BP 143 31 140 90 220
Diastolic BP 88 23 80 50 120
Hemoglobin 12.12 1.67 12.20 7.40 17.00
Platelet 222 74 220 43 549
Urea 21 10 18 7 63
Creatinine 0.68 0.17 0.64 0.43 1.70
Fetal Weight (gr) 2440 938 2640 350 4350
1-Min. Apgar Score 6 3 8 0 10
Number of Used | | 0 0 3
Antihypertensive Drug

BP: Blood pressure, SD: Standard deviation

Table 2. The numerical descriptive data for the study group

Variables Mean SD Median Minimum Maximum
Age (years) 30 6 30 17 44
Gravity 3 2 3 7
Parity 2 1 2

Abortion 0 1 0 0 4
Pulse rate 88 11 89 64 114
Systolic BP 171 16 170 130 220
Diastolic BP 109 8 110 90 120
Hemoglobin 12.31 1.74 12.40 8.40 17.00
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Platelet 217 84 216 43 549
Urea 24 11 22 7 63
Creatinine 0.75 0.21 0.70 0.43 1.70
Fetal Weight (gr) 1752 778 1720 350 4330
1-Min. Apgar Score 5 3 5 0 9
Number of Used 5 | 5 0 3
Antihypertensive Drug

BP: Blood pressure, SD: Standard deviation

Table 3. The numerical descriptive data for the control group

Variables Mean SD Median Minimum Maximum
Age (years) 30 6 29 18 46
Gravity 3 2 3 1 12
Parity 2 2 2 0 8
Abortion 0 1 0 0 6
Pulse rate 82 9 82 64 108
Systolic BP 116 12 120 90 150
Diastolic BP 66 8 60 50 80
Hemoglobin 11.93 1.58 12.10 7.40 15.20
Platelet 227 64 224 88 439
Urea 17 5 16 7 40
Creatinine 0.61 0.08 0.61 0.45 0.85
Fetal Weight (gr) 3121 466 3138 2200 4350
1-Min. Apgar Score 8 1 8 6 10
Number of Used 0 0 0 0 0

Antihypertensive Drug

BP: Blood pressure, SD: Standard deviation
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1.2. Descriptive related to categorical variables

Of the study participants consisting of a

total of 183 women, 49.7% (n=91)

consisted of preeclamptic patients as the

study group, while and 50.3% (n=92)
were composed of those with normal

pregnancy as the controls.(Table 4)

Table 4. Descriptive data related to categorical variables

Study Participants  Study Group Control Group
Variables (n=183) (n=91) (n=92)
n % n % n %
Gravity No 1 0.5 1 1.1 0 0.0
Yes 182 99.5 90 98.9 92 100.0
Parity No 41 22.4 27 29.7 14 15.2
Yes 142 77.6 64 70.3 78 84.8
Abortion No 136 74.3 67 73.6 69 75.0
Yes 47 25.7 24 26.4 23 25.0
Negative 77 423 1 1.1 76 82.6
Urea 1+ 62 34.1 46 51.1 16 17.4
2+ 3 1.6 3 33 0 0.0
3+ 40 22.0 40 44.4 0 0.0
Umbilical Norm.al 138 75.4 46 50.5 92 100.0
Doppler USG Impaired 29 15.8 29 31.9 0 0.0
No 16 8.7 16 17.6 0 0.0
Intrauterine No 164 89.6 72 79.1 92 100.0
Exitus Yes 19 10.4 19 20.9 0 0.0
MgS04 Administered 86 47.0 86 94.5 0 0.0
Not administered 97 53.0 5 5.5 92 100.0
AntihypertensiveNot used 93 51.1 2 2.2 91 100.0
drug Used 89 48.9 89 97.8 0 0.0
Chorangiosis No 157 93.5 77 93.9 80 93
Yes 11 6.5 5 6.1 6 7
Villitis No 166 98.8 80 97.6 86 100.0
Yes 2 1.2 2 2.4 0 0.0
Edema Yok 15 8.9 15 18.3 0 0.0
Var 49 29.2 23 28.0 26 30.2
No 33 19.6 17 20.7 16 18.6
Necrosis Yes, <25% 120 71.4 50 61.0 70 81.4
Yes, >25% 15 8.9 15 18.3 0 0.0
Calcification No 98 58.3 47 57.3 51 59.3
Yes 70 41.7 35 42.7 35 40.7
Perivillous fibrin No 2 1.2 1 1.2 1 1.2
accumulation Yes 166 98.8 81 98.8 85 98.8
Increase of No 131 78.0 59 72.0 72 83.7
syncytial knots Yes 37 22.0 23 28.0 14 16.3
Villous fibrins No 111 66.1 43 52.4 68 79.1
Yes 57 33.9 39 47.6 18 20.9

MgS0O4: Magnesium sulphate, USG: Ultrasonography

©Copyright 2020 by Cukurova Anestezi ve Cerrahi Bilimler Dergisi - Available online at http://dergipark.gov.tr/jocass

147


http://dergipark.gov.tr/jocass

2. Comparisons between the study and control groups

2.1. The comparison of numerical variables through the 7 test in independent groups

No statistical difference was found
between the study and control groups in
terms of age, gravity, parity, abortion,
hemoglobin, platelets, LDH, D-dimer and
protein 24 levels (p>0.05). While the mean
placental weight was 330.8489 g in the
study group, the weight was detected as
431+59 g among the controls.

However, the retroplacental detachment
was determined in 7% (6/85) of the
patients in the study group, while the
detachment was observed only in 1%
(1/92) of the healthy controls. The mean
gestational weeks in the subjects analyzed
here were found as 33+3 weeks in the
study group patients, while the mean
number was detected as 38+1 weeks in the
control group (Table 5).

Table 5. The comparison of numerical variables through the # test in independent groups

Statistics of

Variables Group n Mean SD p
t test

Cases 91 88.04 11.192

Pulse 4.309 0.001
Controls 92 81.59 8.943
Cases 91 171.26 15.874

Systolic BP 27.103 0.001
Controls 92 115.76 11.506
Cases 91 108.96 8.183

Diastolic BP 36.034 0.001
Controls 92 66.41 7.786
Cases 91 24.41 11.132

Urea 5.999 0.001
Controls 92 16.65 5.336
Cases 91 7478 .21042

Creatinin Controls 92 6102 .07959 5.838 0.001
Controls 14 584.36 206.604
Cases 91 1751.54 777.509

Fetal weight -14.435 0.001
Controls 92 3121.30 466.054
Cases 91 4.62 2.843

1-Min APGAR -12.085 0.001
Controls 92 8.35 0.777

Number of Used  cy5e5 91 1.84 0.793

Antihypertensive 22.090 0.001

D Controls 91 0.00 0.000

rug

BP: Blood pressure, SD: Standard deviation
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Figure 1: Chorioamnionitis on histopathological examination (H&E 100X)

2.2. The evaluation of categorical variables through the chi-square test (Table 6)

No statistically significant difference was edema, chorioamnionitis (Figure-1),
observed between both groups in terms of calcification (Figure-2), perivillous fibrin
gravity, abortion, chorangiosis, villitis, and increase in syncytial knots (p>0.05).

Figure 2: Calcification on histopathological examination (H&E 100X)
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Table 6. The evaluation of categorical variables through the chi-square test

Study Group Control Group Chi-square
Variables (n=91) (n=92) p
n % n % Test
No 27 29.7 14 15.2
Parity 4.697 0.030
Yes 64 703 78 84.8
Negative 1 1.1 76 82.6
Urea 123.797 0.001
Positive (+1. +2. +3) 89 98.9 16 17.4
Normal 46 505 92 100.0
Umbilical Doppler
Impaired 29 31.9 0.0 51.486 0.001
USG
No 16 17.6 0.0
No 72 79.1 92 100.0
Intrauterine Exitus 19.249 0.001
Yes 19 20.9 0.0
Administered 86 94.5 0 0.0
MgS04 164.030 0.001
Not administered 5 5.5 92 100.0
Antihypertensive Not used 2 2.2 91 100.0
174.172 0.001
drug Used 89 97.8 0 0.0
No 17 20.7 16 18.6
Necrosis Yes, <25% 50 61.0 70 81.4 3.976 0.046
Yes, >25% 15 183 0 0.0
No 43 524 68 79.1
Villous fibrins 13.280 0.001
Yes 39 47.6 18 20.9
MgS04: Magnesium sulphate, USG: Ultrasonography
Discussion chronic villitis, edema, calcification,

The infarction, necrosis and the increase

developing due to the syncytial
proliferation in the placentae of
preeclamptic pregnant women were

emphasized by various authors'?'*. There
was a significant difference only in the
necrosis and villous fibrin, two of the
histological parameters we investigated,
between preeclamptic and control groups
in our study; however, no difference was
detected among other parameters, such as
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chorangiosis, perivillous fibrin deposits
and the increase in syncytial knots. In a
study including a series of 84 cases and
performed by Chhatwal et al.'> with
hypertensive pregnant women, villous
fibrin and necrosis were found to be higher
in hypertensive pregnant women, as
consistent with our findings; however, no
difference was detected in terms of the
increase  of  syncytial knots and
calcification. Since many histological
parameters were assessed, and a large
sample were included, our study is
important to shed light on future studies to
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investigate similar entities.

Although calcification has frequently been
observed in diabetes mellitus (DM) and
Rhesus  (Rh)  incompatibility, the
significance of maternal or fetal clinic has
not been determined. In our study, the rate
of calcification observed in
histopathological placenta samples was
found as 40%, and no difference was
detected between the preeclamptic and
control groups, as consistent with the
findings reported in literature'.

Unless the perivillous fibrin accumulation
in the intervillous space exceeds 30-40%
of the placental volume (i.e. massive
perivillous fibrin accumulation), the
accumulation causes no  perinatal
mortality or morbidity'®. In our findings,
no difference was found between the
preeclamptic and control groups regarding
the perivillous fibrin accumulation, as
consistent with those in literature.

Villous edema is seen in such
disorders as DM, Rh incompatibility,
preeclampsia and chorangioma, and in
such infections as syphilis, toxoplasmosis
and cytomegalovirus'’. Based on our
findings, edema was detected at a rate of
30%, and there was no significant
difference between the two groups in
terms of villous edema.

Chorangiosis can be defined as the
presence of capillary hypervascularity in
the placental terminal villi. However,
chorangiosis is histologically diagnosed
through the observation of 10 or more
capillaries in each of 10 or more villi via
the biopsies taken from three or more
placental areas'®. Chorangiosis is an
uncommon placental histopathological
finding considered to be associated with
chronic hypoxia, and its prevalence is
reported at approximately 5% in current
literature. Since chorangiosis develops due
to chronic hypoxia, the developmental
process of structural changes probably

occurs within  weeks'. Since the
development of chorangiosis lasts for
weeks, the fetal morbidity cannot be
attributed to the timing error or delay of
the birth decision?’. In our study, the rates
of chorangiosis were found as 6.1% and
7% in the preeclamptic and control groups
respectively, and no significant difference
was witnessed between both groups in
accordance with those reported in
literature'®-2°,

Syncytial knots have been defined as the
presence of five or more clusters of
trophoblastic nuclei. The presence of
syncytial knots in more than one third of
the villi is called the increase in syncytial
knots. In studies conducted to investigate
the increase of syncytial knots, an
elevation was observed especially in the
patients diagnosed with intrauterine
growth retardation (IUGR) and
preeclampsia. In a study where the
placental pathologies of those with and
without [UGR were compared by Iskender
et al.?!, the increase in syncytial nodes was
found to be significantly higher in the
group with IUGR than those without
IUGR?!. In also another study in which the
patients with severe preeclampsia were
compared with the controls by Eren et al.
an increase was detected in syncytial
nodes; however, the increase was observed
not to be statistically significant*?. In the
study where Ogge et al.'® investigated the
placental lesions in the early and late
preeclampsia, the syncytial knots were
found to be increased significantly as
56.8% in the study group and 26.7% in the
control group (p<0.001). Even so, the
increases in syncytial knots were
determined to be 22% in the preeclamptic
group and 16% in the control group in our
study, and no statistically significant
difference was found. In light of literature,
in another recent study conducted by
Chhatwal et al.'®, the increases in syncytial
knots were found similar to our study
findings, and there was also no significant
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difference between the study and control
groups!®.

Necrosis is one of the most easily
monitored signs of maternal
uteroplacental insufficiency and observed
in 25% of mnormal or prolonged
pregnancies. Based on our findings, the
presence of necrosis over 25% was found
to be significantly higher in the
preeclamptic group, compared to the
controls (p<0.05). The rates of necrosis in
our study and control groups were
consistent with those reported by Chattwal
et al. in the hypertensive and control
groups!®.

Hypertension and retroplacental
hemorrhages have been associated in
many studies in literature, and in one of
those studies, the association between
hypertension and retroplacental
hemorrhages was stated as 10% in 30
pregnant ~ women  with  moderate
hypertension®. In our study, the area of
retroplacental hematoma was present in
six (7%) cases in the preeclamptic group,
whereas the finding was present only in
one (1%) patient in the control group. In
our study, while the mean placental weight
was observed as 330.8489 g in the
preeclampsia group, the mean weight was
detected as 431+£59 g in the control group.
In literature, the placental weight was
found to be 432 g at 38th week of
gestation, that is, for the control group?.
Even so, the placental weight was
determined as 324 g at 32nd gestational
week, accepted as the average gestational
week in our preeclampsia group. Our
findings are compatible with those
reported in literature, and we consider that
few changes occurred in the placental
weight of preeclamptic patients.

In the preeclamptic group, postpartum
urea and LDH levels were found to be
significantly higher and thrombocyte
levels significantly lower. These findings
support previous studies showing that

degradation products are increased as a
result of widespread endothelial damage in
preeclampsia, and as a result, there is a
significant decrease in both platelet and
fibrinogen levels. It was found that urea
creatinine values increased as a result of a
decrease in intravascular volume as a
result of endothelial damage.

In our study, oligohydramnios, and
impaired umbilical artery doppler findings
were found to be increased in the pregnant
group with preeclampsia. Intrauterine fetal
death was observed in the preeclampsia
group and there was no intrauterine fetal
death in the control group. The rate of
newborns with low APGAR scores in the
pregnant group with preeclampsia was
found to be significantly higher than the
control group. As a result of impaired
uteroplacental blood flow in preeclampsia,
the decrease in the amount of amnion and
disruption in fetal circulation, which has
an important role in the evaluation of fetal
well-being, is consistent with previous
studies. Oligohydramnios may be one of
the first findings to be detected as a result
of impaired fetal circulation®. In the case
of persistent circulatory disorder, the
expected finding is fetal acidosis, and the
low APGAR scores of newborn babies can
be explained by the increase in admission
to the neonatal intensive care unit and the
prolonged stay in the circulatory system?’.
It should not be ignored that fetal weight
affects both the low APGAR score and the
prolongation of admission to the neonatal
intensive care unit and the treatment
process. If it cannot be intervened as a
result of impaired uteroplacental blood
flow, the expected final finding in the fetus
is intrauterine death. The number of
intrauterine deaths is high in the pregnant
group with preeclampsia. It shows similar
results to other studies in which disruption
in uteroplacental blood flow in the
pregnant group with preeclampsia is bad in
terms of fetal outcomes?®.
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Conclusion

Based on our study findings, there were
several differences in the placental
histopathology of preeclamptic patients as
to some parameters, and these differences
may have arisen from the placental
insufficiency. However, the absence of
differences in some placental
histopathological parameters also supports
the notion that every perinatal problem is
not associated with a placental
abnormality, nor is every placental
pathology is associated with a perinatal
malfunction. We consider that since many
histological parameters were assessed, and
a large sampling was included, our study
is important in terms of shedding light on
similar future studies.
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ALTHOUGH PHARMACOLOGICAL TREATMENT IS SUCCESSFUL IN SMOKING
CESSATION, WHAT ARE THE FACTORS THAT REDUCE PATIENTS COMPLIANCE

TO DRUGS?
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ILACA UYUMUNU AZALTAN FAKTORLER NELERDIR?
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Abstract

Introduction: Pharmacological treatment has been shown to increase success in moderate and high nicotine addicts. Although the
success of quitting is even higher with three months of regular treatment, the rates of using the treatment are low. In this study,
although it was emphasized that patients should use 3 months of regular treatment, the reasons for not using pharmacological
treatment were investigated.

Methods: One year after the initiation of smoking cessation treatment, the patients were called at least 3 times, and a questionnaire
was conducted with the verbal consent of 281 patients.

Results: A total of 277 (%70.1) of 395 cases included in the study were male and their mean age was 41.35 + 11.6 (18--79) years.
When the duration of treatment use of 281 cases was questioned, it was seen that only 108 (38.4%) completed the treatment.
Some patients not used the drugs due to side effects of the drugs (30.6%), some patients (20.2%) thought that the medication will
not be effective, some patients (19.7%) thought that they weren't ready to quit, some patients (16.2%) thought that they quit
smoking already. Considering the rate of quitting after one year, it was found that 33.8% of them quit smoking.

Conclusion: Although studies have shown that 3 months of regular pharmacological treatment in smoking cessation treatment
increases the success of quitting and decreases relapse, it was found that 61.6% of the patients did not use the treatment for three
months.

Keywords: Treatment Compliance, pharmacological treatment, nicotine addiction, bupropion, varenicline
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Girig ve amag: Sigaray! desteksiz birakanlarin %3-5 basarili olabilmektedir. Orta ve yiksek nikotin bagimlilarinda farmakolojik
tedavinin basariy arttirdigi gosterilmistir. Ug aylik diizenli tedaviyle birakma basarisi daha da yiiksek olmasina ragmen, tedaviyi
kullanma oranlari dustikttir. Bu galigmada, hastalara 3 aylik diizenli tedavi kullanmalari gerektigi vurgulanmasina karsin, farmakolojik
tedaviyi kullanmama nedenleri arastiriimistir.

Yontem: Subat-Aralik tarihleri arasinda Sigara Birakma poliklinigimize basvuran hastalarin dosyalari retrospektif olarak incelendi.
Hastalar sigara birakma tedavisi baslangicindan bir yil sonra, en az 3 kez aranmig ulasilabilen 281 olgunun sézel olurlari alinarak
tedavi kullanma nedenlerini iceren anket yapilimistir.

Bulgular: Galismaya alinan 395 olgunun %70,1'i(277)erkek olup yas ortalamalar 41,35£11,6 (18-79)dir. Nikotin bagimliliklarina
bakildiginda %44,3inlin gok yiiksek %30,6'sinin yiiksek bagimli oldugu tespit edilmistir. Olgularin %63,7’sine (241) vareniklin,
%28 ‘ine (106) bupropion ve %8,2'sine (31) NRT baslanmis; 17°sine sadece davranigsal bilissel tedavi verilmistir. Anket yapilan
281 olgunun tedavi kullanma stireleri sorgulandijinda sadece 108(%38,4)'nin tedaviyi tamamladigi gériilmiistiir. Olgularin ilaglari
kullanmama nedenleri sorgulandifinda; %30,6'si ilag yan etkisinden kestigini, %20,2’si ilaglarin ise yaramadigina inandigini,
%19, 7’si birakmaya hazir olmadi§ini, %16,2'si zaten biraktigini disiindiigu igin ilaci kestigini, %5,2'si is yogunlugundan ilag almaya
gelemedigini, %2,9'u cok ilag kullandigini, %2,9'u kendi kendine birakacagina inandi§ini, %2,3'0 ilag kullanmak istemedigini ifade
etmigtir. Bir yil sonunda birakma oranina bakildiginda %33,8'i sigaray birakti§i saptanmigtir. Yas, cinsiyet, egitim diizeyi, nikotin
bagimliligi, recete edilen tedavi ile ilag kullanma siiresi arasinda istatistiksel anlaml bir iligki saptanmamistir

Tartisma ve sonug: Sigara Birakma tedavisinde 3 aylik dizenli farmakolojik tedavinin birakma bagarisini arttigi, niikst azalttigi
calismalarla gosterilmis olmasina ragmen %61,6 olgunun 3 aylik tedaviyi kullanmadigi saptanmistir. Hastalarin tedaviye uyumu
arttirmaya yonelik galismalar yapiimalidir

Anahtar Kelimeler: Nikotin bagimliligi, farmakolojik tedavi, tedavi uyumu, vareniklin, bupropion

safe and effective’®. In addition, although
smoking-related illnesses, losses and
deaths can be prevented by quitting

. ) . smoking  and  regular  use of
The smoking is the main cause of deaths in pharmacological therapy increase the

the world which lead to death of eight success rate of smoking cessation,

million p§0p1§ in a year'. In 2008, the adaptation of patients to pharmacological
globalh ep%demlc report of World Health therapy is low. Our aim is to determine the
Organization (WHO) prepared M-power reasons for noncompliance of patients to
package and Turkey has successfully the pharmacological therapy and to
1mplemented this package.. The thlr_d increase the awareness of the physicians to
article of M-Power package is to help in do studies which improve the compliance

quitting smokingz‘s. The role of physicians of patients to pharmacological treatment.
in the fight against tobacco, "is to apply

this item that is to help in smoking
cessation and is to provide support for the
implementation of other articles in the M-
power package. Smoking cessation
outpatient clinic is one of the fundamental
aspects of the fight against tobacco

smoking cessation. One-year success rates i
of smoking cessation clinic in our country The study was approved by the ethics
are between 23%-%48.5 which were committee of Health Sciences University

Adana City Education Research Hospital
dated 17.06.2020 / 920. A total of 395

patients who were admitted to Smoking

Introduction

M aterials and Methods

showed in various studies®.
Pharmacological treatments available for
smoking cessation has been shown to be
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Cessation Clinic of Adana teaching and
Research Hospital, Pulmonary Disease
Department, for quitting smoking between
October 2015 and December 2015 were
included in this retrospective study. Data
including the demographic characteristics
of patients, behavior and attitudes about
smoking were recorded. It was learned that
whether the patients quit the smoking or
not from the patient’s files at the end of the
third month of treatment. In addition,
recommended treatments for smoking
cessation and duration of treatments were
also recorded. A year later from the
beginning of smoking cessation treatment,
the patients were called by telephone at
least three time. A total of 281 patients
who agreed to participate the survey was
given a questionnaire. In questionnaire,
they were questioned that whether patient
quit the smoking or not, duration that
patient uses the treatment and the reasons
for decline of the treatment. Treatment
completion was defined as wuse of
pharmacological therapy regularly for
three months.

Statistical Analyses

Statistical evaluations were performed
with the Statistical Package for the Social
Sciences 22.0 program (SPSS, Chicago,
IL, United States). Patients were classified
according to the duration of the
pharmacological treatment and according
to the reasons for the decline of the
treatment. Descriptive statistics of the
variables, such as frequency, mean,
median, standard deviation, and minimum
and maximum values were calculated for
the quantitative  data. Statistical
significance was determined with the chi-
square test and Mann-Whitney U test.
Values of p<0.05 were considered
statistically significant.

Results

A total of 395 patients were included in
this study. All parents completed the
questionnaire. Out of 395 patients, 277
were males (70.1%) and 118 were females
(29.9%). Mean age of the patients was
41,35+11,6 (min-max: 18.0-79.0) years.
When patients were classified according to
nicotine dependence, we found that 44,3%
of patients has very high and 30,6% of
patients has high nicotine dependence
Varenicline, Bupropion and NRT
treatment were given to 241 (63.7%
(61.0%)), 106 (28% (26.8%) and 31
(8.2%(7.8)) patients respectively.
Seventeen patients (4.3%) had only
behavioral and cognitive treatment. When
the compliance of the 281 patients who
were treated with pharmacological therapy
to the treatment questioned; we revealed
that 16 patients 16 (5.6%) never used
medication, 50 (17.7%) patients used less
than 1 month, 61 (21.1%) patients used for
a month, 46 (16.3%) patients used for 2
months, 108 (38.4%) used for three-
months. (Figure 1).
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Fig 1. Pharmacological treatment usage durations
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Fig 2. The relationship between pharmacological
treatment duration and one-year quit success

We revealed the average compliance of
patients to the treatment as 38,4%.
Smoking cessation rates for patients
according to duration of drug use were
10.0%-21.3%-32.6%-51.9% respectively
and the difference between groups was
statistically significant (P<0.05) (Figure
2).

The causes of non-compliance of patients
to drug use were as follows respectively.
Some patients not used the drugs due to
side effects of the drugs (30.6%), some
patients  (20.2%) thought that the
medication will not be effective, some
patients (19.7%) thought that they weren't
ready to quit, some patients (16.2%)
thought that they quit smoking already,
some patients (5.2%) said they can't come
to take the medication because of the
intensity of their work, some patients
(2.9%) due to that they already have to use
multiple drug, some of them (2.9%)
believes that they quit smoking
themselves, some of them (2.3%) stated
that they don't want to use drugs (Table 1).
There were no statistically significant
relationship  between age, gender,
education level and nicotine dependence
of the patients and treatment adherence
respectively (p=0.28, p=0.17, p=0.79,
p=0.56). There were no statistically
significant  difference  between the
treatment durations of varenicline,
bupropion and NRT (p=0.11). In addition,
there was also no statistically significant
difference between the treatment duration

of varenicline and bupropion (p=0,143).
At the end of the first year, the success rate
to quit smoking was determined as 33.8%.
In this study, the frequency of starting to
smoke again at first, second, third and
more than third months were 24.4%,
23.2%, 19.5% and %32.9, respectively.

Discussion

The first smoking cessation clinic in our
country was established in 1992 at the
University Hospital. There are 305
smoking cessation outpatient clinics
registered to the Ministry of Health in
2013°.

Table 1. Causes of patient non-compliance to the
pharmacological treatment

Causes of drug non-compliance % (N)

Drug side effect 30.6 (86)
The thought that medications are ~ 20.2 (57)
not working

The thought of not being ready or ~ 19.7 (55)
unable to quit smoking

Thinking of them that they quit  16.2 (46)

smoking already

Because of the intensity of their 5.2(15)
work, they cannot come to take

medicine

Because they use multiple drugs 2.9 (8)
Because they believe that they 2.9 (8)
will quitting smoking themselves

Because they do not want to use 2.3 (6)
medication
Total 100.0 (281)

The smoking cessation clinic where the
study was conducted was established in
2014°. Psychological addiction,
behavioral addiction and neurobiological
addiction are effective in the pathogenesis
of tobacco addiction. Therefore, the
treatment should be to cover all. When
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behavioral  cognitive  therapy  and
pharmacological treatment are combined,
treatment success increases'’. In our
outpatient  clinic, after  behavioral
cognitive treatment is given to the patients,
pharmacological treatments are arranged
considering the addiction level, additional
diseases, and the drugs that they use. Only
behavioral cognitive therapy is applied to
patients who do not want to use
pharmacological treatment and who
cannot be given pharmacological
treatment (due to drug interaction,
comorbidities.). Nicotine addiction is a
disease, and its treatment is possible with
pharmacological and behavioral cognitive
treatment. It is explained to the patients
who are started pharmacological treatment
that when the treatment is used regularly
for three months, the chance of success is
high, but relapses may occur when
insufficient treatment is used. The first
control within the first 15 days, then 3
check-ups once a month, and every three
months after the 3rd month are prescribed.
However, the adherence of patients to
treatment is low. With this study, our aim
was to determine the reasons for non-
adherence of patients to treatment and so
we try to give answer to question that how
we can improve the adherence of patients
to treatment. The pharmacological
treatments in smoking cessation is
effective, safe and cost effective’”®!!"13, If
patients  complete 3 months of
pharmacological treatment, the smoking
cessation rates are 45.4% for varenicline
and 48.3% for bupropion [14]. In this
study, while one-year success rate of
smoking cessation for patients using drug
for less than a month is 10 %, for patients
using drug for a month is 21.3%, for
patients using drug for; two months is
32.6%, for patients using drug for three
months is 51.9%. However, many smokers
did not use the pharmacological treatment
for the recommended duration'®. In our
study, sixteen patients (5.6%) never used
medications, 50 patients (17.7%) used
medications for less than one month; 61

patients (21.7%) used medications for one
month; 46 (%16,3) used for two months;
108 (%38,4) for three months. Drugs used
in the treatment of smoking cessation in
our country are not covered yet by
reimbursement by the Social Security
System. However, with  regular
campaigns, Free Drug Delivery is defined
to smoking cessation outpatient clinics
authority, During the study period, by the
campaign of the Ministry of Health, the
varenicline and bupropion were given
freely to the patients for three months from
our smoking cessation outpatient clinics.
In the same period as our study, Celik and
colleagues reported that the adherence of
patients to the pharmacological treatment
in their study as 28.3%'%. In our study, the
adherence rate of patients to the treatment
was 38.4%. In our study, we did not find
any statistically significant relationship
between age, gender, level of education,
nicotine dependence treatment
(bupropion, varenicline, NRT) and
treatment adherence.

In general, treatment adherence is an
important problem for scientists. Because
when the adherence to the treatment
decreases, the success of treatment
decreases and  cost increases'®!’.
However, the experience about the
treatment adherence with other drugs may
not be generalized to current smoking
cessation treatment. Because many
patients believe that smoking is an
addiction, in addition the drugs used for
smoking cessation has also risk of
addiction, so patients think that they must
give up smoking without the use of
drugs!>13.

According to our observations, in our
clinics, a group of patients gave up the
smoking cessation treatment with the
thought that they quit smoking. Another
group gave up the treatment because of
fear that drugs also can lead to addiction.
Some of them also do not want to use
drugs due to their side effects. In the first
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year of treatment, this study also was
asked about the reasons for the decline
meds over the phone. Some patients not
used the drugs due to side effects of the
drugs (30.6%), some patients (20.2%)
thought that the medication will not be
effective, some patients (19.7%) thought
that they weren't ready to quit, some
patients (16.2%) thought that they quit
smoking already, some patients (5.2%)
said they can't come to take the medication
because of the intensity of their work,
some patients (2.9%) due to that they
already have to use multiple drug, some of
them (2.9%) believes that they quit
smoking themselves, some of them (2.3%)
stated that they don't want to use drugs.

The limitation of our study is that
obtaining information about the duration
of drug use and smoking cessation from
patients’ oral statement by phone.
Furthermore, the use of NRT was less,
because varenicline and bupropion were
given as free during the study period. It
could not be determined that what is the
impact of to take the drug free or paid for
drug on the adherence to the treatment.
Adequate studies on compliance to
smoking cessation treatment are not
available.

Tobacco use causes enormous health and
non-health related costs for society. And it
is the cause of many preventable diseases
and premature deaths in the world. The
World Health Organization (WHO)
estimates that smoking globally causes
over $ 500 billion economic loss in a year.
The cost per life-year saved from the use
of pharmacological treatment for quitting
smoking ranged from § 128 to § 1,450, up
to $ 4,400 per quality-adjusted life years
(QALYs). This shows that smoking
cessation treatments are cost effective'®.
Quitting smoking is lifesaving and
contributes significantly to the national
and world economy. Therefore, the
success of the treatment is extremely
important.  Since compliance  with

treatment increases success of smoking
cessation, more comprehensive studies
should be conducted to analyze treatment
compliance.

As a conclusion, in this study, although we
found that the smoking cessation rate of
patients who used drugs regularly for at
least three months was 51.9%, the rate of
treatment compliance was low. In
addition, we think that the factors
suggested by the patients as the reason for
discontinuing the treatment can be
reduced. We believe that this will be
possible by spending more time for the
patient and focusing on these factors that
reduce the success of the treatment.
Indeed, in the later period, when we
approached patients based on the data we
obtained from this study, we observed that
compliance of our patients to the treatment
and our treatment success increased even
more.
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Oz

Amag: Covid-19 son derece bulasici bir hastaliktir. Bulasin engellenmesi, kontrol altina alinabilmesi igin standart, damlacik ve temas
izolasyon @nlemleri gereklidir. Standart dnlemler arasinda N95 maske, cerrahi maske, eldiven ve koruyucu giysiler gibi kisisel
koruyucu donanimlar (KKD) yer almaktadir. Bu calisma ile pandemi birimlerinde gérev alan saglik calisanlarinda uzun siireli KKD
kullanimina bagl ciltte olusabilecek reaksiyonlar (kasinti, egzema, akne vb.) aragtiriimak istenmigtir.

Gereg ve Yontem: Kesitsel tipteki bu galismaya, Covid-19 tanili hastalara tedavi ve bakim hizmeti veren, galismaya katilmaya gonalli
oldugunu bildiren 65 saglik ¢alisani dahil edildi. Pandemi birimlerinin diginda diger Unitelerde gérevli saglik galisanlari kapsam disi
birakildi. Galismanin verileri literatiir dahilinde olusturulan anket formu ile elde edildi. Yiiz yiize doldurulan anket formunda
demografik ¢zellikler, KKD malzemeleri kullanim  durumlar, siireleri ve olumsuz cilt reaksiyonlari sorguland.
Bulgular: Saglik calisanlari, sekiz saatlik mesai icerisinde KKD kullanim siire ortalamalarini sirasiyla; N95/ FFP2 maske 3.75+2.30,
tim viicut tulum 2.03+1.97, eldiven 3.95+1.81, cerrahi maske 4.00+2.51 ve yiiz koruyucu siperlik 2.78+1,89 saat olarak bildirdi.
Katilimeilar %54,1 oraninda N95/ FFP2 maske, %37,5 oraninda eldiven, %23,0 oraninda tiim vicut tulum kullanimina bagh cilt
reaksiyonu gelistigini bildirdi. Reaksiyonlar sonrasinda, katilimcilarin %10,9'u eldivene, %4,9'u tuluma ve %23,0'i de maskeye bagl
saglik sorunlari ile ilgili tedavi aldiklarini bildirdi.

Sonug: Saglik calisanlari, nihai olarak hastalarini, kendini ve daha genis bir toplulugu korumaktan sorumludur. Covid-19 salgininda
uzun stire KKD giymek, saglik calisanlar igin potansiyel saglik tehditleri olusturabilmektedir. Mevcut salgin sirasinda saglik
calisanlari tarafindan uzun saatler boyunca kullanilan onliikler, solunum maskeleri, yiiz koruyucu siperligi ve gozliikler gibi diger
KKD'lar cilt tahrislerine neden olabilmektedir.

Anahtar Kelimeler: Saglik galisan, kisisel koruyucu donanim, pandemi
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Abstract

Introduction: Covid-19 is an extremely contagious disease. Standard, droplet, and contact isolation precautions are necessary to
prevent and control contamination. Standard precautions include personal protective equipment (PPE) such as N95 mask, surgical
mask, gloves, and protective gear. With this study, it was aimed to investigate the reactions (itching, eczema, acne efc.) that may
occur on the skin due to long-term use of PPE in healthcare professionals working in pandemic units.
Material and Method: In this cross-sectional study, 65 healthcare professionals who provided treatment and care services to
patients diagnosed with Covid-19 and declared their willingness to participate in the study were included. Health professionals
working in other units other than the pandemic units were excluded. The data of the study were obtained with a questionnaire
form constituted within the literature. Demographic characteristics, usage of PPE materials, durations and adverse skin reactions
were questioned in the face-to-face questionnaire.

Results: The healthcare professionals reported their average usage of PPE materials during the 8 hours shift as: N95/FFP2 mask
3.75£2.30, full-body suit 2.03+1.97, gloves 3.95+1.81, medical mask 4.00+2.51 and face protecting shield 2.78+1.89 hours.
Participants reported skin reactions due to the use of the N95 / FFP2 masks, gloves and full-body suits respectively rated by
54.1%, 37.5% and 23.0%. After the reactions, 10.9% of the participants reported that they received treatment for their health
problems related to gloves, 4.9% to full body suits and 23.0% to masks

Conclusion: Healthcare professionals are responsible for protecting their patients, themselves, and wider society. During the
Covid19 pandemic, long term usage of PPE may potentially result in health hazard on healthcare workers. PPEs such as aprons,
respiratory masks, face protecting shields and glasses used by healthcare workers for long hours during the current epidemic can
cause skin irritation.

Key words: Healthcare professional, personal protective equipment, pandemic

Giris kaynagi bilinmeyen bir salgin hastalik bas
gostermis ve kiiresel olarak endise
yaratmistir!, Yiiksek diizeyde bulasicilig
nedeniyle, hizli teshis etmek icin
' L epidemiyolojik  ve  klinik  veriler
1960'larda tanimlandi'. Insanlarda ha§tahk toparlanarak  teshis/tedavi protokolleri
yapan — HecoV-229E (q-koronawriis), gelistirilmistir. Uluslararasi Viriis
HeoV-0OC43 (Bh-lioronawriis), HeoV- Adlandirma  Komitesi ~ Koronaviriis
NL63 (a-koronaviriis) ve HKU1-CoV (B- Calisma Grubu tarafindan yeni

koronaviriis) olmak {izere 4 endemik Koronaviriis SARS-CoV-2 olarak
HCoV vardir’. Cogunlukla bu endemik simflandimlmigte®S,

HcoV, st ve alt solunum yollarinda

nispeten hafif seyirli soguk alginligina
. e . 2,3

sebep olan virtislerdir™. Bunlara ek olarak capli girisimlere ragmen viriis kisa siirede

iki epidemik koronaviriis, siddetli akut tim diinyaya yayildi ve Mart 2020'de

solunum sendromu koronaviriis (Severe Diinya Saghk Orgiiti (WHO) Covid-19
Acute Resplrat(iry Syndrome, SARS-Cov) salgmmi pandemi olarak ilan etmistir’.
ve Ortg ) Dogq Solunum Sendromu Ulkemizde ise ilk Covid-19 vakasi 11
koronaviriis (Middle East Respiratory Mart 2020°de saptandi ve devam eden bu

Syndrome, MERS-CoV) ) siddetli siirecte diinyada oldugu gibi iilkemizde de
pnomoniye neden olabilmektedir”. SARS- vaka sayilarinda artis gorildi®. Akut

CoV, son 15 yilda artik insanlarda tespit Covid-19 enfeksiyon semptomlart
edilemezken, MERS-CoV 2012'den beri arasinda yaygin olarak ates, bas agrisi,

g?gllnlukla i Arap Yarllrnadas1.'n'c.1a nefes darligi, oksiiriik, kas agrilar1 ve
gorulfnektedlr.. Aralik 2019'da C}n n yorgunluk yer alirken diger bildirilen
Hubei Eyaletinde kolay bulasabilen, semptomlar arasinda gii¢stizliik, halsizlik,

Ilk insan koronaviriisleri (HCoV)

Kontrol altina almak i¢in yogun ve genis

©Copyright 2020 by Cukurova Anestezi ve Cerrahi Bilimler Dergisi - Available online at http://dergipark.gov.tr/jocass 163


http://dergipark.gov.tr/jocass

bogaz agrisi, tat ve / veya koku kaybi
bildirilmistir’®. Covid-19 hastalik varlhig
hafif, orta veya agir semptomlar ile
goriilebilmektedir’.

Esas olarak damlacik yoluyla bulasi olan
hastalik, bireyler arasinda hapsirma veya
okstirme  yoluyla g¢evreye  salinan
kontamine damlaciklarin dogrudan
solunmasi, ya da c¢evreye salinan
kontamine damlaciklara elle temas sonrasi
oral, nazal ve g6z mukozasina
ulastirilmast  ile  bulasabilmektedir®.
Koronaviriis enfekte kisilerden damlacik
yoluyla bulasin yani1 sira kontamine
ylizeylerle temas yoluyla yayilan oldukga
bulagict  bir viriistiir.  Enfeksiyonun
yayilmasin1 Onlemek i¢in uygun kisisel
koruyucu donanim (KKD) kullanimi, el
hijyenini silirdlirme ve sosyal mesafe
kurallarina uyum o6nemlidir'®!'!". Kisisel
koruyucu donanim, kullanicinin viicudunu
isyerinde saglik / glivenlik risklerine kars1
koruyan ekipman olarak tanimlanir'2,
KKD'larin uzun siireli kullanilmasi ve sik
stk kisisel hijyeninin saglanmast igin
alinan Onlemler c¢esitli cilt sorunlari
olusturabilmektedir.  Ciinkii, derimiz
enfeksiyonlara ve dis etkenlere karst ilk
savunma alamidir. Saglik ¢alisanlari,
KKD’larin  uzun siireli  kullanimlari
nedeniyle ¢esitli cilt sorunlarina karsi risk
altindadirlar. Cilt  sorunlar1  asir1
siirtinmeyle olusan hassasiyetler, yogun
hidrasyonun etkileri ve temas
reaksiyonlar1 olarak siralanabilir'®.

Bu ¢alisma T.C. Saglik Bakanlig1 Adana il
Saghik  Midiirligli ~ Seyhan  Devlet
Hastanesi saglik c¢alisanlarinin  KKD
kullanim durumlarini, kullanim siirelerini
ve neden olabilecegi advers reaksiyonlar1
incelemek amaciyla yapilmastir.

Materyal ve Metot

Calisma, T.C. Saglik Bakanligi Adana il
Saglik  Miidiirliigli  Seyhan  Devlet
Hastanesi’nde, 30 Temmuz-14 Agustos
2020 tarihleri arasinda yiirttilmistir.

Arastirmanin evrenini, hastanemiz Covid-
19 nedeniyle tedavi géren hastalara bakim
veren pandemi birimlerinde gorevli 112
kisi olusturmustur. Calismada herhangi bir
orneklem se¢im yontemine gitmeden tiim
evren arastirma kapsamina alinmistir.
Arastirmanin amaci agiklandiktan sonra
arastirmaya katilmay1 kabul eden, 65 kisi
arastirmanin Orneklemini olusturmustur.
Kesitsel tipteki ¢alismanin  verileri
sorumlu arastirmaci tarafindan literatiir
dahilinde  hazirlanan  anket formu
iizerinden elde edilmistir. Anket formunda
demografik ozellikler (cinsiyet, yas,
meslek, calisma yili vb.) ilgili bilgiler yer
alirken, KKD malzemeleri kullanim
durumlart ve olumsuz reaksiyonlarinin
degerlendirildigi  toplam 17  soru
bulunmaktadir. Veriler, arastirmacilar
tarafindan  yliz  yilize  gorisiilerek
toplanmigtir. Gorlismeler yaklagik 8-10
dakika slirmiistiir. SPSS 16.0 (Statistical
Package for the Social Sciences) programi
ile istatistiksel veri analizi yapilmistir.
Verilerin  degerlendirilmesinde;  sayi,
ylizde, ortalama ve standart sapma gibi
betimsel istatistikler, kategorik verilerin
analizinde Ki-kare, KKD siire
ortalamalarinin karsilagtirilmasinda ise t-
testi kullanilmistir. p<0,05 olarak kabul
edilmistir. Arastirmanin yapilabilmesi i¢in
Saglik Bilimleri Universitesi Adana Sehir
Egitim ve Arastirma Hastanesi Klinik
Arastirmalar Etik Kurulu’ndan
(29.07.2020 Tarih ve 1014 Karar No) izin
alinmistir.

Bulgular

Caligmaya alinan 65 saglik calisaninin
demografik ozellikleri Tablo 1’de yer
almaktadir. KKD malzemelerini diizenli
olarak uygun alanlarda kullandiklarini
bildiren saglik c¢alisanlarinin kullanim
oranlar1 ve kullanim siire ortalamalari
Tablo 2’°de belirtilmistir. N95/FFP2 maske
kullanimina baglt %54,1 (n=33), eldivene
baglt %37,5 (n=24), tim viicut tuluma
baglt  %23,0 (n=14) oraninda cilt
reaksiyonlari gelistigi bildirilmistir (Tablo
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4). NO95/ FFP2 ve cerrahi maske
kullanimina bagli yiiz bolgesinde kasinti
sikdyeti 9%69,7 oraniyla ilk sirada yer
almigtir.  KKD kullaniomima bagl cilt
sorunlar1 nedeniyle %23,0’t4 bu saglik
sorunlar1 ile 1ilgili tedavi aldiklarini,
digerleri ise semptomlara ragmen KKD
kullanimina devam ettiklerini
bildirmislerdir.

Tablo 1. Calismaya Katilan Saglik Caliganlarinin
Demografik Ozellikleri

Demografik Ozellikler

Cinsiyet, n (%)

Kadin 42 (%64.6)
Erkek 23 (%12.3)
Yas Arahgi, n (%)

18-24 yas 7 (%10.8)
25-34 yas 9 (%13.8)
35-44 yas 38 (%58.5)
45-54 yas 10 (%15.4)
55-64 yas 1 (%1.5)
Egitim Durumu, n

(%) 57 (%87.7)
Universite 8 (%12.3)
Lise

Meslek, n (%)

Hemsire 47 (%72.3)
Hekim 18 (%27.7)
Hastanedeki calisma

Siireleri, n (%)

0-3 y1l 12 (%18.5)
4-7 y1l 10 (%15.4)
8-11 yil 5(%7.7)
12-15 yil 13 (%20.0)
16-19 y1l 15 (%23.1)

20 y1l ve tizeri 10 (%15.4)

Eldiven kullanimina bagl %70,8 oraniyla
asir1 terleme sikayeti ilk sirada yer alirken,
%54,2 oraniyla alerjik kontakt dermatit
sikayetinin  ikinci  swrada  oldugu
gorlilmiistiir. Bu sikayetlere bagli %10,9’u
tedavi alirken, tim vicut tulum
kullanimina bagli %71,4 oraniyla kasinti

sikayetleri bildirenlerin, %4,9’u medikal
tedavi aldigini bildirmistir.

Tablo 2. Calismaya Katilan Saglik Calisanlarinin
Kisisel Koruyucu Donanim Kullanim Oranlar ve

Kullanim Stire Ortalamalari

Kisisel Koruyucu Donanimlar
Go6z koruyucu gozlik

N95/ FFP2 maske

Cerrahi maske

Yiizkoruyucu kalkani/siperi

47 (%72.2)
54 (%83.1)
56 (%86.2)
53 (%81.5)

Sac¢ bonesi/koruyucu 46 (%70.8)
Eldiven 63 (%96.9)
Cizmeler 21 (%32.3)
Tim viicut tulum 41 (%67.7)
Galos 1 (%L.5)
Kisisel Koruyucu Donamim Ort+SS

Kullanim Siireleri
(8 saatlik mesai araliginda)

NO95/ FFP2 maske
Cerrahi maske 4.00+2.51 saat
Yiizkoruyucu kalkani/siperi 2.78+1.89 saat
Eldiven 3.95+1.81 saat
Tiim viicut tulum 2.03+1.97 saat

3.75+2.30 saat

Go6z koruyucu gozlik, yiliz koruyucu
siperlik ile ilgili yiiz bdlgesine
uyumsuzluk sorunu sirasiyla %59,5 ve
%9,4 oraninda bildirilirken, kullanilan
diger KKD irlinlerinde uyumsuzluk
sorunu belirtilmemistir. Cinsiyet, meslek
ve yas aralig1 ile KKD kullanimina bagl
cilt reaksiyonu goriilme durumu arasinda
iliski saptanmamustir (sirasiyla p=0.101,
p=0.655, p=0.535). Tablo 2’de gdsterilen
saglik calisanlarinin KKD kullanim siire

ortalamalar1 cinsiyet ile
karsilagtirildiginda cerrahi maske
kullanim ortalamalar1 farklilik

gostermektedir. Kadinlarda cerrahi maske
kullanim  ortalamalar1 daha yiiksek
bulunmustur (p=0.029). Katilimc1 saglik
calisanlar1 kronik herhangi bir hastaliginiz
var m1? sorusuna %25,1 (n=15) oraninda
evet cevabini vermis olup, bu hastaliklar
hipertansiyon, diabetes mellitus, migren,
astim, mitral kapak yetmezligi, sarkoidoz
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ve ankilozan spondilit olarak belirtilmistir.
Herhangi bir cilt hastalig1 bildirilmemistir.

Tablo 3. Saglik Calisanlarinin Kullandig1 Kisisel

Koruyucu Donanima Baglh Gelisen Reaksiyonlar

Kisisel Koruyucu Donanmimlar

N95/ FFP2, n* (%)

-Yiiz bolgesinde kasinti 23 (%69.7)
-Burun kopriisiinde skarlagma 18 (% 54.5)
-Kuru cilt 6 (% 18.2)
-Maske takilan bolgede 13 (% 39.4)

sivilce/akne olusumu
-Solunum hizinda artig
-Sicak basmasi/asir terleme

16 (% 48.5)
18 (% 54.5)

-Temas tirtikeri 5% 15.2)
-Deri yaralanmasi (stirekli 9 (% 27.3)
basinca bagli)

-Alerjik kontakt dermatit 4 (%12.1)
-Diger (bas agris1) 23 (%69.7)
Eldiven, n (%)

-Egzema 4 (%16.7)
-Catlamis cilt 2 (% 12.5)

-Asiri terleme
-Alerjik kontakt dermatit

17 (% 70.8)
13 (% 54.2)

-Uzun siire kullanima bagl 1 (%4.2)
deride kalinlasma

-Kuru cilt 7 (% 29.2)
-Mantar infeksiyonu 2 (% 8.3)
-El derisinde renk degisikligi 3 (% 12.5)
-Kasint1 2 (%8.3)
Tiim viicut tulum, n (%)

-Sivilce/akne 6 (%42.9)
-Kasint1 10 (% 71.4)
-Dokiintii 3 (%21.4)

*birden fazla isaretlenmistir.

Tartlsma

Saglik calisanlarinin kendilerini, hastalari,
meslektaglarint ve toplumu enfeksiyon
bulagindan korumaya calisirken
enfeksiyon  onleme ve  kontroliinii
kapsamli bir sekilde bilmeleri/anlamalar1
onemlidir.

Cerrahi  maske, N95/FFP2 maske,
eldivenler, onliikler ve/veya tulumlar, goz
koruyucu gozliik gibi KKD {iriinleri tiim
saglik personeli i¢in enfeksiyon 6nleme ve
kontroliiniin 6nemli bir parcasidir'®.

Covid-19 hastalariin dogrudan bakimi ve
tedavisi ile ilgilenen hastanemiz saglik
calisanlarina, koruyucu giysi, maske,
eldiven, gozliik, yiiz koruyucu siperlikleri
dahil olmak {izere standart kisisel
koruyucu donanimlarin temini saglanmis,
kisisel koruyucu donanimlarin dogru
kullanimi1 ve Covid-19 hastalig1 bulas riski
ve korunma yontemleri ile ilgili egitimler
verilmistir. Covid-19 olan bir hastanin
bakiminda ve tedavisinde kullanilmasi
gereken KKD'in tiirii ve miktari, klinik ise
ve ortama gore degisim gostermektedir.
Calismamizda KKD kullanim oranlarinin
yliksek oldugu Tablo 2’de goriilmektedir.
Yapilan bir arastirma, Covid-19 i¢in
uygun kisisel koruyucu donanimin
maskeler, eldivenler, koruyucu giysiler,
cizmeler, gozlikler ve yiiz koruyucu
siperliklerden olustugunu ileri
siirmiistiir’>'®.  Ancak, mevcut salgin
sirasinda saglik calisanlar1 tarafindan uzun
saatler boyunca kullanilan onliikler,
solunum maskeleri, yiiz koruyucu siperligi
ve gozlikler gibi diger KKD'lar cilt
tahrislerine neden olabilmektedir!’.

T1bbi maskeler, solunum yolu
enfeksiyonlarmin yayilmasini 6nlemek
icin kullanilan bir tir KKD'dir. Maske,
kullanicinin agzin1 ve burnunu uygun bir
sekilde kapatarak takilirsa, solunum
virtislerinin ve bakterilerin yayilmasini
onlemede etkili olabilmektedir'®. Siddetli
akut solunum sendromunun bas gdsterdigi
donemde yapilan bir caligmada giin
igerisinde sekiz saatlik stirede kullanilan
maskeye bagli akne sikayeti %59,6, yiiz
kasintis1  sikayeti  %51,4  oraninda
bildirilirken'®, bu durum c¢alismamizda
sirastyla;  %69,7 ve %39,4 olarak
saptanmis olup, saglik calisanlarinin cilt
sorunlar1 ile karst karsiya kaldigimi
gostermektedir. Bu cilt sorunlar1 ciddi bir
hastalik olmamasina ragmen, etkili iggiicii
kaybina yol agabilecegi Ongoriildiiglinde
cilt saglig1r yonetimi agisindan énemli bir
etkiye sahip oldugu vurgulanmistir?®,
Caligmaya alinan saglik calisanlart uzun
siireli maske kullaniomina bagh diger
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sikayetler adi altinda cilt sorunu disinda
%69,7 oraninda bas agris1 sikayetini
bildirmislerdir.  Uzun  siire  maske
kullanimina bagli bas agris1 sikayetinin
bildirildigi, 212 kisinin katildig1 ¢alismada
bu oran %37,3’tiir*'. Yapilan diger
calismalarda bas agris1 sikayetlerine
rastlanmamistir’?-3,

Gozliik ve yiiz koruyucu siperliklerin yani
sira cerrahi ve N95 maskelerin lastik
tutuculari, tipik olarak kulak arkalarinda,
maskelerin burun bolgesine sabiti ile
burun kopriisii ya da maskenin temas ettigi
bolgede kontakt dermatite neden oldugu,
sebepleri  arasinda  ise  kullanilan
malzemelere isaret edilmistir'®.
Calisgmamizda yiiz koruyucu siperlik ve
gdz koruyucu gozlik ile ilgili yiiz
bolgesine uyumsuzluk sorunu
bildirilmisgtir.

Avrupa Meslek Hastaliklar1 tarafindan
2001 ve 2005 yillarinda yapilan
istatistiklerde ~ mesleki  hastaliklardan
kontakt dermatitlerin oraninin sirasiyla
%6,9 ve %10,9 oldugu bildirilmistir®*,
Calismaya katilan hastanemiz saglik
calisanlar1 eldivene bagh 9%70,8 oranda
asir1 terleme sorunu ve %54,2 oranin da
alerjik  kontakt dermatit sorunu
yasadiklarint belirtmislerdir. Yapilan bir
calismada eldiven kullanimina iligkin kuru
cilt sorununu %>55,7 olarak bildirilmis,
fakat calisgmamizda bu oran %83 ile
oldukea diisiik bulunmustur??.

Viriis, kontamine ylizeylerle temas
yoluyla olduk¢a bulasic1 oldugundan,
diizenli, 6zenli el hijyeni saglamak i¢in sik
sik el yikama, suya ve diger kimyasal veya
fiziksel ajanlara uzun siire maruz kalma
gibi  durumlarda epidermal bariyer
bozulabilmektedir. Ayrica alkol bazli el
dezenfektanlarinin sik kullanilmasi ciltte
kuruluga ve tahrise neden
olabilmektedir®.

Bu ¢alismanin kisitliliklart arasinda saglik
calisanlarinda goriildiigii bildirilen saglik

sorunlarinin kisisel beyanlarina dayanmasi
ve Orneklem biiyiikliigiiniin diisiik olmasi
yer almaktadir.

Sonu¢ olarak calismamiz  ozellikle
solunum maskelerinin, eldivenlerin ve tiim
viicut tulumlarin uzun stireli
kullanimlarinda olusan cilt
reaksiyonlarina dair kanitlar sunmaktadir.
Hastanemiz saglik calisanlarinin
kullandiklar1 KKD malzemeleri ig¢erisinde
N95/ FFP2-cerrahi maskeye, eldivene ve
tim viicut tuluma  bagh cilt
reaksiyonlarinin  gelistigi  goriilmistiir.
Saglik calisanlarinin KKD kullanimina
bagli  bildirilen cilt  reaksiyonlar
katilimeilarin - beyanlarina dayanmakta
olup, cilt sorunlar1 yasadigini bildirenlerin
yaklagik dortte biri medikal tedavi
almistir.

Hayat1 olumsuz etkileyen Covid-19 gibi
bir salginda saglik calisanlarinin da bu
salgindan  etkilenmesinin  kaginilmaz
oldugu goriilmektedir. Calismamizda
saglik calisanlarini uzun siireli KKD
kullannmma bagli cilt reaksiyonlar:
belirlenmis  olup, bildirilen  saghk
sorunlarina yonelik Onlemlerin alinmasi
gerekmektedir.

Finansal Destek:

Bu makalede agiklanan g¢alisma igin
herhangi bir finansman alinmada.

Clkar Catismasi:

Yazarlar arasinda herhangi bir c¢ikar
catismasi bulunmamaktadir.

Etik Onam:

Saglik Bilimleri Universitesi Adana Sehir -

©Copyright 2020 by Cukurova Anestezi ve Cerrahi Bilimler Dergisi - Available online at http://dergipark.gov.tr/jocass 167


http://dergipark.gov.tr/jocass

Egitim ve

Arastirma Hastane-

si Klinik  Arastirmalar Etik
Kurulu’'ndan (29.07.2020 Tarih ve 1014
Karar No)
Kaynaklar

10.

11.

Hamre D, Procknow JJ. A new virus
isolated from the human respiratory
tract. Proc  Soc  Exp Biol Med.
1966;121:190-3.

Corman VM, Lienau 1,
M. Coronaviruses as the
respiratory  infections. Internist
2019;60:1136-45.

Yuen K-S, Ye Z-W, Fung S-Y, et al. SARS-
CoV-2 and COVID-19: The most important
research questions. Cell
Biosci. 2020;10:40.

Esakandari H, Nabi-Afjadi M, Fakkari-
Afjadi, J, et al. A comprehensive review of
COVID-19 characteristics. Biol Proced
Online 22, 19 (2020).
https://doi.org/10.1186/s12575-020-
00128-2.

Ludwig S, Zarbock A. Coronaviruses and
SARS-CoV-2:

A Brief Overview. Anesthesia  and
analgesia, 2020;131(1):93-6.

Demirbilek Y, Pehlivantirk G, Ozgiiler
70, et al. (2020). COVID-19 outbreak
control, example of ministry of health of
Turkey. Turkish journal of medical
sciences, S0(SI-1), 489-94.

Huang C, Wang Y, Li X, et al. (2020).
Clinical features of patients infected with
2019 novel coronavirus in Wuhan,
China. Lancet (London,
England), 395(10223), 497-506.

Zhu N, Zhang D, Wang W, et al. A Novel
Coronavirus from Patients with Pneumonia
in China, 2019.N Engl J Med.
2020;382(8):727-33.
doi:10.1056/NEJMo0a2001017

Guan WJ, Ni ZY, Hu Y, et al. Clinical
Characteristics of Coronavirus Disease
2019 in China. N Engl J Med 2020;
382:1708-20.

Masood S, Tabassum S, Naveed S, et al.
(2020). COVID-19 Pandemic & Skin Care
Guidelines for Health Care
Professionals. Pakistan journal of medical
sciences, 36(COVID19-S4), 115-7.

Wang JV, Parish LC. Dermatologic
Manifestations of the 1918-1919 Influenza
Pandemic. Skinmed. 2019;17(5):296-7.

Witzenrath

cause of
(Berl).

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

©Copyright 2020 by Cukurova Anestezi ve Cerrahi Bilimler Dergisi - Available

Bhoyrul B, Lecamwasam K, Wilkinson M,
et al. (2019). A review of non-glove

personal  protective  equipment-related
occupational dermatoses reported to
EPIDERM between 1993 and

2013. Contact dermatitis, 80(4), 217-21.
Kantor J. Behavioral considerations and
impact on personal protective equipment
use: Early lessons from the coronavirus
(COVID-19) pandemic.] Am Acad
Dermatol. 2020;82(5):1087-8.

Brown L, Munro J, Rogers S. Use of
personal protective equipment in nursing
practice. Nurs Stand. 2019;34(5):59-66.
do0i:10.7748/ns.2019.e11260

Min L, Cheng SZ, Xu KW, et al. Use of
personal protective equipment against
coronavirus disease 2019 by healthcare
professionals in Wuhan, China: cross
sectional study BMJ 2020; 369 :m2195.
Seto WH, Tsang D, Yung RW, et al.
Advisors of Expert SARS group of Hospital
Authority. Effectiveness of precautions
against droplets and contact in prevention
of nosocomial transmission of severe acute
respiratory syndrome (SARS).
Lancet 2003;361:1519-20.

Gheisari M, Araghi F, Moravvej H, et al.

(2020). Skin reactions to non-glove
personal  protective  equipment:  an
emerging issue in the COVID-19
pandemic. Journal of the European

Academy of Dermatology and Venereology
: JEADV,34(7), 297-8.

Desai AN, Mehrotra P. Medical Masks.
JAMA. 2020;323(15):1517-18.

Foo CC, Goon AT, Leow YH, et al
Adverse skin reactions to personal
protective equipment against severe acute
respiratory syndrome--a descriptive study
in Singapore. Contact Dermatitis. 2006
Nov;55(5):291-4.  doi:  10.1111/5.1600-
0536.2006.00953.x.

Patruno C, Fabbrocini G, Stingeni L, et al.
(2020). The role of occupational
dermatology in the COVID-19
outbreak. Contact dermatitis, 83(2), 174-5.
Lim EC, Seet RC, Lee KH, et al. Headaches
and the N95 face-mask amongst healthcare
providers. Acta Neurol
Scan 2006;113:199-202.

HuK, FanJ, Li X, et al. (2020). The adverse
skin reactions of health care workers using
personal protective equipment for COVID-
19. Medicine, 99(24), €20603.
doi:10.1097/MD.0000000000020603
Khoo KL, Leng PH, Ibrahim IB, et al. The
changing face of healthcare worker
perceptions on powered air-purifying

> online at http://dergipark.gov.tr/jocass 168


http://dergipark.gov.tr/jocass

24.

25.

respirators during the SARS
outbreak. Respirology 2005;10: 107-10.
Ozgiir E A, Demiral Y, Ozbaggivan O, et
al.  Mesleksel dermatit olgularinin
degerlendirilmesi. Turkderm-Turk ~ Arch
Dermatol Venereology 2019;53:44-8. DOLI:
10.4274/turkderm.galenos.2018.63325
Beiu C, Mihai M, Popa L, et al. (2020).
Frequent Hand Washing for COVID-19
Prevention Can Cause Hand Dermatitis:
Management Tips. Cureus, 12(4), €7506.
https://doi.org/10.7759/cureus.7506

©Copyright 2020 by Cukurova Anestezi ve Cerrahi Bilimler Dergisi - Available online at http://dergipark.gov.tr/jocass

169


http://dergipark.gov.tr/jocass

o

>4 JoCASS )

¥ Al
K . N
/\,/Cukurova Anestezi |/
/% Cerrahi Bilimler [
LA s

. Dergisi

N 2018 Adana

N

PLEVRAL AMPIYEMIN ESLIK ETTIGI COVID-19 OLGUSUNDA AKCIGERIN

HISTOPATOLOJIK BULGULAR
HISTOPATHOLOGICAL FINDINGS OF THE LUNG IN COVID-19 CASE WITH PLEURAL
EMPYEMA
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COVID-19 enfeksiyonu nedeniyle ortaya gikan pulmoner histopatolojik bulgular genellikle hayatini kaybetmis insanlarin biyopsi
orneklerinden bildirilmistir. Literattirde plevral ampiyem nedeniyle opere edilen COVID-19 hastasinda akcigerin histopatolojik
bulgularini sunan makaleye rastlamadik. Burada ampiyemin eglik etti§i Real-Time Plymerase Chain Reaction (RT-PCR) pozitif
COVID-19 hastasi ile RT-PCR negatif ancak radyolojik incelemede viral pnémoniyi distindiiren bulgular olan diger bir ampiyem
hastasinin ameliyat materyallerindeki histopatolojik bulgular sunmay amagladik.

Anahtar kelimeler; COVID-19, akciger, histopatolojik bulgular

Abstract

Pulmonary histopathological findings due to COVID-19 infection have generally been reported from biopsy specimens of deceased
people. In the literature, we did not find any article presenting the histopathological findings of the lung in a COVID-19 patient who
was operated for empyema. Here, we aimed to present the histopathological findings in the surgical materials of a Real-Time
Plymerase Chain Reaction (RT-PCR) positive COVID-19 patient accompanied by empyema and another empyema patient with RT-
PCR negative findings suggestive of viral pneumonia on radiological examination.

Key words: COVID-19, lung, histopathological findings
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COVID-19, birden fazla organ sistemini
tutan ve genellikle akut solunum yolu
hastalig1 olarak ortaya c¢ikan viral bir
hastaliktir.'? Daha ciddi ve potansiyel
olarak oOliimciil bir seyrin prognostik
gostergeleri, ileri yas, lenfopeni, yiiksek d-
dimer seviyesi, yiiksek troponin seviyeleri
ve Onceden var olan kardiyovaskiiler
hastalik, hipertansiyon ve diabetes
mellitustur. Hastalik genellikle pulmoner
ve kardiyovaskiiler sistemleri etkiler.*®

COVID-19 enfeksiyonunda akcigerde
meydana gelen histopatolojik degisiklere
dair  elimizde  heniiz  ¢ok  bilgi
bulunmamaktadir. ~ Hastaligin  erken
donemde yaptigi histopatolojik
degisiklikler, akciger tiimorii nedeni ile
opere edilen ve cerrahi sonrasi tani1 alan
hastalarin akciger parankimindeki
incelemelerle saptanmistir. Ge¢ donem
izlenen histopatolojik degisiklikler ise
otopsi verilerine dayanmaktadir. Biz bu
makalede ampiyem nedeniyle opere
ettigimiz Real-Time PCR (RT-PCR)
pozitif bir olgumuz ile RT-PCR negatif
ama radyolojik olarak COVID-19 siipheli
diger bir olgumuzun histopatolojik
ozelliklerini  karsilagtirarak ~ sunmay1
amagcladik.

Olgu 1

51 yasinda erkek hasta ates, titreme,
okstiriikk, yorgunluk ve nefes darligi
semptomlar1 ile enfeksiyon klinigine
bagvurdu. Hasta bes giin 6ncesinde hafif
ates, titreme ve kuru Oksiirik gibi
semptomlarinin oldugunu, ancak herhangi
bir saglik kurulusuna basvurmadigini ve
isinde caligmaya devam ettigini bildirdi.
Hastanin Tip 2 Diyabet hikayesi vardi,
sigara kullanim oykiisii yoktu. Akciger
grafisinde bilateral yamali infiltrasyonlar1
olan olgunun RT-PCR testi pozitif olarak
saptandi.

Resim 1. Alveol igerisinde proteindz eksuda,
epitelde nekroz ve denudasyon. Damar duvarinda
fibrinoid nekroz x 200 HE.

Resim 2. Alveol epitelinde multiniikleer
sinsityal hiicreler x 400 HE.

Resim 3. Damar igerisinde trombiis olusumu x 400
HE.
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Resim 4. Balpetegi akciger benzeri goriiniim x 400
HE

Toraks bilgisayarli tomografide (BT)
bilateral periferal ve ozellikle alt lob
yerlesimli multifokal buzlu cam alanlar1
mevcuttu.  Olguya antiviral tedavi
baslandi. Tedavinin 5. giiniinde solunum
sikintist artan hasta entiibe edilerek
mekanik ventilasyon destegi baslandi. 20
ginlik mekanik ventilasyon destegi
sonrasi hasta ekstiibe edildi. Iki defa
bakilan RT-PCR testi negatif olarak
bildirildi. Plevral efiizyonu gelisen
hastanin  plevral mai  biyokimyasi
ampiyem ile uyumlu idi. Hastaya tiip
torakostomi uygulandi, ancak plevral
posun devam etmesi ve akcigerin ekspanse
olmamasi {izerine cerrahi uygulandi.
Visseral plevraya dekortikasyon,
kalinlagmis paryetal plevraya plevrektomi
ve alt lobta nekroze dokuya wedge
rezeksiyon uygulandi. Postoperatif 7. giin
hasta Oneriler ile taburcu edildi. Akciger
dokusunun histopatolojik incelemesinde
en ¢arpict bulgu diffiiz alveoler hasar idi.
Alveol bosluklar: igerisinde yer yer mikst
tipte inflamatuar hiicreler arasinda
proteindz globiiller, yer yer proteindz
eksuda ile epitelde nekroz ve denudasyon
goriildi. Saglam kalan alanlarda alveoler
epitelde multiniikleer sinsityal hiicreler
dikkati c¢ekti. Bazi alanlarda damarlar
icerisinde trombiisler izlendi. lyilesen
alanlarda intersitisyumda yogun fibrozis

ve alveoler kayip nedeniyle bal petegi
akciger benzeri gOrlinim mevcuttu.
Plevraya ait Orneklerde akut fibrindz
plevrit ile uyumlu histopatolojik gdriiniim
mevcuttu (Resim 1-4).

Olgu 2

15 giindiir oksiiriik ve hafif ates sikayeti
olan 47 yasinda erkek hasta, acil servise
solunum sikintis1 nedeniyle miiracat etti.
Toraks BT’de sol hemitoraks bazalinden
sol akciger st lob seviyesine kadar
uzanan, agirhikli  olarak  posterior
yerlesimli, yer yer hafif kalin duvar
yapisina sahip, en genis yerinde bazalde
12,5x13 cm ebatlarinda oSlgiilen, iist lob
diizeyinde superiordaki komponenti 10x9
cm ebadinda olan, birbiri ile iligkili lokiile
formda genis boyutlu kistik alanlar
kaydedildi. = Bazaldeki  kistik  alan
anteriorunda  hava-sivi  seviyelenmesi
izlenmekteydi. Sag akciger alt lobta
COVID-19 viral pndémonisiyle uyumlu
olabilecek radyolojik bulgular1 vardi
(Resim 5). Hasta yogun bakim {initesine
yatirildi. Hastanin genel durumu orta idi,
yogun bakim iinitesinde fiO2: %75 ve 25
L/dk dan high flow oksijen terapisi
baslandi.  Tansiyon  arteriyel:118/75
mmgh, nabiz: 90/dak, ates: 36.7 °C, Spo2:
97 1idi. RT-PCR testi negatif olarak
saptandi. Enfeksiyon hastaliklar1 ile
konsiilte edilen hastaya meropenem,
siprofloksasin, famipravir ve plaquenil
tedavisi diizenlendi. Torasentez maisi
ampiyem ile uyumlu idi. Hastaya sol tiip
torakostomi uygulandi. Betadinli serum
fizyolojik ile intraplevral lavajlar yapildi.
17 giin meropenem ve siprofloksasin, 5
glin famipravir ve plaquenil tedavisi aldi.
Akcigerlerde  ekspansiyon  kusurunun
devam etmesi lizerine cerrahi karar1 alind1.
Kontrol RT-PCR testi negatif olan hastada
visseral plevraya dekortikasyon, paryetal
plevraya plevrektomi ve alt lobta
parankim kacagina neden olabilecek
destriikte alana  wedge rezeksiyon
uygulandi. Postoperatif 9. giin hasta
Oneriler ile taburcu edildi. Akciger
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dokusunun histopatolojik incelemesinde,
diger olguya gore daha fazla kroniklesme
bulgusu goriildii. Alveoller igerisinde
proteindz eksuda vardi. Aleoler kollaps
alanlar1 ve organize pnOmoni alanlari
goriildii. Bu alanlarda alveol duvarlarinda
kalinlagma, tip II pndmosit hiperplazisi ve
fibroblastik pluglar goriildii. Plevraya
komsu  alanlarda  lenfoid  follikiil
olusumlari izlendi. Plevraya ait 6rneklerde
akut  fibrindz  plevrit ile uyumlu
histopatolojik goriinlim mevcuttu (Resim
6-9).

Resim 7. Organize pnomoni alanlari, fibroblast
toplart x 200 HE

Resim 5. RT-PCR negatif hastanin toraks BT’ de

Sag akciger alt lobta COVID-19 viral
pnémonisiyle uyumlu olabilecek radyolojik

bulgular.

Resim 6. Alveoler kollaps x 400 HE.

Resim 8. Lenfoid follikiil olusumu x 200 HE.
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Resim 9. Alveol duvarlarinda kalinlagma tip 2
pnomosit hiperplazisi x 200 HE.

©Copyright 2020 by Cukurova Anestezi ve Cerrahi Bilimler Dergisi - Available online at http://dergipark.gov.tr/jocass 173


http://dergipark.gov.tr/jocass

Tartlsma

[1k olarak 31 Aralik 2019'da Cin'in Wuhan
kentinde nedeni bilinmeyen bir pnémoni
tespit edildi. 30 Ocak 2020'de bunun bir
salgm oldugu ve Uluslararas1 Onem Arz
Eden Halk Sagligi Acil Durumu olarak
tanimland1 ve 11 Mart 2020'de pandemi
ilan edildi.! 11 Subat 2020'de, Diinya
Saglik  Orgiitii  yeni  koronaviriis
hastaliginin adin1 koronaviriis hastalig1
2019 (COVID-19) olarak bildirdi. Sebep
olan  virlis  SARS-CoV-2  olarak
adlandirildi.>?  Cin'den gelen  klinik
raporlar, COVID-19'un birden ¢ok organi
iceren sistemik bir hastalik oldugu ve
genellikle atesli akut solunum yolu
hastalig1 olarak belirti verdigi bildirildi.
Genel olarak, COVID-19 akut rezorbe
olan bir hastaliktir ancak %2 oraniyla
Oltimciil de olabilir. Siddetli hastalik,
yaygin alveolar hasar ve ilerleyici
solunum yetmezIligi nedeniyle oliimle
sonuglanabilir.®”  Hastahgin  akciger
tizerindeki etkisini gosteren histopatolojik
incelemeler genelde otopsi ile elde edilen
patoloji spesmenleri ile ortaya konmustur.
Bu makalemizde ampiyem sonrasi
dekortikasyon ve akcigerin nekroze
oldugu kisma  wedge  rezeksiyon
uygulanan 2 hastanin doku spesmeninin
histopatolojik  6zelliklerini sunmak
istedik.

COVID-19’un en oOnemli tutulum yeri
akcigerdir.? Bu nedenle radyolojik olarak
akciger tutulumunun gosterilmesi c¢ok
onemlidir. Hastaligin tanisinda altin
standart RT-PCR testi olmakla birlikte
testin baz1 yerlerde yapilmasindaki
yetersizlik ve erken donemde yalanci
negatiflik ~ gosterebilmesi  nedeniyle
radyolojik goriintiileme ¢ok yogun olarak
kullanilmaya baglanmistir.

Goriintiilemede akciger grafisi ve toraks
BT bu amagla kullanilmaktadir. Yapilan
bir ¢alismada RT-PCR testinin hastaligin
erken donemde duyarliligi %71, toraks
BT’ nin ise %98 olarak bulunmustur.®’

Bununla beraber toraks BT nin hastaligin
erken doneminde normal olabilecegi de
g6z Oniinde tutulmalidir. Toraks BT’ nin,
semptomatik ve akciger grafisi kuskulu
olan olgularda ve komplikasyon gelistigi
diistliniilen olgularda oncelikle
kullanilmas1 6nerilmektedir. COVID-19
pndmonisinin tipik BT bulgular1 periferal
ve posterior dagilimli, alt lob agirhikli ve
cogunlukla bilateral yerlesim gosteren,
multifokal, buzlu cam alanlar1 ve buna
eslik edebilecek fokal
konsolidasyonlardir.'® RT-PCR pozitif
olan hastamizda bilateral periferal ve
ozellikle alt lob yerlesimli multifokal
buzlu cam alanlart mevcuttu. RT-PCR
negatif hastamizda ise tek tarafli sag
akciger alt lobtata COVID-19 viral

pnomonisiyle uyumlu olabilecek
radyolojik bulgular1 vardi.

COVID-19 akciger hastaliginin
patogenezi, SARS-CoV-2 virlisiiniin

pnomosit ve endotel hiicrelerindeki ACE-
2 reseptorlerine baglanmasi sonucu diffiiz
alveolar hasar olarak ortaya g¢ikan akut
akciger hasaridir.?? Otopsi
incelemelerinde uzun siireli hastanede
kalis ve ventilator tedavisi ile komplike
olmayan akut COVID-19 pndmonisinde
histopatolojik bulgular; endotelyal ve
epitel hasarli difiiz alveolar hasarin erken
ekstidatif fazi, hiyalin membranlari, viral
sitopatik etkiye sahip reaktif pndmositler
ve hafif kombine lenfositik ve histiyositik
intraalveolar inflamasyon ile karakterize
viral  interstisyel bir  pndmonidir.*
Intraalveoler fibrin, hyalin menbranlar
veya alveolar septal duvarlarda gevsek bir
sekilde organize olan bag dokusu varligi
ile karakterize difiiz alveolar hasar,
hastalarin  %86’sinda  goriilmektedir.!!
RT-PCR pozitif hastamizda histopatolojik
incelemesinde en carpict bulgu diffiiz
alveoler hasar idi. Alveol bosluklari
icerisinde yer yer mikst tipte inflamatur
hiicreler arasinda proteindz globiiller, yer
yer proteindz eksuda ile epitelde nekroz ve
denudasyon goriildii. RT-PCR negatif
hastamizda alveoller igerisinde proteindz
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eksuda var olmakla birlikte belirgin
alveolar hasar saptanmadi. Ayrica,
COVID-19 akciger hastaliginda akciger
periferinde  hemorjiyle birlikte olan
pulmoner trombotik mikroanjiyopatinin
rolii olduguna dair kamtlar vardir.'> RT-
PCR pozitif hastamizda damar igi
trombiisler saptanirken diger hastamizda
saptanmadi.

Sonug olarak COVID-19’un neden oldugu
interstisyel pndmoninin diger nedenlerden
ayirimi histopatolojik doku ornekleriyle
ortaya konabilir. Klinik ve radyolojik
olarak COVID-19 akciger hastaligimi
diigiindiiren ancak RT-PCR  negatif
hastalarda periferik lezyonlardan
yapilacak perkutan transtorasik biyopsi
gergek taniy1 ortaya koyabilir ve hedefe
yonelik tedaviyi uygulamaya yardimci
olabilir.

Finansal Destek:

Bu makalede agiklanan g¢alisma igin
herhangi bir finansman alinmadi.

Clkar Catismasi:

Yazarlar arasinda herhangi bir c¢ikar
catismasi bulunmamaktadir.

Etik Onam:

Hastalardan aydinlatilmis onam formu
alinmistir.
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TROMBOZE HEMOROIDE SEKONDER GELISEN, INTERSFINKTERIK NEKROTIZAN

FASIIT OLGU SUNUMU
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Fournier gangreni (FG); anorektal aciller arasinda nadir gortilen ancak erken tani konularak agresif tedavi uygulanmaz ise mortal
seyredebilen bir hastaliktir. Etiyolojide dermatolojik, anorektal, trolojik sebepler ile bu bolgeye uygulanan cerrahi midahaleler ve
travmalar suglanmigtir. Literatirde hemoroide sekonder FG bildirilmis olup intersfinkterik progresyon gosteren bir olguya
rastlanmamistir. Burada eksternal tromboze hemoroid zemininde gelisen ve intersfinkterik seyirli nektorizan fasiite yol agan; seri
debridman, genis spektrumlu antibiyotik ve kolostomi ile tedavi edilen 65 yasindaki olgunun sunulmasi amaglanmistir.

Anahtar kelimeler: Fournier, hemoroid, nekroz, diabet.

Abstract

Fournier's gangrene (FG); It is a rare disease among anorectal emergencies but can be fatal if early diagnosis is not made and
aggressive treatment is not applied. Dermatological, anorectal, urological reasons and surgical interventions and traumas applied
to this area have been blamed in the etiology. FG secondary to hemorrhoids has been reported in the literature, and no case with
intersphincteric progression has been encountered. Here, external thrombosed hemorrhoids, causing nectorizing fasciitis with
intersphincteric course; We aimed to present a 65-year-old patient treated with serial debridement, broad-spectrum antibiotics and
colostomy.

Keywords: Fournier, hemorrhoid, necrosis, diabetes.
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Giris

Fournier gangreni (FG); dis genital
organlarda ve perianal bdlgede yer alan,
besleyici arterlerin trombozunun eslik
ettigi, cilt ve cilt alt1 dokusu gangrenine
yol acan, siddetli intoksikasyon ve organ
yetmezligi belirtileri ile seyredebilen
spesifik bir nekrotizan fasiit (NF)
seklidir'. Etiyolojide dermatolojik,
anorektal, iirolojik sebepler ile bu bolgeye
uygulanan  cerrahi  miidahaleler ve
travmalar suclanmistir’. Anal fissiir icin
yapilan lateral internal sfinkterotomi
sonrast ve hemoroid tedavileri sonrasi
(sklerozan madde enjeksiyonu, lastik bant
ligasyonu, hemoroidektomi ve stapler
hemoroidopeksi) FG olgular1
bildirilmistir’*. Yaygin tromboz igeren
grade 4 hemoroide sekonder perianal FG
olgusu’ literatirde =~ mevcut  olup
intersfinkterik ilerleyis gosteren FG
olgusuna rastlanmamastir. Enfekte
dokunun hizli ve yeterli cerrahi
debridmani tedavinin temelini
olusturmakta olup intravendz  sivi
resiisitasyonu  ve genis  spektrumlu
intravendz antibiyotik verilmelidir °.

Burada tromboze eksternal hemoroid
zemininde gelisen ve intersfinkterik seyirli
NF’ye yol acan; seri debridman, genis
spektrumlu antibiyotik ve kolostomi ile
tedavi edilen 65 yasindaki olgunun
sunulmast amaglanmistir.

Olgu

65 yasinda erkek hasta, makatta agr1 ve
rahatsizlik yakinmasi ile hastanemiz genel
cerrahi poliklinigine basvurdu.
Ozge¢misinde yirmi yil giinde bir paket
sigara kullanimi ve kontrolsiiz tip 2
diabetes mellitus (DM) disinda 6zellik
yoktu. iki giin 6nce dis merkezde muayene
oldugu ve eksternal hemoroid saptanarak
antihemoroidal tedavi verildigi, rahatlama
olmamasi tizerine klinigimize bagvurdugu

Ogrenildi. Muayenesinde prone
pozisyonunda anodermde saatin §8-12
hizalar1 arasinda nekroz i¢eren birka¢ adet
tromboze eksternal hemoroid pakesi
saptand1 ve pake altinda krepitasyon palpe
edildi. Dijital rektal muayenesinde ek
bulgu yoktu ve perianal diger alanlar
dogaldi. Tetkiklerinde kan sekerinin 256
mg/dl, hbA1C’nin 14 %, lokositin 13.5
10"9/L, c reaktif proteinin 25 mg/L oldugu
goriildli, diger laboratuvar parametreleri
dogaldi. Ek goriintileme yOntemine
ihtiya¢ duyulmadi. FG 6n tanistyla hastaya
acil operasyon planlanarak servise alindi.
Spinal anestezi altinda hasta prone
pozisyonunda operasyona alind.
Anodermde saatin 8-12 hizalar1 arasinda
nekroz igeren birkac adet tromboze
eksternal hemoroid pakesi mevcuttu.
Eksternal tromboze hemoroid pakeleri ve
tim nekrotik alanlar canli dokular
goriilene dek debride edildi, doku kiiltiirii
icin Ornek alindi (Resim 1-2). Hastaya
enfeksiyon  hastaliklarinin ~ Onerisiyle
meropenem (3x1 gr, intravendz) baslandi
ve kan sekeri regiilasyonu ile intravendz
hidrasyonu saglandi. Postoperatif (PO)
birinci giindeki kontrol muayenesinde yara
yerinde yeni olusan nekroze alanlar
goriilmesi lizerine yeniden debridmana
alindi. Eksplorasyonda nekrozun aniisii
yaklasik 270 derece c¢evreledigi ve
intersfinkterik planda ilerleyis gdsterdigi
goriilerek nekroz icermeyen canli dokulara
dek debridman yapildi (Resim 3). Yara
kontaminasyonun azaltilmast amaciyla
ayni seansta sol alt kadrana sigmoid loop
kolostomi agildi. Doku kiiltiiriinde iireme
olmadi ve mevcut antibiyotik tedavisi 14
giine tamamlandi. Hiperbarik oksijen
(HBO) planland1 ancak solunum foksiyon
kapasitesinin yetersiz olmasit ve toraks
bilgisayarl tomografisinde (BT)
akcigerde 45 mm hava kisti saptanmasi
nedeniyle verilemedi. Giinliik yatak basi
pansuman yapildi. 48 sonra anestezi
altinda muayene yapilarak kismi nekroz
iceren alanlara ylizeyel debridman
uygulandi. Antibiyotik tedavisi, kan sekeri
regiilasyonu ve yatak basi giinliik
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pansuman ile takibi yapildi. Patoloji
sonucu ‘yiizeyde {llser ve siipiiratif
enfeksiyon iceren ektazik venler’ olarak
raporlandi. Yatisinin 16. giinliinde ek
yakinmasi olmayan hasta poliklinik takibi
onerilerek taburcu edildi (Resim 4).
Perianal dokularda iyilesmenin tam
oldugunun goériilmesi, kolonoskopisinde
liimen i¢i patoloji saptanmamasi {izerine
PO 120. giinde kolostomi kapatild1 ve sifa
ile taburcu edildi (Resim 5).

Tartlsma

FG, y1lda 100.000 erkek basina 1,6 vakada
meydana gelen ve cerrahi kliniklerine olan
toplam basvurularin 9%0,02-0,09'u kadar
nadir goriilen bir hastaliktir’. En sik eslik
eden patolojinin DM;en sik nedenin
perianal apse oldugu bildirmistir®. 1726
hastay1 kapsayan bir derlemede FG'nin
yasla birlikte artis gosterdigi, erkek kadin
oraninin yaklagik 10-1 oldugu, disiik
sosyo ekonomik diizey ve alkolizmle artig
oldugu bildirilmistir’>.  Hastamiz =~ 50
yasinda, sosyoekonomik diizeyi diisiik,
kontrolsiiz tip 2 DM’si olan erkek hasta
idi.

Resim 1. Eksternal tromboze ve nekroze hemoroid
pakeleri.

Resim 2. Birinci debridman sonrasi,
intersfinkterik alan.

Resim 3. Intersfinkterik ilerleyis, Ikinci debridman.

Perineal  NF’deki  yumusak  doku
enfeksiyonlar1 polimikrobiyal (aerobik ve
anaerobik) enfeksiyonlardir’. Bakterilerin
sinerjistik etkilesimi sonucu ekzotoksin
iiretimi uyarilir ve doku nekrozunun
aktivasyonu ile sonucglanir. Gaz olusumu,
doku gerginliginde azalma, krepitasyon,
anaerobik enfeksiyon icin
patognomoniktir?,
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Resim 5. Postoperatif 120. Giin

Alt batin BT, Ultrasonografi (US) ve
Manyetik Rezonans Goriintiilleme (MRI),
FG’li olgularin erken tanisinda temel
goriintiileme yontemleri olup subkutan
dokuda hava varligi, skrotal deride
belirgin kalinlasma ve sivi koleksiyonunu
gdsterme yetenegine sahiptir'®!!,
Hastamizda tromboze hemoroid pakesi

iizerindeki nekrotik dokular goériilmesi ve
krepitasyonlarin palpe edilmesi ile NF 6n
tanisi konulmustur. Debridmanlar
sonrasinda canli dokular net sekilde ortaya
konuldugundan ve ilerleme kontrol altina
alindigindan ek goriintileme yOntemine
ihtiya¢ duyulmamistir.

Polimikrobiyal mikroflora g6z Oniine
alindiginda, FG’nin tedavisi i¢in tercih
edilen ilaglar, II-II1. kusak sefalosporinler,

nitroimidazol, florokinolonlar,
aminoglikozitlerdir. Hastaligin ciddi
formlarinda karbapenem grubu

antibiyotikler eklenebilir®. Hastamiza
enfeksiyon  hastaliklar1  Onerisi  ile
meropenem 3x1 gr 14 giin siire ile
verilmistir. Her 24-48 saatte bir seri
reeksplorasyon oOnerilmekte olup hasta
basina ortalama 3,5 debridman gerektigi
bildirilmistir'?>. Hastamizin {i¢ debridman
ihtiyaci olmustur.

HBO tedavisinin sistemik toksisiteyi
azalttig1, nekrozu sinirlandirip cerrahi ve
antibiyoterapiyle  birlikte = mortaliteyi
azalttig1 belirtilmektedir'?. Fekal
kontaminasyonu azaltmak ve perineal yara
iyilesmesini kolaylastirmak i¢in saptirici
ostomi yapilabilmektedir. Vakum destekli
kapatma, deri grefti ve miyokiitan flep gibi
cesitli rekonstriiktif prosediirler doku
defektlerini diizeltmek icin kullanilabilir®.
Hastamiza darlik yapabilecegi
diigiiniilerek vakum destekli kapatma ve
akciger problemleri olmasi nedeniyle
HBO uygulanmamistir. Sigmoid loop
kolostomi yara iyilesmesini hizlandirma
ve kontaminasyonu azaltma amaciyla
actlmstir.

Sonug

FG erken donemde Onemsenmeyen
yakinmalardan, sistemik bulgusu olan
sepsise kadar oldukca genis spektrumda
karsimiza cikabilmektedir. Yandas
hastaliklar1 olan ileri yastaki hastalarda
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benign nedenli perianal bolgede yakinmasi
olanlarda nadir ama oliimciil olabilecek
FG gelisimi riski tastyabileceginden iyi
sorgulanmal1 ve yakin takip edilmelidir.

Kisaltmalar

FG: Fournier gangreni
NF: Nekrotizan fasiit
DM: Diabetes mellitus
PO: Postoperatif

BT: Bilgisayarli tomografi
US: Ultrasonografi

MRI: Manyetik rezonans goriintiileme

Finansal Destek:

Bu makalede agiklanan g¢alisma icin
herhangi bir finansman alinmada.

Clkar Catismasi:

Yazarlar arasinda herhangi bir c¢ikar
catismasi bulunmamaktadir.

Etik Onam:

Hastadan aydinlatilmis onam formu
alinmistir.
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INVESTIGATION OF THE ANXIETY LEVEL OF PARENTS OF PEDIATRIC

PATIENTS PLANNED TO UNDERGO AN ELECTIVE OPERATION
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Abstract

Objective: Many surgical procedures are performed on children and variable reports have been made about the level of anxiety in
parents whose children are hospitalized. Parents' knowledge of the disease and surgery, economic problems, care of other family
members and problems related to their work life are situations that affect the anxiety of the parent. The aim of this study is to
evaluate the anxiety level of preoperative parental anxiety and related factors. Additionally, the aim is to examine the correlation of
The State-Trait Anxiety Inventory (STAI) and Amsterdam Preoperative Anxiety, Information Scale, and State Anxiety Scale (APAIS)
tests.

Methods: The parents of the children whose operation was planned under general anesthesia were included in the study. A
questionnaire was applied to 300 volunteers aged between 18-65. Four forms were directed to the volunteers: parent information
form, child information form, STAI (STAI-I and II) anxiety forms and APAIS anxiety form.

Results: The groups formed according to the APAIS scale included n=187 in Group P and n=113 in Group N. When the anxiety
scores of the groups were compared, there was a significant difference in STAI-I, APAIS-B and APAIS-T. There was no difference
between the groups in the evaluation of the groups based on sex, income level, income pattern, family structure, child age, child
sex, surgical grade and the number of children in the family. In the correlation evaluation with anxiety, positive correlation was
determined in all STAI and APAIS tests, while negative correlation was found with parental age.

Conclusion: In this cross-sectional study on parents of children who had anesthesia and surgery, we revealed the level of clinical
anxiety and the relationship of some factors with anxiety. Pre-operative parental anxiety continues to exist as an important and
under-researched problem of parents. This study shows that the STAI and APAIS tests yield similar results. Low parent and child
age are also independent risk factors for anxiety.

Key words: Parental anxiety, preoperative anxiety, thestate-trait anxiety inventory (STAI), amsterdam preoperative anxiety (APAIS)
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Amag: Cocuklara birgok cerrahi islem uygulanmaktadir ve gocuklar hastanede yatan ebeveynlerde anksiyete diizeyine iligkin
degisken raporlamalar yapiimistir. Ebeveynlerin hastalik ve ameliyatla ilgili bilgileri, ekonomik sorunlar, diger aile bireylerinin bakimi
ve is yasamlaniyla ilgili sorunlar ebeveynin kaygisini etkileyen durumlardir. Bu ¢alismanin amacl, preoperatif ebeveyn anksiyetesi
diizeyini ve iligkili faktorleri degerlendirmektir. Ek olarak, amag, Durum-Siirekli Kayg Envanteri (STAI) ile Amsterdam Preoperatif
Anksiyete, Bilgi Olgegi ve Durumluk Anksiyete Olgegi (APAIS) testlerinin korelasyonunu incelemektir.

Materyal ve metot: Genel anestezi altinda ameliyati planlanan ¢ocuklarin ebeveynleri galismaya dahil edildi. Yaslari 18-65 arasinda
degisen 300 goniilliye anket uygulandi. Goniillilere dort form yonlendirildi: ebeveyn bilgi formu, gocuk bilgi formu, STAI (STAI-
I ve 1l) anksiyete formlari ve APAIS anksiyete formu.

Bulgular: APAIS dlgegine gore olusturulan gruplar Grup P'de n = 187, Grup N'de n = 113'0 igeriyordu. Gruplarin anksiyete puanlari
karsilagtinldiginda STAI-I, APAIS-B ve APAIS-T 'de anlamli farklilik vardi. Gruplarin cinsiyet, gelir dizeyi, gelir diizeni, aile yapisi,
cocuk yast, gocuk cinsiyeti, cerrahi sinif ve ailedeki gocuk sayisina gore degerlendiriimesinde gruplar arasinda fark yoktu. Anksiyete
ile korelasyon degerlendirmesinde tiim STAI ve APAIS testlerinde pozitif, ebeveyn yas! ile negatif korelasyon tespit edildi.

Sonug: Anestezi ve cerrahi operasyona maruz kalan gocuklarin ebeveynlerini konu alan bu kesitsel galismada, klinik anksiyete
diizeyini ve baz fakitrlerin anksiyete ile iliskisi gosterildi. Ameliyat 6ncesi ebeveyn kaygisi, ebeveynlerin 6nemli ve yeterince
arastinimamig bir sorunu olarak var olmaya devam etmektedir. Distik ebeveyn ve gocuk yagi ebeveyen anksiyete yiiksekligi icin
ba§imsiz risk faktorleridir. Calismada ayrica STAI ve APAIS testlerinin benzer sonuglar verdigi gosterilmistir.

Anahtar Kelimeler: Ebeveyn anksiyetesi, preoperatif anksiyete, the state-trait anxiety inventory (STAI), amsterdam preoperativ
eanxiety (APAIS)

the child who is sick, due to the increase in
financial expenses and tension caused by
the treatment process, the child's parents,
siblings and close friends are also
adversely affected by the disease'".

Introduction

Surgical procedures are performed on
millions of children every day, and
variable reports have been made about the
level of anxiety in parents whose children
are hospitalized'?. Parents' knowledge of
the disease and surgery, economic
problems, care of other family members
and problems related to their work life are
the situations which affect the anxiety of
the parent’. There are factors reported to
have an effect on anxiety such as age, type
of surgery, sex, profession, general
anxiety level, and being a single child®*'°

Increased anxiety in parents can result in
somatic and psychological symptoms that
may affect the normal functions of the
parents'?. When parents' anxiety becomes
excessive, the child's care will be
negatively  affected'®.  Additionally,
children of parents with high anxiety have
been reported to have more postoperative
pain'®,

Awareness of anxiety, its treatment,
determining its causes, and taking
preventive measures are extremely
important for the health of both parents
and children. The aim of the study is to
evaluate the anxiety level of preoperative

However, surgical interventions are a
negative life experience for individuals
and their family members, whether it is
large or small, urgent or planned. The
child's illness and hospitalization cause parental anxiety and related factors. It is
important changes in the life of the entire also to examine the correlation of The

family. The. child's illnqss complete?ly State-Trait Anxiety Inventory (STAI) and
changes the life of the family. Along with Amsterdam Preoperative Anxiety
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Information Scale, and State Anxiety
Scale (APAIS) tests.

Material and Methods

Setting and participants

After the decision of the Ethics Committee
(2015/344), the study was carried out on
the applicants to the Anesthesia
Preoperative Preparation Policlinic of
XXX University XXX Medical Faculty
Department of Anesthesiology and
Reanimation. It was done by taking the
voluntary informed consent of all parents
who agreed to participate in the study,
after receiving written and verbal
information. A questionnaire was applied
to 300 volunteers between the ages of 18-
65, covering the mother or father of the
children to be treated with general
anesthesia. Parents of all pediatric age
groups (0-18 years) who were referred to
the anesthesia outpatient clinic for the
preparation of anesthesia were informed
about the study. Parents who participated
in the study were asked to fill the
questionnaire in a room where they would
not be disturbed during the preparation of
anesthesia, or with the help of the nurse in
charge for the questionnaire.

Questionnaire Study

Parent information form: Individual
characteristics of the parents were
evaluated with the first group of questions.
Age, sex, family structure, income level,
and income pattern of the parents who
participated in the survey were
determined.

Information form for children whose
operation is planned: 1t was recorded the
age, sex and surgical grade of planned
procedure of the children.

State-Trait Anxiety Inventory (STAI-I,
STAI-I1l): State-Trait Anxiety Inventory
consists of State and Trait anxiety

subscales. While evaluating the state
anxiety levels, the total score of inverse
expressions (STAI-I questionno 1, 2, 5, §,
10, 11, 15, 16, 19 and 20) (STAI-II
question no 21, 26, 27, 30, 33, 36, 39) are
subtracted from the total score of direct
expressions, and the anxiety score is
calculated by adding the constant number
to the result (50 for STAI-1 and 35 for
STAI-2)S.

Amsterdam Preoperative Anxiety and
Information Scale (APAIS): This is
another test used in the evaluation of
anxiety before the operation. For APAIS,
each question is given a score between 1
and 5, and the sum of these answers
constitutes the APAIS score. APAIS-A is
calculated by giving points to questions 1
and 2, APAIS-C to questions 4 and 5.
APAIS-T is calculated by adding the
APAIS-A and APAIS-C scores. APAIS-B
is calculated with the points given to the
3rd and 6th questions.

Determination of Groups

For the APAIS T score, a score of 13 was
defined as the cut-off value (15).
According to this information, two groups
were created in the study. Those with an
APAIS score of 13 and above were
identified as having anxiety (Group P) and
those with scores below 13 were
determined as not having anxiety (Group
N).

Statistical Analysis

Statistical evaluation was done using the
SPSS 20.0 statistics program. Spearman
correlation analysis was used to examine
the relationships between variables.
Mann-Whitney U test was used for
comparisons. In cases where the
differences between two or more
independent groups were requested to be
tested, the One Way Anova test was used.
Data are given as arithmetic mean =+
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standard deviation. The significance level
for all statistics was p <0.05.

Results

The study included 300 volunteers
between the ages of 18-65, 186 (62%)
were male and 114 (38%) were female. Of
the children who will receive anesthesia,
198 (66%) were boys and 102 (34%) were
girls.

The groups formed according to the

APAIS scale included 187 people in
Group P and 113 people in Group N. When

Table 1. Anxiety scores of the groups

the anxiety scores of the groups were
compared, there was a significant
difference in STAI-I, APAIS-B and
APAIS-T (Table 1).

In the evaluation between the groups based
on age, a significant difference was
determined in terms of anxiety based on
the ages of both the parent and children.
No difference was observed between the
groups in the evaluations based on gender,
income-expense balance, income plan,
type of family structure, child age, child
gender and surgical grade (Table 2).

GRUP P GRUP N
(n=187) (n=113) P value
(meanzsd) (meanzsd)

STAI-I 45,35+8,02 38,91+9,57 0,008*
STAI-II 46,05+7,92 40,63+7,98 0,631
APAIS-A 8,11+1,21 4,88+1,46 0,079
APAIS-C 8,50+1,37 4,78+1,61 0,443
APAIS-B 8,54+1,58 6,024+2,04 0,029*
APAIS-T 16,60+2,02 9,66+2,49 0,024*

*: statistically significant difference (p<0.05)

In the correlation evaluation with anxiety,
there was a positive correlation with all
STAI and APAIS tests, while a negative
correlation was found with parental age.
Child age was not significant in the
correlation analysis (Table 3). To
determine the independent risk factors that
are effective in the development of
preoperative parental anxiety, logistic
regression analysis including parental age
and child age was performed. Low
parental age was determined as an
independent risk factor for parental
preoperative anxiety level (OR;0.959,
P=0.026, 95% CI=0.924-0.995). Low
child age was determined as an
independent risk factor for parental

preoperative anxiety levels (OR;0.920,
P=0.030, 95% CI1=0.853-0.992).

Discussion

In this cross-sectional study on parents of
children who underwent anesthesia and
surgery, we revealed the level of clinical
anxiety and the relationship of some
factors with anxiety'®. Regardless of the
preoperative diagnosis, we included the
parents of all the children who will
undergo anesthesia and surgery, and those
with an APAIS score of 13 and above were
considered to have high anxiety.
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Table 2. Comparison the groups based on related factors

GRUP P (n=187) GRUP N (n=113) P value
Age
Parent (mean=+sd) 31,76+5,59 34,16+7,74 0,001*
Child (mean+sd) 1,16+0,37 1,23+0,42 0,013*
Gender
Male (n/%) 65/57,5 121/64,7 0,222
Female (n/%) 48/42,5 66/35,3
Income-expense balance
Insufficient (n/%) 26/23 58/31 0,146
Enough (n/%) 87/77 129/69
income plan
Regular (n/%) 83/73,5 131/70,1 0,599
Irregular (n/%) 30/26,5 56/29,9
Type of Family Structure
Nuclear (/%) 93/82,3 144/77 0,288
Extended (n/%) 16/14,2 39/20,9
Single parent (n/%) 4/3,5 4/2,1
Child age
Preschool (n/%) 95/84,1 144/77 0,182
School (n/%) 18/15,9 43/23
Child gender
Boy (n/%) 78/69 120/64,2 0,451
Girl (/%) 35/31 37/35,8
Surgical grade
Grade 1 (n/%) 34/30,1 46/24,6 0,576
Grade 2 (n/%) 65/57,5 117/62,6
Grade 3 (n/%) 14/12,4 24/12,8

*: statistically significant difference (p<0.05)
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Table 3. Correlation evaluation with anxiety

Anxiety r P value
STAI-I 0,328 <0,001*
STAI-II 0,314 <0,001*
APAIST 0,824 <0,001*
APAIS A 0,752 <0,001*
APAIS C 0,765 <0,001*
APAIS-B 0,547 <0,001*
Age Of Parent -0,164 0,004*
Age Of Child -0,085 0,142

r: Spearman Correlation Coefficient - *: statistically significant difference (p<0.05)

In the study, 187 (62.3%) parents had
anxiety and 113 (37.7%) parents were
found to have no anxiety, and the majority
of the parents who prepared their children
for anesthesia and surgery were shown to
have high levels of preoperative anxiety.
Significant differences were detected in
the STAI-I, APAIS-B and APAIS-T
scores between the groups.

The main purpose of this study is to
examine the anxiety level of parental
anxiety and related factors. STAI and
APAIS anxiety scales were evaluated
together to evaluate the parents' general
anxiety status and their anxiety through
the anesthesia process. In addition, the
evaluation of the correlation of the STAI
and APAIS tests was determined as a
secondary objective.

While evaluating general anxiety and state
anxiety with STAI, evaluations can be
made regarding anesthesia anxiety
(APAIS-A), surgical anxiety (APAIS-C)
and desire to obtain information (APAIS-
B) with APAIS'>!6,

Preoperative parental anxiety is affected
by many factors®>. Preoperative parental
anxiety is a common condition and there
are studies demonstrating that the age of
the child is considered important!’-1?,
Cagiran E et al?® reported that

preoperative parental anxiety was not
affected by the age and sex of the child.
The children of the parents included in our
study were divided into two groups as
preschool and school children according to
their age. There was no significant
difference in anxiety between the two
groups. In the correlation analysis, while
child age did not create significant
changes, negative correlation was detected
between parental age and anxiety (r=-
0.164). In logistic regression analysis, low
child age (OR; 0.920, P = 0.030, 95% CI =
0.853-0.992) and low parent age (OR;
0.959, P = 0.026, 95% CI = 0.924-0.995)
were determined to be independent risk
factors for anxiety.

There are different results in the literature
about the relationship between sex and
anxiety. In some studies, in the
preoperative period, the level of anxiety of
female patients were found to be higher
than male patients®!">°, the other studies, it
was found that gender was not a
determinant in the preoperative period*¢=’.
In some studies, it was found that
preoperative anxiety level was high in
male patients?®. When economic factors
are evaluated, livelihood problems have
been reported to increase the level of
anxiety of parents®?. There are also
studies reporting that income level does
not affect parental anxiety?’. Familial

©Copyright 2020 by Cukurova Anestezi ve Cerrahi Bilimler Dergisi - Available online at http://dergipark.gov.tr/jocass 187


http://dergipark.gov.tr/jocass

factors were also effective on parental
anxiety>%3!.

In the study, there was no statistically
significant difference between the sexes in
the evaluation made according to parental
sex. Two questions were asked,
questioning the adequacy of income and
income pattern. According to the answers,
there was no significant difference
between the groups. When the family
structure was questioned, 237 (79%) out of
300 volunteers who participated in the
study reported that they lived in a nuclear
family type. There was no significant
difference in anxiety in the evaluation
made according to the family structure
between the groups.

When the literature is examined, it is seen
that the incidence of preoperative anxiety
ranges from 11% to 92% due to the
different risk rates of  surgical
procedures®?3. Generally, it is accepted
that patients' anxiety is higher in tumor
surgery or operations that will result in
organ loss®*. In some studies, it has been
reported that the type of operation does not
affect the level of anxiety?>?*. In the
literature, it has been observed that
different evaluations are made according
to the clinical presentation and the
duration of the surgery when grouping the
surgery that the children will undergo. In
this study, the grouping of children was
made according to the surgical grade
classification®®. There was no significant
difference between the surgical grades in
terms of anxiety.

Although STALI, one of the tests used in the
measurement of preoperative anxiety, is
shown as the gold standard in the
literature®’, searches for determining
cause-related anxiety continue. The
APAIS test, developed by Moerman et
al.'®, which measures the desire to obtain
information along with anxiety and is
mostly used by anesthesiologists, was also
used in studies®®. In the study of Moerman
et al.'®, the correlation of the STAI score
with the APAIS-A anxiety score was

reported as 0.74, and the APAIS-B with
the information acquisition score was
reported as 0.16. Previous studies have
shown a significant correlation between
STAI and APAIS?'?%. There are also
reports of correlation in our country®*?¥, In
our study, there was moderate correlation
of anxiety with STAI subgroups (STAI-I r
= 0.382; STAI-II r = 0.314) and a strong
correlation with the APAIS subgroups
(APAIS-A r=0.752; APAIS-C r = 0.765;
APAIS-B r = 0.547).

Conclusion

In our study, we investigated the presence
of parental anxiety and related factors in
the preoperative preparation phase in our
hospital. Our study contains some findings
that are compatible and some that are
incompatible with the literature. Anxiety
may differ regionally, culturally,
periodically, and the fact that the data in
the literature are from different regions
may cause inconsistency of the results.
Also, it is seen in the literature that anxiety
comparisons are mostly carried out based
on test scores. In our study, this
comparison was made between the two
groups separated according to the known
cut-off value for the APAIS score. It can
be said that the differences with the
literature arise from these points. The
children of the parents who participated in
the study had very different diagnoses.
Therefore, it was not possible to
investigate the effect of specific diagnoses
on the level of anxiety. In addition,
parents' anxiety level may change
depending on the time and place in the
preoperative period.

Pre-operative parental anxiety continues
to exist as an important and under-
researched problem of parents. Our study
shows that the STAI and APAIS tests yield
similar results. Low parent and child age
are also independent risk factors for
anxiety. Operations personnel should not
ignore the effects of anxiety in
communicating with parents from the
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preoperative preparation period to the
perioperative period. These factors should
be taken into account when interacting
during the perioperative periods of their
children's anesthesia and surgery.
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Amag: Bu galisma Anesteziyoloji ve Reanimasyon Anabilim Dalina bagli yogun bakim iinitesinde (YBU) yatan hastalarda goriilen
enfeksiyonlar ve bunlarin hangi siklikta gorildigi aragtinimak dzere planland.

Yontem: Galisma Ocak 2009- Aralik 2011 yillari arasinda hastane kayit sistemi taranarak YBU'ne kabul edilen 18 yas iizerinde olan,
48 saat (izeri kalan ve kabul sirasinda fizik muayene, kiiltiir ve laboratuvar sonuglar sonrasi enfeksiyonu olmayan 874 hasta alind.
Yatan hastalardan haftalik alinan tim kiltir (kan, endotrakeal aspirat, yara, idrar) sonuglar fizik muayene, laboratuvar ve
gorintiileme yéntemleriyle birlikte degerlendirildi.

Bulgular: Galismaya alinan 370 hastada enfeksiyon gézlendi. En sik oranda ventilatér iliskili pndmoni (%20,8), en az oranda ise
kan dolasimi enfeksiyonu (%0,3) gozlenmistir. Ayrica hastalarda kateter iligkili kan dolagimi enfeksiyonu (%6,6), kateter ilikili Griner
sistem enfeksiyonu (%711,8) ve cerrahi alan enfeksiyonu (%2,7) saptanmistir. YBU kalis siiresi uzadika enfeksiyon gériilme
oraninin anlaml olarak arttigi gozlendi (p<0,001).

Sonug: Sonug olarak ileri yag, YBU'de kalis stiresinin uzunlugu, uygulanan invaziv girisimlerin goklugu, tekrarlanan operasyonlar
gibi birgok nedene bagl olarak hastane enfeksiyonlarinda artis olabilmektedir. Enfeksiyon siirveyans galismalarinin yapilmasi ve
sonuglar dogrultusunda multidisipliner yaklasimla, hastane enfeksiyonun azaltilabilecegi kanaatine varild.

Anahtar Kelimeler: Yogun bakim iinitesi, hastane enfeksiyonu, stirveyans
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Abstract

Aim: This study was planned in order to research the frequency of the infections which were seen in patients who were treated in

intensive care unit of Anesthesiology and Reanimation Department.

Methods: The study included 874 patients who were over the age of 18, who were admitted to the ICU by scanning the hospital
registry system between January 2009 and December 2011, who stayed in hospital for more than 48 hours, and had no infection
as a result of physical examination, culture and laboratory results during admission. All weekly culture (blood, endotracheal
aspirate, wound, urine) results from inpatients were evaluated together with physical examination, laboratory and imaging methods.
Results: Infection was observed in 370 patients enrolled in the study. The most frequent seen infection is ventilator-associated
pneumonia (20.8%), the least was the bloodstream infection (0.3%). Also, catheter-related bloodstream infection (6.6%), catheter-
related urinary system infection (11.8%) and surgical site infection (2.7%) were detected in patients. It was observed that the rate
of infection increased significantly as the duration of ICU stay increased (p <0.001).

Conclusion: As a result, there may be an increase in nosocomial infections due to many reasons such as advanced age, length of
stay in the ICU, the number of invasive procedures performed, and repeated operations. It was concluded that hospital infections
could be reduced by conducting infection surveillance studies and multidisciplinary approach.

Keywords: Intensive care unit, nosocomial infection, surveillance

Giris

Hastane enfeksiyonlar1 (HE), morbidite ve
mortalitesinin yliksek olmas1 ve ekonomik
kayiplara sebep olmasindan dolay:
diinyada oOnemli bir saghik sorunu
olmustur’. Hastane enfeksiyonlar1
hastanede  kalis  siiresini  uzatmasi
nedeniyle is giici kaybi ve tedavi
maliyetlerinin artmasina neden
olmaktadir. Bu enfeksiyonlarin neden
oldugu morbidite ve mortalite oranlari
daha ytiiksektir.

Hastane enfeksiyonlarinin goriilme sikligi
yiksek gelirli iilkelerde %3,6 ile %12
arasinda iken, bu oran diisiik ve orta gelirli
ilkelerde %5,7 ile %19,1 arasinda
degismektedir’. Kardiyoloji dist yogun
bakim iinitelerinde enfeksiyonlar ve sepsis
mortalitenin ~ %60’indan  ve  YBU
masraflarinin %40’ 1indan sorumlu oldugu
gozlenmistir®.

Yogun bakim iinitesinde yatan
hastalardaki enfeksiyon riski birgok
nedene bagli olarak artmaktadir. Bu
faktorlerden bazilar1 yogun bakimda kalig
siiresinin  uzun olmasi, el hijyenine

uyulmamasi, invaziv girigimlerin
uygulanmasi, genis spektrumlu antibiyotik
kullanilmasi, malnutrisyon, travma ve
yaniklardir. Risk faktorlerinden
onlenebilir nedenlerin onceden
bilinmeside bu enfeksiyonlarin kontrol
altina  alinabilmesine  olanak  sag-
layacaktir*®. YBU’de tiim sistemlere ait
enfeksiyonlar gdzlenebilmektedir.
Hastane yataklarinin %10’unu olusturan
YBU’leri, nozokomiyal enfeksiyonlarin
en az %20-25’inin gelistigi {initelerdir®.
Yogun bakimlar haricindeki hastane
birimlerinde iiriner enfeksiyon en sik
tespit edilen nozokomiyal enfeksiyon
olmasina karsin, YBU’lerinde
nozokomiyal  enfeksiyonlarin  siklik
siralamasinda ilk sirada pnomoni yer
almaktadir®. YBU’nin tipine gore iiriner
enfeksiyonlar, vaskiiler kateter
enfeksiyonlari, bakteriyemi ve cerrahi alan
enfeksiyonlart stk goriilen  sistem
enfeksiyonlar1 olarak siralanabilir®.

Bu ¢aligmada hastanemiz Anestezi Yogun
Bakim Unitesinde yatan hastalarda
goriilen enfeksiyonlarin belirlenmesi, bu
enfeksiyonlarin  goriilme  yerleri ve
sikliklarinin  degerlendirilmesi  amag-
lanmistir.
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Materyal ve Metot

Bu calisma 05.01.2012 tarih ve 02-02
say1li etik kurul karar1 ile, Anesteziyoloji
ve Reanimasyon Anabilim Dalina bagl
yogun bakim {initesinde Ocak 2009-Aralik
2011 yillar1 arasinda yatan hastalarin
kayitlarinin  incelenmesiyle  gergek-
lestirildi.  Hastalarin  hastane  kayit
sistemlerine ulasilarak, hasta takip formu
ve hemsire bakim plan1 yani sira
enfeksiyon kontrol komitesinin kayitlari
retrospektif olarak incelenerek anestezi
yogun bakim {initesinde ortaya c¢ikan
enfeksiyonlarin  goriilme  yerleri ve
sikliklar1 degerlendirildi.

Enfeksiyon tanis1 alan hastalar igin her
hafta rutin olarak gonderilen kiiltiirler
(kan, endotrakeal aspirat, idrar, yara yeri)
enfeksiyon  hastaliklar1  klinigi  ve
enfeksiyon kontrol komitesi hemsireleri
tarafindan, rutin yapilan kontrollere bagl
istenen kiiltiir ve laboratuvar sonuglari,
hasta ~ muayenesi ve  gOriintiileme
sonuglartyla beraber degerlendirilerek
enfeksiyon tanilar1 konulmustur.

Hastalar yattig1 klinikte ilk giin fizik
muayene ve laboratuvar bulgular1 ile
degerlendirilmektedir. Hastalarin ana yatis
nedenleri kayit altina alinmakta ve
YBU’nde kaldiklart siire icerisinde giinliik
ates takibi, fizik muayene bulgulari,
anormal olan laboratuvar sonuglari,
hastalara uygulanan invaziv girisimler,
antibiyotik tedavileri kaydedilmektedir.
Caligmamizda 1944 hastanin kayitlarina
ulagildi. 18 yasin lizerinde olup yogun
bakim iinitemize kabul edilen, 48 saatten
daha uzun siire kalan ve kabul sirasinda
fizik muayene, kiiltiir ve laboratuvar
sonuglart sonras1 enfeksiyonu olmayan
874 hasta ¢alismaya dahil edilmistir.

Hastalarin yasi, cinsiyeti, yogun bakimda
yattig1 silire, mekanik ventilasyona bagl
kaldig1 siire, entiibe kaldig1 siire,
trakeostomide kaldig: siire, giris Glascow
koma skalast (GKS), gecirdigi
operasyonlar, yatis tanisi, ek hastaliklari,
kabul edildikleri klinik, enfeksiyonun
goriilme yeri ve ortaya c¢ikis giliniini
gosteren takip protokolii hazirlanarak
bilgiler kaydedildi. Kayitlar incelenerek
hastalardaki  enfeksiyonlarin  gdriilme
yerleri ve sikliklar1  karsilastirilarak
incelendi.

Elde edilen verilere ait tanmimlayict
istatistikler sayi, yiizde ve ortalama =+
standart sapma olarak ele almmustir.
Normal dagilim gostermeyen veriler i¢in
Mann-Whitney-U  testi  kullanilmistir.
Kategorik yapidaki risk faktorlerinin
belirlenmesinde Ki-kare testi
kullanilmistir. Istatistiksel degerlendirme
SPSS (The Statistical Package fort he
Social Sciences, Chicago, ABD, 20.0)
programinda yapilmis ve anlamlilik
diizeyi olarak (p<0,05) kabul edilmistir.

Bulgular

Kayitlarina ulasilan 1944 hastanin 1070°1;
veri yetersizligi, 18 yas alti, 48 saatten az
kalis siiresi ve geldiginde enfeksiyon
varlig1 gibi nedenlerden dolay1 calisma
dis1 birakilirken, 874 hasta ¢calismaya dahil
edilmisti. Bu  hastalarm  YBU’de
kaldiklar1  siire igerisinde 370’inde
enfeksiyon tespit edilmistir.Calismaya
alinan 874 hastanin 465’1 erkek (%53,2),
409’u ise kadindi (%46,8). Yas ortalamasi
60,8 £ 18,2 y1l, en kiigiik yas 18, en biiyiik
yas ise 108 olarak saptandi. YBU
kabuliinde GKS 6,1 £+ 3,1 (min: 3, max:
15) olarak saptandi. Calismaya alinan
hastalarda yas arttik¢a enfeksiyon goriilme
oraninin anlamli olarak arttigi saptandi
(p:0,02). Gruplarda cinsiyetlere gore
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enfeksiyon goriilme sikligi  arasinda
anlamli bir fark gozlenmedi (p:0,399,
p>0,05) (Tablo 1).

Tablo 1. Yas ve cinsiyetin gruplar arasindaki
iliskisi

Gruplar Enfeksiyon Enfeksiyon p
var yok
N=370 N=504
Yas 62,3 59,8 0,04
Ortalamasi
Cinsiyet 203/167 262/242 0,399
(E/K)

Caligmaya alinan hastalarda en fazla
oranda ventilatdr iliskili pnémoni (VIP,
%20,8) ve en az oranda ise kan dolagimi
enfeksiyonu (KDE, 9%0,3) gozlenmistir.
Bununla birlikte, hastalarda kateter iligkili
kan dolasimi enfeksiyonu (KIi-KDE,
%06,6), kateter iligkili {riner sistem
enfeksiyonu (KI-USE, %11,8) ve cerrahi

alan enfeksiyonu (CAE, da

saptanmistir (Tablo 2).

%2,7)

Tablo 2. YBU’nde goriilen enfeksiyonlarm
sistemlere gore dagilimi (%).

Enfeksiyon gesitleri Say1 %
KDE 3 %0,3
Ki-KDE 58 %6,6
Ki-USE 103 %11,8
CAE 24 %2,7
Vip 182 %20,8

CAE: Cerrahi Alan Enfeksiyonu, KDE: Kan Dolasimi
Enfeksiyonu,

KI-KDE: Kateter Iliskili Kan Dolagim Enfeksiyonu,
KIi-USE: Kateter Iliskili Uriner Sistem Enfeksiyonu,
VIP: Ventilatér Tliskili Pnémoni.

Hastalarin YBU’ndeki ortalama kalis
siiresinin enfeksiyon olan grupta daha
uzun oldugu goézlendi (Tablo 3), (p<0.05).
Enfeksiyon tiirleri igerisinde VIP’in
ortalama 11,8+8,2 giinde gorildigi
saptand1 (Tablo 4).

Tablo 3. Gruplar arasindaki hastalarin YBU’ndeki yatis, entiibe kaldig siire, trakeostomili kaldig siire,

mekanik ventilasyon siiresinin dagilimai.

Mekanik
Ventilasyon siiresi
(glin)(ort.+ SD)

Grup

Entiibe kaldig1

siire

(glin)(ort.= SD)

YBU’ndeki kalis
stiresi
(glin)(ort.# SD)

Trakeostomi
siiresi
(glin)(ort.# SD)

Enfeksiyon var 25,1£17,2
Enfeksiyon yok 4,7+4,57
Toplam 13,3+15,4
P 0,000

11,147,5 29,8+20,6 18,4420,9

4,4+3.3 6,1+6,0 0,7+4,6

7,2+6,4 16,1£18,3 8,2+16,5
0,000 0,000 0,000

Mann-Whitney U p <0.05
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Tablo 4. Hastalarda goriilen enfeksiyon
tiirlerinin saptandiklar giin.

Giin (ort + ss) n
KDE 31,0£17,5 3
Ki-KDE 20,48+14,7 58
Ki-USE 17,70£11,9 103
CAE 25,08+13,1 24
Vip 11,89+8,26 182
CAE: Cerrahi Alan Enfeksiyonu, KDE: Kan Dolasimi
Enfeksiyonu,

KI-KDE: Kateter Iliskili Kan Dolagimi Enfeksiyonu,
KI-USE: Kateter Iligkili Uriner Sistem Enfeksiyonu,
VIP: Ventilator lligkili Pnomoni.

Hastalarin kabul edildikleri kliniklerin
dagiliminda en fazla oranda acil servis
(%50,3), en az oranda ise goOgiis
hastaliklart  kliniginin  (%3,4) oldugu
saptand1 (Sekil 1). Norosirurji ve Noroloji
kliniklerinden kabul edilen hastalarda
diger boliimlere gore enfeksiyon oranin
daha fazla oldugu gozlenmistir. Hastalarda
her iki grupta da hipertansiyon
(enfeksiyon goézlenen %18,1, enfeksiyon
gbzlenmeyen %13,3) en fazla tespit edilen
ek hastalik olurken herhangi bir ek
hastalig1 olmayan hasta sayis1 (enfeksiyon

gbzlenen %34,9, enfeksiyon gozlenmeyen
%25,8) iki grupta da en fazla oranda tespit
edilmistir (Tablo 5). VIP’in en sik olarak
hipertansiyon ve diyabet olan hastalar ile
birlikte goriildiigii saptanmistir. Bununla
birlikte CAE, Ki-USE, Ki-KDE, KDE’nin
de en fazla hipertansif hastalarda oldugu
bulunmustur (Tablo 5).

Yogun bakim iinitemize kabul edildikten
sonra yattiklart siire igerisinde herhangi
bir nedenden dolayr cerrahi girisim
geciren hasta sayisinin 187 olgu (%21,4)
oldugu saptandi. Bu hastalardan 85’nin
(%45,5) enfeksiyon olan grupta yer aldigi
gbzlendi. Gruplar arasinda cerrahi girisim
acisindan anlamli bir fark bulunmadi
(p:0,330, p>0,05).

Anestezi yogun bakim {initesine primer
yatis nedenleri ve eslik eden enfeksiyon
tiirleri incelendiginde her iki gruptada en
fazla olarak serebro wvaskiiler hastalik
(SVH) (enfeksiyon goriilen  %43,8,
enfeksiyon goriillmeyen %:26,8) oldugu
gozlendi (Tablo 6). Yatig tanilart ile
enfeksiyon durumu arasindaki iliskinin
anlamli oldugu goriildii (p<0,05).

Tablo 5. Calismaya alinan hastalarda goriilen enfeksiyon tiirlerinin ek hastaliklara gore dagilimai.

Ek Hastaliklar ViP CAE Ki- Ki-KDE KDE Enfeksiyon Enfeksiyon
USE Gozlenen Gozlenmeyen

DM (n) 15 1 4 2 22 32

CA (n) 6 1 4 4 15 39

HT (n) 32 6 17 12 67 67

KY (n) 9 2 10 4 25 38
KOAH (n) 13 1 11 1 26 53
Diger (n) 22 7 23 15 1 68 120

Ek Hastalig1 75 4 29 19 2 129 130
Olmayan (n)

KBY (n) 10 2 5 1 18 25
Toplam (n) 182 24 103 58 3 370 504

DM: Diabetes Mellitus CA: Kanser HT: Hipertansiyon
KY: Kalp Yetmezligi KBY: Kronik Bébrek Yetmezligi
KOAH:Kronik Obstruktif Akciger Hastali
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Tablo 6. Hastalarm YBU’ne primer yatis nedenlerinin gruplar arasindaki dagilimi (Hasta sayist).

Gruplar Toplam

Tam Enfeksiyon Gozlenen Enfeksiyon Gozlenmeyen hasta

sayis1
SVH 162 135 297
Miyokard Enfarktiisii 5 8 13
Pulmoner Nedenler 44 65 109
Travma 66 75 141
Solunum Yetmezligi 38 88 126
Kardiyak Arrest 32 45 77
Intoksikasyon 2 39 41
Postoperatif Solunum 14 48 62
sikintist
Diger Nedenler 7 1 8
Toplam 370 504 874

p=0,00, p<0,05

Serebro vaskiiler hastalik ve travmaya
bagli YBU’ne kabul edilen hasta grubunda
en fazla oranda tespit edilen enfeksiyon
tiiri VIP olarak bulundu. SVH nedenli
yogun bakima kabul edilen hastalarda
enfeksiyon oraninin fazla gériilmesi yogun
bakimda kalig siirelerinin uzunluguna
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baglanmaktadir. Ayrica intoksikasyon ve
postoperatif solunum sikintist nedenli
kabul  edilen  hastalarin  sayisinin
enfeksiyon olmayan grupta daha fazla
olmasi bu hastalarin genellikle goézlem
amagcli alinmasi, invaziv islemlere daha az
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maruz kalmasi ve kalis siirelerinin kisa
olmasindan kaynaklanmaktadir.

Tartlsma

Tip alanindaki gelismeler ile insan
Omriiniin uzamasiyla yogun bakima
ihtiyag duyan hasta sayisinda artig
olmakta, bu da hastanelerde artan yogun
bakim yatak sayisi ile sonu¢lanmaktadir.
Toplumda veya hastane kliniklerinde
gelisen enfeksiyonlara bagli olarak yogun
bakim ihtiyac1 ortaya cikabilecegi gibi
hastanin yogun bakimda bulunmasinin
sonucu olarak da enfeksiyon gelisebilir.
YBU’leri, hastane enfeksiyonlarinin diger
kliniklere gore 5-10 kat daha fazla oranda
goriilmesi ile 6zellesen boliimlerdir. Genel
olarak hastaneye yatan hastalarin ancak
%5-100u YBU’de tedavi gdrmesine
ragmen nozokomiyal enfeksiyonlarin
%251 bu iinitelerde gelismektedir’-®.

Ulkemizde YBU’de nozokomiyal
enfeksiyon oranlart %5,3-%56,1 arasinda
oldugu bildirilmistir. Yurt disinda ise
calismalarda enfeksiyon oranlar1
degiskenlik  gostermektedir. Amerika
Birlesik Devletleri’'nde 1992-1998
yillarinda 205 yogun bakim iinitesindeki
cok merkezli bir ¢aligmada nozokomiyal
enfeksiyon oram1  %6,1, 17 Avrupa
iilkesinden 1417 yogun bakim iinitesinde
yapilan ¢ok merkezli diger bir ¢alismada
ise nozokomiyal enfeksiyon oran1 %20,6
olarak bildirilmistir®!°,

Avrupa’da yapilan “European Prevelance
of Infections in Intensive Care (EPIC)”
calismasinda enfeksiyon hizi, toplamda
1417 yogun bakimda bulunan 10,038
hastanin ~ 2064’iinde  gelismis 2485
enfeksiyon ile %24,7 olarak
saptanmistir'!.  Ulkemizde ise yogun
bakim iinitelerini kapsayan bir ¢alismada
nozokomiyal enfeksiyon hizlar1 %1,6 ve
%47,4 arasinda degismekle birlikte en

yliksek oranlar sirasiyla reanimasyon 1
(%47,4) ve reanimasyon 2 (%44,6)
iinitelerinde saptanmustir'>. Bagska bir
calismada ise %53,5 ve %95,7 oraninda
hastane enfeksiyonu saptanmugtir'>:'4,
Calismamizda enfeksiyon oranmi %42,3
olarak bulunmustur. Bu oran bahsedilen
Tiirkiye’de yapilan ¢aligmalarin sonuglari
ile uyumludur ancak yabanci iilkelerde
yapilan caligmalardan daha ytksektir.
Bunun en 6nemli nedenleri arasinda kabul
edilen hastalarin ¢evre illeri de kapsamasi
ve c¢ogunlukla bu hastalarin  kritik
durumda olmasindan kaynaklandigini
diisiinmekteyiz. Ayrica postoperatif kabul
edilen hasta sayisinin ¢oklugu, yine
hastalarin takibinde uygulanan invaziv
islemlerin siklig1 da enfeksiyon gelisimine
katkida bulunabilmektedir.

Ventilator iliskili pnémoni yogun bakim
iinitelerinin en sik goriilen ve mortalitesi
en yiiksek nozokomiyal
enfeksiyonlaridir!®. Bir calismada
sistemlere gdre enfeksiyon oranlari;
solunum sistemi enfeksiyonlart %2,6—
26,5, lriner sistem enfeksiyonlart %1,9—
23,5, kan dolasimi enfeksiyonlart %0—
22,8, yara veya yumusak doku

enfeksiyonlari %0,8-7, diger
enfeksiyonlar ise  %0-19,6  siklikta
saptanmustir'¢. ViP’in mekanik

ventilasyon uygulanan tiim hastalarin %9-
27'sinde tespit edildigi tahmin
edilmektedir. VIP’in en yiiksek riske sahip
oldugu donem ise hastane yatis siiresinin
erken  donemleridir!’”.  Calisgmamizda
YBU’nde ilk sirada gériilen enfeksiyon
%20,8 oranla pndmoni olmus ve
calismalarla benzer oldugu goriillmiistiir.
Entlibasyon yapilan hastalarda mekanik
ventilator siiresinin  uzamasi, birgok
calismada ViP riskini arttirdigi
gosterilmistir'®>.  Daha &nceden yapilan
calismalara benzer olarak calismamizda da
ViP gelisen  hastalarin  mekanik
ventilasyon siiresinin daha uzun oldugu
gozlendi'.

Tiirkiye’de 2019 yil1 ulusal siirveyans
verilerine gére UKI-USE hiz1 YBU tiiriine
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gore degismekle birlikte 0.0 ile 2,2
arasinda degismektedir?®. Uriner sistem
enfeksiyonlar1 HE’larin %40’ 1n1
olustururken, yogun bakimlarda ise %23’
{inii olusturmaktadir?'. Uriner
kateterizasyon yapilan hastalarin yaklagik
%70’inde kateterizasyon nedenli {iriner
sistem enfeksiyonu oldugu bildirilmistir?!.
Calismamizda Ki-USE %11,8 oraninda
saptanmis ve yogun bakimda karsilasilan
enfeksiyonlar arasinda en sik goriilen
ikinci enfeksiyon olmustur.

Kan dolasimi enfeksiyonlar1 literatiirde
%0-22,8 siklikta gdsterilmistir'®. Santral
kateteri olan hastalarin ise %1-13’linde
kateter kaynakli kan dolasim1 enfeksiyonu
gelistigi  bildirilmektedir.  Ulkemizde
yapilan bazi c¢alismalarda ise KI-KDE
oraninin daha yiiksek oldugu (%31,3)
goriilmiistiir’?®?* Calismamizda Ki-KDE
oran1 %6,6 oranla {iciincli en sik goriilen
enfeksiyon olarak saptanmistir. Kateter
iliskili olmayan kan dolagim1 enfeksiyonu
ise %0,3 olarak bulunmustur. Bu sonug
Avrupa’daki  caligsmalarla  benzerlik
gosterirken iilkemizde yapilmig
calismalara gore orani ¢ogunlukla diisiik
bulunmustur. Bunun nedeninin YBU’ne
kabul edilen hastalara santral kateterlerin
takilmasinda uyulmasi1 gereken temel
prensiplere  (daha deneyimli kisiler
tarafindan takilmasi ve asepsiye dikkat
edilmesi, kateter bakimina uyulmasi, giinii
gelen kateterlerin degisimlerinin
zamaninda yapilmasi) daha fazla 6zen
gosterilmesi oldugu sonucuna varildi.

Cerrahi girisime gore degismekle birlikte,
yapilan cesitli ¢aligmalarda CAE’larinin
ameliyat olan hastalarda %2-3 ve %12-15
arasinda gelistigi bildirilmigtir**. 2003
yilinda yapilan bir ¢caligmada CAE orani
%5,3 iken 2005 yilinda {iniversitemiz
anestezi yogun bakim {initesinde yapilmis
bir ¢alismada ise  %4,6  olarak
bulunmustur®-%. Calismamizda ise %2,7
oraninda CAE bulunmus olup bu sonucun
diger caligsmalara oranla diisiik oldugu
goriilmektedir. Bu durum 2005 yilinda
yogun  bakim  iinitemizde yapilan

calismanin sonucuna bakildiginda bizim
calismamizdaki oranin daha diisiik olmasi
gosteriyor ki  YBU’lerine  yénelik
siirveyans caligmalarinin siireklilik
gostermesi ve 0zellikle enfeksiyon kontrol
onlemlerine titizlikle uyulmasi konusunda
gosterilen ¢abanin sonucu olarak cerrahi
alan  enfeksiyonlarinda  bir azalma
oldugunu sdyleyebiliriz.

Ileri yas ile hastane enfeksiyonu gelisimi
arasinda bir iliski oldugundan
bahsedilmekte ve g¢esitli ¢alismalarda
hastane enfeksiyonu gelisimi ve mortalite
acisindan  bir risk  faktorii  olarak
belirlenirken bazi ¢alismalarda ise bir
iliski saptanamamigtir!82>-27-28,
Caligmamizda yas ile HE gelisimi
arasindaki iligskinin bir¢ok calismayla
benzerlik gosterdigi gdzlenmistir.

Altta yatan hastalik varligimin enfeksiyon
gelisimi {izerine yapilan bir¢cok ¢alismada
altta yatan hastaligm YBU kaynakli
enfeksiyon gelisim riskini arttirmadigi,
HE gelisimi arasinda iliski olmadig1 ve ek
hastaliklarin ~ risk  faktorii  oldugu
saptanmamistir®®?*-3°, Bu ¢alismada da bu
sonuclara benzer olarak HE gelisimi
arasinda iligki bulunmamastir.

Yogun bakim iinitelerinde kalis siiresinin
uzunlugu  YBU®  de  kazamlmis
enfeksiyonlar bakimindan en 6nemli risk
faktorlerindendir. Yogun bakimda kalis
stiresinin uzunlugu ile enfeksiyon gelisimi
arasinda anlamli  bir iliski oldugu
calismamizda diger c¢alismalarla benzer
bulunmustur (enfeksiyon goriilen grupta
29,8 giin, enfeksiyon goriilmeyen grupta
6,1 giin) 2>83%  Ayrica calismamizda
mekanik ventilasyon, entlibasyon,
trakeostomi, santral ven kateterizasyonu
ve 1driner kateter uygulamasi ile HE
gelismesi arasinda da anlamli bir iliski
oldugu goriilmiis ve literatiir ile benzer
bulunmustur!%%%,
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Sonuc

Sonu¢ olarak ileri yas, YBU’de kalis
siiresinin uzunlugu, uygulanan
invaziv girisimlerin coklugu,
tekrarlanan operasyonlar gibi  birgok
nedene bagli olarak HE’larinda artis
olabilmektedir. Hastane enfeksiyonlarinin
azaltilabilmesi i¢in uygulanan invaziv
islemlerin  daha deneyimli kisiler
tarafindan yapilmasi, kateter degisimi,
asepsiye dikkat edilmesi ve enfeksiyon

siirveyans calismalarinin Ozenle
yapilmas1  gerekmektedir. Tim bu
calismalarin sonuglari
dogrultusunda  multidisipliner bir
yaklagim icerisinde alinan oOnlemlerle
HE’nun azaltilabilecegi
distintiilmektedir.

Finansal Destek:

Bu makalede agiklanan ¢alisma igin
herhangi bir finansman alinmadi.

Clkar Catismast:

Yazarlar arasinda herhangi bir ¢ikar
catismasi bulunmamaktadir.
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Abstract

Objective: To compare short-term clinical and functional outcomes of medial unicompartmental knee arthroplasty (UKA) with and
without radiographic evidence of patellofemoral osteoarthritis.

Methods: Patients who were between 40 and 80 years of age, who had medial compartmental arthritis, between 2011 and 2013,
and had undergone medial UKA were included in the study. Patient status for preoperative patellofemoral arthritis was classified as
early stage (group 1) and advanced stage (group 2).

Patient range of motion measurements, anterior knee pain, Knee Society Knee Arthroplasty Assessment Form Scores, Western
Ontario and McMaster University Osteoarthritis Index Scores, and Oxford knee scores were applied during the preoperative period
and at the final postoperative follow-up. The duration of the Standing on One Foot Test, passive and active joint position sense,
and isokinetic muscle strength test in concentric/concentric mode at an angular velocity of 120°/s were measured at the final
postoperative follow-up.

Results: As follow-up, the data of 45 of 109 patients could not be obtained; hence, the study was concluded with 64 patients. There
were no statistically significant differences between the groups in terms of the demographical data and duration of postoperative
follow-up (Group 1: 25.1 months, Group 2: 24.1 months) (P > 0.05). During the postoperative follow-ups of the patients who
underwent UKA, the surgery was determined to provide successful outcomes. No effect of whether the patients had early or
advanced-stage patellofemoral arthritis was determined.

Conclusion: The radiological stage of patellofemoral arthritis did not influence the short-term functional data of UKA.

Keywords: Unicompartmental knee arthroplasty, patellofemoral osteoarthritis, knee score, balance, joint position sense, isokinetic
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Amag: Bu calismanin amacl, radyografik olarak patellofemoral osteoartrit kaniti olan ve olmayan medial tek kompartmanli diz
artroplastisinin kisa donem klinik ve fonksiyonel sonuglarini karsilastirmaktr.

Yontemler: 2011-2013 yillar arasinda medial kompartman artrit olan ve medial unikompartmanal diz artroplastisi uygulanan 40-
80 yas arasindaki hastalar ¢alismaya dahil edildi. Pre-operatif artroz durumuna gre, hastalar erken evre (grup 1) ve ileri evre (grup
2) olarak siniflandinildi. Hastalara, hareket agikligi dlglimd, 6n diz agnsi degerlendirmesi igin “Diz Cemiyeti” Diz Artroplastisi
Degerlendirme Formu (KSS) Skoru, Western Ontario ve McMaster Universitesi Osteoartrit Indeks (WOMAC) Skoru ve Oxford diz
skoru ameliyat 6ncesi donemde ve ameliyat sonrasi son kontrolde uygulandi. "Tek Ayakta Durma Testi" siiresi, pasif ve aktif eklem
pozisyon hissi 6lglimii ve 120 ° agisal hizda konsantrik / konsantrik modda izokinetik kas giicli testi son postoperatif kontrolde
yapildi.

Bulgular: 109 hastadan 45'inin takip verileri alinamadidr igin galisma 64 hasta ile sonuglandi. Gruplar arasinda demografik veriler
ve postoperatif takip stiresi agisindan istatistiksel olarak anlamli fark yoktu (Grup 1: 25,1 ay, Grup 2: 24,1 ay), (p>0.05). UKA
yapilan hastalarin postoperatif takiplerinde ameliyatin basarili sonuglar sagladi§i belirlendi. Hastalarda erken veya ileri evre
patellofemoral artrit olup olmadiginin bir etkisi saptanmadi.

Sonug: Patellofemoral artritin radyolojik evresi, UKA'nin kisa ddnem fonksiyonel verilerini etkilememektedir.

Anahtar Kelimeler: Unikondiler diz artroplastisi, patellofemoral osteoartrit, diz skorlamasi,denge, eklem pozisyon hissi, izokinetik

Introduction Patellofemoral osteoarthritis (PFOA) is a
relatively common condition in patients
who have symptomatic medial or lateral

o ) compartment osteoarthritis. PFOA is one

Increased utilization of medial

of the classical contraindications for UKA.
The presence of radiographic and clinical
findings of PFOA are often considered as
a contraindication'’. The belief that PFOA
is likely a contraindication to UKA is
common. Presently, arthritis of the
patellofemoral compartment, especially
arthritis of the lateral facet of the patella,
is still a controversial issue for the
recommendation of UKA”.

unicompartmental  knee  arthroplasty
(UKA) for the treatment of medial
compartment osteoarthritis over recent
decades. The contraindications of UKA
remain controversial. Kozinn and Scott
reported strict indications and
contraindications for UKA in 1989 ' If
these criteria were maintained, the number
patients with knee osteoarthritis who
would be suitable for UKA was reported
as 6% °. In the recent literature, there has been a
tendency towards ignoring the status of
patellofemoral joint when considering
UKA '!. Patellofemoral joint state may be
ignored when deciding to perform UKA 2,
Recent studies have had supportive
findings of UKA as a successful treatment
for PFOA >4 Most studies have

Compared to total knee arthroplasty
(TKA), UKA has a similar long-term
curative effect *. UKA also has many
advantages over TKA. UKA provides less
invasive soft tissue dissection, bone stock
preservation, less blood loss, a greater

level of activity, better range of motion,
high patient satisfaction and high rate of
return to sport activity *°. In light of these
advantages, indications of UKA were
investigated to report more extended
indications.

evaluated the effect of PFOA on UKA
outcomes in mobile bearing prosthesis '°.

There is limited evidence regarding the
effect of PFOA on outcomes of UKA.
Further studies are needed for the effect of
PFOA on the clinical outcomes of UKA.
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The purpose of this study was to compare
the short-term clinical and functional
results of medial UKA with and without
radiographic evidence of PFOA.

Material and Methods

This study was approved by the local
ethics committee under decision No. 156
and dated 28.09.2016. This study was
conducted in accordance with the
principles of the Helsinki declaration.
Included in this study were 109 patients
who underwent medial UKA.

UKA indications, inactive persons older
than 60 age, focal osteonecrosis, under 82
kg (181 Ib), min 90° flexion arc, flexion
contracture less than 5°, passively up to
10° correctable varus deformity, intact
anterior cruciate ligament (ACL), intact
contralateral tibio-femoral compartment,
intact PF joint, and unicompartmental
osteoarthritis (for medial anteromedial
osteoarthritis) [!°]. After some researchers
questioned the age, activation level,
weight, ACL lesion, and patellofemoral
joint  osteoarthritis, broadening the
indications to a wider patient group, UKA
was implemented !'*). While making the
decision for surgery, the presence of pain
that influences daily life, presence of varus
deformities below 15° during various
stress tests, presence of a knee flexion of
at least 90°, lack of a loss of more than 10°
during knee extension, and functionality
of the ACLs were considered. During
patient selection for surgery, the presence
of PFOA and parameters such as age and
body weight were not used.

Fixed-bearing  medial UKA  was
performed in all of the patients using the
medial parapatellar mini arthrotomy
approach (Zimmer Inc., Warsaw, USA).
At the end of prosthesis practice, patellar
denervation was performed in all of the
patients. All surgical practices were
performed with the standard technique by
a single knee surgeon (M.U.).

The patients underwent the described
surgical procedure, range of motion
exercises, isometric muscle strength
exercises, and walking training was
provided, as much as could be tolerated, in
the early postoperative period. After that,
a strengthening program was implemented
with isotonic muscle strength exercises.
Patients who performed their exercises
within the first 6 weeks, under medical
supervision, then complied with a home
exercise program for 6 months. Clinical
follow-up visits of the patients were
conducted at 6 weeks, 3 month and 6
months, and 1 and 2 years postoperatively.

Patients between 40 and 80 years of age
who underwent UKA, did or did not have
patellofemoral arthritis, complied with
postoperative  rehabilitation, = whose
informed consents were obtained, and who
did not meet the exclusion criteria were
included in the study. Those who required
revision on the surgical site, developed
technical insufficiency on the operated
knee, had patellofemoral joint arthritis,
and did not comply with the functional
tests performed were not included in the
study.

Patient status of having preoperative
patellofemoral arthritis was classified
according to the Iwano patellofemoral
arthritis classification !¢, Patients with
early-stage patellofemoral arthritis (Iwano
stage 1 and stage 2) were placed into group
1 and those with advanced stage (Iwano
stage 3 and stage 4) were placed into group
2.

Patient range of motion measurement 7,
anterior knee pain visual analog scale
(VAS) pain score !/, Knee Society Knee
Arthroplasty Assessment Form (KSS)
score ', Western Ontario and McMaster
University Osteoarthritis Index
(WOMAC) score !, and Oxford knee
score (OKS) '® questionnaires were
applied during the preoperative period and

at the final postoperative follow-up. At the
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final  postoperative  follow-up, the
Standing on One Foot Test was performed
with both eyes closed and then opened for
a maximum of 30 s in order to determine
functional balance ?°. To evaluate the joint
position sense, passive proprioception was
measured at 30° and 75°, and active
proprioception at an angular velocity of
1°/s  on isokinetic = dynamometers
(HUMAC® NORM™  Testing &
Rehabilitation System, USA). To evaluate
muscle strength, however, isokinetic
muscle strength in concentric mode at an
angular velocity of 120°/s was used, all of
which were measured by physicians who
did not have knowledge about patient
status of patellofemoral arthritis 2'.

Table 1. Range of motion values (°).

Statistical Analysis:

All data were analyzed using IBM SPSS
Statistics for Windows 20.0 (IBM Corp.,
Armonk, NY, USA). For description of the
data, descriptive statistics were given,
while the independent samples t test was
used for determination of the differences
among independent groups, and the
dependent samples t test was used for the
pretest-posttest evaluation. P < 0.05 was
accepted as statistically significant.
Results were given as the mean =+ standard
deviation.

Group 1 (n: 35)

Pre op flex ROM 129.3+£10.6
Post op flex ROM 128.1+10.3
P-value** 0.7

Pre op ext ROM 5.6+3.8
Post op ext ROM 03+1.7
P-value** 0.001**

Group 2 (n: 29) P-value*
126.7+13.2 0.4
128.3+11.8 0.9

0.4

52+43 0.7
0+0 0.3
0.001**

Pre op: preoperative, post op: postoperative, flex: flexion, ext: extension, ROM: range of motion. *: independent samples test,

*%*: paired samples test: significant difference.
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Table 2. Anterior knee pain and functional knee score.

Group 1 (n: 35) Group 2 (n: 29) P-value*
Pre op VAS 7.5+1.2 73+1.6 0.7
Post op VAS 0.2+0.4 0.4+0.5 0.05
P-value** 0.001** 0.001**
Pre op KSS/KSS function 48.1 +7.6/56.1 +10.3  48.5+6.1/55.5+8.9 0.8/0.8
Post op KSS/KSS function 98.2+3.2/98.8+3.3 97.1+2.7/99 £3.1 0.2/0.8
p value** 0.001*%/0.001** 0.001*%/0.001**
Pre op WOMAC 48.9+2.2 49+35 0.9
Post op WOMAC 98.3+£2.3 97.6+£2.6 0.2
p value** 0.001** 0.002%*
Pre op OKS 129+3.6 13.2+2.9 0.6
Post op OKS 48.6+9.3 464+1.3 0.2
P-value** 0.001** 0.001**

VAS: Visual Analog Scale, KSS: Knee Society scores, WOMAC: Western Ontario and McMaster Universities osteoarthritis
index, OKS: Oxford knee scores. *: independent samples test, **: paired samples test: significant difference.

Results

Of the 35 patients in Group 1, 19 were
operated from the right knee, while 16
were operated from the left knee, and the
duration of postoperative follow-up was
25.1 months. Of the 29 patients in Group
2, 18 were operated from the right knee,

while 11 were operated from the left knee,
and the duration of postoperative follow-
up was 24.1 months. There was no
significant difference with regards to the
demographic data and duration of
postoperative follow-up between the
groups (P > 0.05).
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In an evaluation performed between the
independent groups, no statistically
significant difference was determined in
the preoperative-postoperative range of
motion, anterior knee pain, and functional
knee questionnaires (P > 0.05). In the
pretest-posttest evaluation of the groups, a
statistically significant difference (P <
0.05) was determined between the groups
for all of the parameters, except for range
of motion on flexion (P > 0.05) (Tables 1
and 2).

No significant difference was
found between the groups with regards to
the postoperative functional balance, joint
position sense, and isokinetic muscle
strength values (P > 0.05) (Figures 1 and
2).

Discussion

It is known that number of women who
undergo UKA is higher, as is the incidence
rate of osteoarthritis. On this issue, the
male/female ratio provided by Mofidi et
al. was 1/6.5-7 2. In this study, the
female/male ratio of the patients was
consistent with that in the literature.
During the postoperative follow-up of the
patients who underwent UKA and had
similar preoperative functional findings,
the surgery was determined to provide
successful outcomes. In addition to this,
whether patients had early- or advanced-
stage patellofemoral arthritis did not
influence the clinical outcomes negatively
or positively.

Figure 1. Functional balance (s) and joint position sense (°) values.

6,2 6,5

Balance and proprioception*

B Group 1 (n:35) Group 2 (n:29)

5,6 5,3

) I I I I

open (s) closed (s) AES

Balance- eyes  Balance- eyes Active 30° prop Active 75° prop Passive 30° prop Passive 75° prop

AES AES AES

Prop: proprioception, AES: absolute error score, s: second. *: independent samples test.
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Figure 2. Isokinetic muscle strength values (Nm).

59,4

53,9

Ext PT @120°/s Ext PT/BW @120°/s

Isokinetic muscle strength*

B Group 1 (n:35) Group 2 (n:29)

Flex PT @120°/s

Flex PT/BW @120°/s

Ext: extension, Flex: flexion, PT: peak torque, BW: body weight, s: second. *: independent samples test.

Until recently, some surgeons have
avoided performing UKA on patients with
patellofemoral joint arthritis. Some of
surgeons performed surgery for patients
with asymptomatic patellofemoral joint
arthritis, and some have considered
whether symptomatic patients had medial
facet involvement or minimal lateral facet
involvement, and they primarily preferred
TKA for patients with lateral facet
involvement’. It is possible to encounter
different studies investigating the effect of
patient preference on clinical outcomes in
the literature.

Berend et al. reported that that they
followed-up their patients for 1-7 years
and found that, according to the modified
Altman classification, 3.5% of the patients
who were stage 0 1.2% who were stage 1,
1.5% who were stage 2, and 0% who were
stage 3 required a revision surgery, and the
presence of preoperative radiological
evidence of patellofemoral disease did not
negatively influence the surgical outcomes
or survey'!. In another study by the same
researchers, however, it was reported that
the presence of preoperative anterior knee

pain and radiological status were not
associated with postoperative OKS and
KSS scores, and neither knee pain nor
stage of arthritis would pose any
contraindication for UKA?. Similar results
were observed by different researchers in
a cases series with a mean follow-up
duration of 50 months **.

According to some researchers, a low
preoperative OKS score, the presence of
moderate-degree arthritis, or subluxation
of the lateral facet of the patellofemoral
joint may negatively influence the
outcomes of UKA and progress to a
revision surgery *°. However, no negative
association of the presence of a full-
thickness cartilage loss in any part of the
patella or the presence of preoperative
anterior knee pain with success of the
surgery was determined®’. The OKS score,
which was a mean of 24 (£7) points
preoperatively, increased to up to 40 (+8)
points at 1 year after surgery®’. Similar
results were also obtained in the current
study.
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On the other hand, there are studies that
have reported that the presence of a
Outerbridge stage 3—4 cartilage lesion on
the lateral facet of patients who underwent
UKA did not negatively influence pain or
functional outcomes, but the knee scores
of these patients were lower’. According
to the data provided by these studies, it
was determined that, of the patients with
early stage patellofemoral arthritis, the
preoperative KSS score was 34.9 (+2.3)
points, anterior knee pain VAS score was
2.1 (£1.9) points, range of motion of knee
on flexion was 121 (£7.1)°, and on
extension was 4.9 (£4.2)°, whereas they
were 96.7 (£4.5) points, 0.11 (= 0.56)
points, and 128.9 (+ 5.7)°, respectively,
during the postoperative follow-up. When
the same evaluations were performed for
patients with advanced-stage
patellofemoral arthritis, it was determined
that while they were 33.8 (£ 3.3) points,
3.2 (£2) points, and 112.3 + 12.3° and 7.4
+ 5.8°, respectively, during the
preoperative period, they were 94.4 (+4.5)
points, 0.1 (£0.5) points, and 117.6 (£14)°,
respectively, during the postoperative
follow-up’. However, in this case series, it
should not be overlooked that the patients

with  advanced-stage  patellofemoral
arthritis had more statistically
significantly unfavorable clinical

presentation during the preoperative
period, and this condition might have been
reflected on the postoperative outcomes.
Data provided in the current study did not
comprise a statistically  significant
difference during preoperative period,
making it superior to their study.

Song et al. found that patients with
advanced-stage patellofemoral arthritis,
according to Kellgren-Lawrence staging
system, felt more severe anterior knee pain
during the preoperative period, but
patients with early- and advanced-stage
patellofemoral arthritis did not exhibit any
difference with regards to anterior knee
pain, Hospital for Special Surgery (HSS)
score, radiological parameters, or
progression of osteoarthritis during the

postoperative 5.4 years. Furthermore, it
was also expressed that there was no
correlation of the preoperative functional
status and pattern of chondral lesion with
the postoperative data '°.

While Beard et al. determined OKS scores
during the mean postoperative 2nd year to
be 41.5 (£7) for patients with full-
thickness  chondral  damage, they
determined this score to be 39.4 (£8.7) for
those without a chondral lesion. While the
OKS score of patients with advanced-
stage chondral damage on both the medial
and lateral facets was statistically
significantly higher, the KSS score was
determined to be lower for patients
with/without early-stage chondral lesion'2.
Although these results seem to provide
paradoxical evidence, the determination of
asymptomatic chondral damage with
increasing age in cadaver studies may
explain this condition ['21. In a different
study, it was determined that partial or
full-thickness cartilage loss did not cause
any difference in the improvement
observed in OKS and KSS scores, but the
rate of revision surgery of patients in the
group with partial-thickness cartilage loss
was higher after 5 years®®.

In a study investigating the effects of
patellar congruence angle on the outcomes
of UKA, it was found that the preoperative
degree of congruence angle or
patellofemoral degeneration and degree of
the WOMAC knee score did not cause any
difference between groups by the end of a
2-year follow-up. This situation was
considered to result from the improvement
of the congruence angle, from 14.2
(£11.2)° preoperatively to 10.05 (£10.2)°
postoperatively?’.

In the literature, the number of studies
investigating knee proprioceptions and the
balance of patients who underwent UKA is
limited. In another study on this field,
follow-up data of patients who underwent
total knee prosthesis and UKA were
compared and it was reported that there
was an increase in the proprioceptive
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senses of both groups postoperatively.
While the joint position sense of the
patients was 5.65° before total knee
prosthesis and 6.68° before UKA, this
sense was postoperatively determined to
be 4.68° for patients who underwent total
knee prosthesis and 5.27° for those
underwent UKA, and the change observed
in the patients who underwent UKA was
statistically ~ significantly —higher 2],
Similar changes and improvement were
also obtained in the postural sway
parameter, in which the balance is
evaluated®®. No studies investigating the
effect of status of patients with
preoperative patellofemoral arthritis who
underwent UKA on muscle strength, joint
position sense, and Dbalance were
encountered in the available literature.
Evaluation of these parameters in the
current study resolves this deficiency in
the literature.

Rather than other contraindications of
UKA, the majority of the studies on
patellofemoral arthritis have suggested
that patellar arthritis does not hinder
surgery. Possible reasons can be
prioritized as the altered contact
mechanics of particularly patellofemoral
joint after UKA, disappearance of the
damaging effect of medial patellar
osteophytes on the femur, and acquisition
of resemblance by the factors influencing
surgical outcomes with increasing age'®!?,

The conduction of various tests for the
functional evaluation of UKA surgery and
of this study by the same surgeon in one
center were the strengths of the study.
However, this study also had some
limitations. One of these was that the
duration of follow-up of the patients was
short (2 years); hence, the effect of UKA
on long-term functional outcomes and the
rate of progression to revision surgery
could not be determined. The second was
that radiological evaluation was used only
for preoperative arthritis classification,
and data regarding the tibiofemoral angle,
tibial alignment, femoral alignment, and

posterior slope angle changes and
progression were not provided. The third
was that the chondral lesion classification
and site of lesion were not described
preoperatively.

Conclusion

Data obtained from this study suggested
that the radiological stage  of
patellofemoral arthritis does not influence
the short-term functional data of UKA. It
may be considered that patellofemoral
arthritis does not pose any
contraindication for UKA.
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0z
Amag: Bu caligma, ameliyat sonrasi derlenme dnitesinde goriilen erken donem komplikasyonlarin dederlendirilmesi amaciyla yapild.
Gereg ve Yontem: Ameliyat sonrasi derlenme (nitesine alinan hastalarin gézlemlenmesine ve gelisen komplikasyonlarin kaydina dayali
gozlemsel tiirde olan bu galisma, Eylil 2019- Subat 2020 tarihleri arasinda bir tiniversite hastanesinin derlenme initesinde, 265 hasta
ile ydrGtaldd. Veriler, hastalanin derlenme dnitesine alinip cerrahi klinige nakil edilene kadar gegen siirede gelisen komplikasyonlarin
degerlendirilmesiyle toplandi.
Bulgular: Ameliyat sonrasi derlenme (nitesinde erken dénem komplikasyonlarin degerlendirildigi bu galismada, hastalarin %49,4’nde
cesitli komplikasyonlar gelistigi izlendi. ik sirada %31,3liik bir oranla agri yer alirken ardindan %29 bulanti-kusma, %115 titreme, %8,4
hipotansiyon, %7,6 bas agrisi, %3,8 bradikardi, %2,3 hipertansiyon, %2,3 dispne, %2,3 oligiiri ve %71,5 oraninda hipotermi
komplikasyonlarinin gelistigi belirlendi.
Sonug: Ameliyat sonrasi derlenme (initesinde yaygin olarak gortilen erken donem komplikasyonlarin agri, bulanti-kusma ve titreme oldugu
saptandi. Ameliyat 6ncesi bu komplikasyon oranlari g6z éniinde bulundurularak cerrahinin tipine ve hastanin durumuna gére 6nceden
gerekli tedbirlerin almasinin komplikasyonlari azaltabilecegini ongorebiliriz.

Anahtar Kelimeler: Ameliyat sonrasi erken dénem, ameliyat sonrasi komplikasyon, derlenme {nitesi.

Abstract

Aim: This study was conducted to evaluate the early complications seen in the postoperative recovery unit.

Material and Methods; The observational study based on the observation of the patients who were taken to the recovery unit after surgery
and the recording of the complications that developed, was conducted with 265 patients in the recovery unit of a university hospital
between September 2019 and February 2020. The data were collected by evaluating the complications that developed in the period until
the patients were taken to the recovery unit and transferred to the surgical clinic.

Results: In this study, in which early complications in the postoperative recovery unit were evaluated, various complications were seen
in 49.4%. Pain was in the first place with a rate of 31.3%, followed by 29% nausea-vomiting, 11.5% tremor, 8.4% hypotension, 7.6%
headache, 3.8% bradycardia, 2.3% hypertension, 2.3% dyspnea, 2.3% oliguria and 1.5% hypothermia. complications were determined.
Conclusion: Early complications observed in the postoperative recovery unit were commonly pain, nausea-vomiting, and tremor.
Considering these pre-operative complication rates, we can predict that taking the necessary precautions beforehand according to the
type of surgery and the condition of the patient can reduce the complications.

Keywords: Early postoperative period, postoperative complications, recovery unit.
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Giris

Derlenme {iiniteleri, ameliyat sonrasi erken

donemde anestezi uzmanlarinin,
teknisyenlerin, hemsirelerin ve
gerektiginde  cerrahlarin  bulundugu,

hastalarin hemodinamik ve pulmoner
monitdrizasyonunun  yapildigi, yogun
gbézlem ve bakimin saglandigi, ameliyat
sonrast  komplikasyonlarin  izlendigi
iinitelerdir'®. Derlenme iinitelerindeki
gozlem ve bakim, hastalarin iyilesme
siirecinde 6nemli bir yere sahiptir. Yapilan
calismalar, ameliyatin ilk 24 saatinde
gerceklesen Oltiimlerin yarisinin
onlenebilir oldugunu ve bu 6liimlerin iigte
birinin ameliyat sonrasi profesyonel
hemsirelik bakimi ile Onlenebilecegini
gostermektedir’”’. Bu baglamda ameliyat
sonrasinda hastalarin yogun gozlem ve
bakim gereksinimlerinin oldugu ortaya
cikmaktadir®”’.

Ameliyat sonrast hastalarin  tamami
derlenme iinitesine kabul edilerek,
anestezinin etkileri ve komplikasyon
gelisme riski ortadan kalkincaya kadar
psikolojik ve fizyolojik acidan izlenmesi
gerektigi; Amerikan Anestezistler Birligi
(ASA), Amerikan Anestezi Hemsireler
Birligi, Tiirk Anesteziyoloji Reanimasyon
Dernegi tarafindan bakim standard: olarak
kabul edilmektedir’. Bu amagla hasta,
anestezi  sonrast  bakim  {initesine
geldiginde, sedye ya da yataga alinir
almmaz kirli gomlegi ¢ikarilip kuru ve
temiz gomlek giydirilir. Battaniye ile
sartlip viicut sicakligi kontrol altinda
tutulur. Yatagin kenarliklar1 kaldirilarak
hastanin diigmesi 0nlenir. Bilinci kapal1 ya
da yar1 acik olan hastanin basit yana
cevrilir, ¢genesi mandibula lizerinden ileri
dogru itilerek dilin geri kayip solunum
yolunu kapamasi onlenir. Pulse oksimetre
mutlaka kullanilir, daha sonra hasta
monitdre baglanarak izlenir'””*. Derlenme
iinitesi hemsiresi hastanin; havayolu,

solunum ve dolagim sistemini igeren ilk
degerlendirmesini ameliyatin tiiriine gore
hizli ve hastaya 6zel yapmalidir; ayrica
preoperatif donemde hasta i¢in belirlenen
ASA’nin  hastanin fiziksel durumunu
degerlendiren siniflandirmasini da (Sekil
1) dikkate almalidir®®:10,

Anestezi sonrasi bakim, Once hastanin
solunum, dolasgim, norolojik ve renal
fonksiyonlar1 yoniinden degerlen-
dirilmesini, sonra cerrahi kesi bolgesinin
kanama ve drenaj yoniinden kontrol
edilmesini igerir®!?, Bilimsel ve teknolojik
gelismeler sonucunda son 200 yildir
yasami tehdit eden bir tedavi yoOntemi
olmaktan  ¢ikan  cerrahi, derlenme
tinitelerindeki bakimin standardize
edilmesi ve Kkalitenin artirilmast ile
hastalarin =~ umut kaynagi haline
gelmistir>®10,

Tim bu gelismelere ragmen
komplikasyonlarin yarisinin postoperatif
ilk 1 saatte gelistigi bildirilmistir'-®!°,
Ameliyat sonrast komplikasyonlarin ve
Olim oranlarinin en yiiksek oldugu bu
kritik donemde; hasta izlem siiresinin kisa
olmasi, hasta bakiminin karmasik olmasi,
ilag uygulamalarinin acil olmasi, hastayi
birden c¢ok ekibin izlemesi gibi faktorler
hasta gilivenligini azaltarak, komplikasyon
gelisme riskini artirmaktadir! 12,
Derlenme {initelerinde 1992-2011 yillar1
arasinda  yapilan  degisik  zamanh
caligmalarda  komplikasyon  gelisme
oranlarinin farkli ameliyat tiirii ve anestezi
uygulamalarina bagh %6-50 arasinda
genis bir yelpazede oldugu
gozlemlenmektedir!%13-19,

Komplikasyonlarin ~ dagilimina  bakil-
diginda; agri, bulanti, kusma, hipotermi,
hipotansiyon, hipertansiyon ve hipoksemi
en fazla gorillen komplikasyonlardir'?,
Daha az goriilen komplikasyonlar ise
kanama, oligiiri, uyanmada gecikme,
ajitasyon ve bilissel degisikliklerdir'?.
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*Normal saglikli hasta

* Hafif sistemik hastalig1 olan hasta (kronik bronsit, hipertansiyon, sigmanlik)

*Fonksiyonel kisitlilig1 olan ancak tedavi edilebilir agir sistemik hastaligi olan hasta ( kalp
yetmezligi, gegirilmis miyokard infarktiis, ileri diabet)

* Agir sistemik hastaligi ile birlikte hayati tehlikesi olan hasta

*24 saat yasama ihtimali olmayan hasta

*Beyin oliimii gergeklesmis olan hasta

) CECECECEL P 4

Sekil 1. Amerikan Anestezistler Birligi (ASA) Fiziksel Durum Smiflamasi®.

Gelisen komplikasyonlarin hasta ve
ailesinde maddi ve manevi kayiplara
neden olarak, yasam kalitesini olumsuz
yonde etkiledigi farkli ¢aligsmalarda
belirtilmektedir!'?-'4,

Derlenme iinitesinde gelisen
komplikasyonlarin belirlenmesine yonelik
caligsmalar incelendiginde, yaklasik 20-25
yil Oncesini igeren retrospektif tiirde
caligmalar oldugu gozlenmektedir'>-'°.
Giliniimiizde ameliyat sonrasi istenmeyen
komplikasyonlar1 onlemede erken
uyanmay1 saglayan ve yan etkileri daha az
olan yeni anestezik ilaglar, antiemetikler
ve analjezikleri iceren gilincel tedavi
yaklasimlari, hasta giivenligi ve bakim
kalitesini arttiran  yOnetsel sistemler
uygulanmaktadir. Ancak gilincel tedavi
yaklagimlar1 ve yonetsel sistemlerin
komplikasyon gelisimindeki etkinligini
arastiran prospektif calismalarin sayisi
sinirhidir. Bu ¢aligma ile ameliyat sonrasi
donemde morbidite ve mortaliteyi
azaltmada Onemli oOl¢lide yer tutan
derlenme tinitelerindeki hastalarin

izlenmesi ve komplikasyonlarin
belirlenmesi amaglandi.

Materyal ve Metot

Bu arastirma, ameliyat sonrasi derlenme
iinitesinde  goriilen  erken  donem
komplikasyonlarin degerlendirilmesi
amaciyla gozlemsel tiirde bir calisma
olarak planlandi ve yapildi. Arastirmaya
etik kurul onay1 (Karar No: 2020/02-08)
ve Nigde Omer Halisdemir Universitesi
Egitim ve Arastirma Hastanesi’'nden
gerekli  izinler  alimarak  baslandu.
Aragtirmanin evrenini, Eylil 2019 ile
Subat 2020 tarihleri arasinda, Nigde Omer
Halisdemir ~ Universitesi ~ Egitim  ve
Arastirma Hastanesi’nde, ameliyat sonrasi
derlenme tinitesinde tedavi ve bakim alan
hastalar olusturdu. Arastirmanin
orneklemini ise, genel veya rejyonel
anestezi ile planl cerrahi uygulanan, 18
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yas ve Ustii, son alt1 ay icerisinde cerrahi
operasyon gecirmemis olan ve arastirmaya
katilmay1 goniillii olarak kabul eden 265
hasta olusturdu. Cerrahi sirasinda yasami
tehdit eden ciddi komplikasyon gelisen
hastalar ¢alisma dis1 birakildi.

Ornekleme alman hastalara arastirmanin
amact ve kendilerinden ne beklendigi
preoperatif donemde aciklanarak,
arastirmaya ancak goniilli  olmalari
halinde katilacaklar1 ve elde edilen
bilgilerin sonuglarinin  kimlik bilgileri
gizli tutularak yayinlanabilecegi
anlatilarak arastirmaya katilmay: kabul
ettiklerine dair onam alindi. Hastalar
arastirmaci  tarafindan  izlendi  ve
degerlendirildi.

Verileri toplanmasinda ilgili literatiir'>!'?
1s518inda  hazirlanmig; hastalarinin  yas,
cinsiyeti, ameliyat ve anestezi tlirii gibi
bilgileri iceren ‘Hasta Bilgi Formu’
kullanildi. Bununla birlikte, hastalar
derlenme iinitesine alinip cerrahi klinige
nakil edilene kadar, bulanti-kusma,
hipertermi, hipotermi, titreme, agri, bas
agrisi, uzamig sedasyon, delirium, alerji,
hipotansiyon, hipertansiyon, bradikardi,
tagikardi, kardiyak arrest, miyokardiyal
enfarktis, hipoksi, aspirasyon,
laringospazm, reentiibasyon, bronko-
spazm, dispne, solunumsal arrest,
pndmotoraks, oligiiri ve olim
komplikasyon olarak degerlendirildi ve
kaydedildi.

Elde edilen  verilerin istatistiksel
degerlendirilmesi IBM Statistical Package
for Social Sciences (SPSS) 24.0 programi
kullanilarak yapildi. Tanimlayict
istatistikler icin; yiizdelik, oran, ortalama,
kategorik degiskenler i¢in ise ki kare (¥?)
testi  kullanildi.  Calismada  p<0,05
istatistiksel olarak anlamli kabul edildi.

Bulgular

Caligmaya dahil edilen 265 hastanin
%59,2’s1 (n=157) kadin, %40,8’1 (n=108)
erkek olup, ortalama yaglar1 58.62+6.32
yildi. Hastalarin 9%55,52°1 (n=118) >65
yas iken, %44,5’1 (n=147) ise 18-64 yas
arasinda idi. Kronik hastalig1 olanlar tim
hastalarin  %35,5’ini (n=94) olusturdu.
Caligmaya alman hastalar ASA risk
skoruna gore I (%59,6), II (%26,4) ve 111
(%14) olmak tizere siniflandirildi (Tablo

1).

Tablo 1. Hastalarin demografik 6zellikleri

n
(265) %

Yas

18-64 yas 147 44.5

65 yas ve listil 118 55.5

Cinsiyet

Kadin 157 59.2

Erkek 108 40.8

Kronik Hastahk

Var 94 35.5

Yok 171 64.5

ASA

I 158 59.6

II 70 26.4

111 37 14.0

265 hastanin 131’inde (%49,4) en az bir
komplikasyon  olmak  iizere  ¢esitli
komplikasyonlar goriildii. Ameliyat sonrasi
derlenme {initesine alinip en az 30 dakika
stire ile takip edilen hastalarin higbirinde
olim, kardiyak arrest, miyokardiyal
enfarktiis, hipoksi, aspirasyon,
laringospazm, bronkospazm, solunumsal
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arrest, reentiilbasyon, pnomotoraks ve
tagikardi gibi ciddi komplikasyonlar
gozlenmezken, %31,3’linde (n=41) agri,
%29’unda (n=38) bulanti-kusma,
%]11,5’inde (n=15) titreme, %38,4’ilinde
(n=11) hipotansiyon ve %7,6’sinda (n=10)
bas agris1i en ¢ok gozlenen ilk bes
komplikasyon oldu (Tablo 2).

Tablo 2. Derlenme iinitesinde gelisen
komplikasyonlarm dagilimi

n %
131

Agn 41 31.3
Bulanti-Kusma 38 29.0
Titreme 15 11.5
Hipotansiyon 11 8.4
Bas Agris1 10 7.6
Bradikardi 5 3.8
Hipertansiyon 3 2.3
Dispne 3 2.3
Oligiiri 3 2.3
Hipotermi 2 1.5

Yas gruplarinin ameliyat sonrasi erken
komplikasyonlarla iliskisinin
arastiritlmasinda; 18-64 yas arast en sik
karsilagilan  erken ameliyat sonrasi

komplikasyonlarin agr1 ve bulanti-kusma
oldugu belirlenmistir. Ayrica ve bu
komplikasyonlarin 65 yas ve sti
hastalara kiyasla 18-64 yas arasinda
goriilme sikliginin yiiksek, istatistiksel
acidan anlamli oldugu tespit edilmistir
(p<0.05) (Tablo 3).

Cinsiyetin  ameliyat sonrast  erken
komplikasyonlar lizerine etkisine
bakildiginda, en stk karsilasilan

komplikasyonun agr1 ve bulanti-kusma
oldugu gozlendi. Kadinlarda agr1i ve
bulanti-kusmanin goriilme sikliginin erkek
hastalara nazaran yiiksek, istatistiksel
acidan anlamli oldugu tespit edilmistir
(p<0.05) (Tablo 3).

Anestezi yOnteminin ameliyat sonrasi
erken donem komplikasyonlar1 {izerine
etkisine bakildiginda; genel anestezi (GA)
alan hastalarda rejyonel anestezi (RA)
alanlara goére agri, bulanti-kusma ve
titreme komplikasyonlarinin ~ goriilme
sikliginin  daha yiiksek ve istatistiksel
olarak anlamli oldugu saptanmistir
(p<0.05) (Tablo 3).

ASA skorunun, operasyon siiresinin ve
kronik hastalik varligmin erken ameliyat
sonrasl komplikasyonlar acisindan
istatistiksel farka yol ag¢madigr tespit
edildi (p>0.05) (Tablo 3).

Genel cerrahi (GC), Uroloji (URJ),
Norosirurji (NSR), Kadin hastaliklar1 ve
dogum (KHD), Ortopedi ve Travmatoloji
(ORT), Gogiis cerrahisi (GGC), Plastik ve
rekonstriiktif cerrahi (PRC) ve
Kardiyovaskiiler cerrahi (KVO)
boliimlerinde ameliyat geciren hastalar
incelendiginde komplikasyonlarin
%44,3’1 (n=58) GC bolimi
ameliyatlarinda olustugu saptandi (Tablo
4).
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Tablo 3. Degiskenler ile komplikasyonlar arasindaki iligki

Degiskenler Agri Bulanti Titreme Hipotansiyon  Bag Agrisi
Kusma

n 41 38 15 11 10
Yas

25 25 9 7 6
18-64 yas 16 13 6 4 4
65 yas ve listil
p 0.00 0.00 0.66 0.67 0.70
Cinsiyet
Kadin 31 29 10 5 5
Erkek 7 12 5 6 5
p 0.00 0.00 0.71 0.76 0.63

Anestezi yontemi

GA 29 38 15 6 3
RA 12 0 0 5 7
p 0.00 * * 0.07 0.09
ASA

I 21 18 6 8
11 11 15 7 5 1
III 9 5 2 2 1
p 0.40 0.59 0.76 0.15 0.11

Operasyon siiresi

Kisa (30dk-59dk) 21 11 4 6
Orta (60dk-239dk) 11 11 5 3
Uzun (240dk ve {izeri) 9 16 5 1
p 0.38 0.08 0.90 0.62 0.11
Kronik Hastalik Durumu

Var 19 15 7 7 8
Yok 22 23 8 4 2
p 0.53 0.35 0.28 0.09 0.53
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Tablo 4. Cerrahi boliimlere gore gelisen
komplikasyonlarin dagilimi

n %
(131)
GC 58 443
ORT 22 16.7
KHD 14 10.7
NSR 13 9.9
URJ 8 6.1
GGC 7 5.4
KVC 7 5.4
PRC 2 1.5

GC: Genel cerrahi, ORT: Ortopedi ve Travmatoloji, KHD:
Kadin hastaliklar1 ve dogum, NSR: Nérosirurji, URJ: Uroloji,
GGC: Gogiis cerrahisi, KVC: Kardiyovaskiiler cerrahi, PRC:
Plastik ve rekonstriiktif cerrahi.

Tartlsma

Komplikasyonlarin ve 6liim oranlarinin en
ylksek oldugu erken ameliyat sonrasi
donemde; komplikasyon gelisimindeki
risk faktorlerini bilmek,
komplikasyonlarin gelisimini énlemek ve
komplikasyon gelistiginde etkin, hizl
girisimde  bulanabilmek son derece
onemlidir®’,

Cerrahi operasyon sirasinda uygulanan
anesteziyi takiben ameliyat sonrasi
donemde bircok sistemi iceren fizyolojik
degisiklikler olusur ve bu fizyolojik
degisikliklere bagl cesitli
komplikasyonlar ~ gozlenir. En  sik
karsilasilan ve Onemli sonuglar1 olan
komplikasyonlar hemodinamik,
solunumsal ve termoregiilasyon
kaynaklidir®! 24,

Literatiirde komplikasyonlarin yarisinin
postoperatif ilk 1 saatte, %75’inin ise
postoperatif ilk 5 saatte goriilmekte oldugu
ve bunlarin prognozunun intraoperatif
donemdekilere gore daha kotii oldugu
belirtilmektedir?'’. Yiiksek ASA degeri,
acil ameliyatlar, 2-4 saat siiren anestezi

uygulamalari, abdominal ve ortopedik
ameliyatlar en yiliksek komplikasyon
riskine sahip olanlar arasinda sayilabilir®'.
Yapilan calismalarda, derlenme odasinda
komplikasyon goriilme sikligt 9%2,7-30
arasinda belirtilmektedir?'-%’.

Ameliyat sonrasi, derlenme iinitesinde
erken donemin degerlendirildigi bu
calismada hastalarin demografik
ozellikleri incelendiginde; 265 hastanin
%159,2’sinin (n=157) kadin, %>55,5’inin
(n=118) 65 yas 1stii (yas ortalamasi
58,62+6,32), %35,5’inin (n=94) kronik
hastaligr oldugu, %359,6’sinin (n=158)
ASA 1 smiflamasinda yer aldig:
belirlenmistir.

Yavascaoglu ve ark.'”’nmn eriskinlerde
anestezi sonrasi goriilen
komplikasyonlarin ~ degerlendirilmesini
iceren  caligmasinda, genel cerrahi
ameliyati uygulanan hastalarin
%63,2’sinin  kadin oldugu ve yas
ortalamasinin ise 43,48+0,35 oldugu
belirtilmistir.

Popov ve Peniche'®, Brezilya’da derlenme
linitesinde komplikasyonlarin
belirlenmesi amaciyla gerceklestirdikleri
calismada, genel cerrahi ameliyati
uygulanan hastalarin %44,6’sinin  kadin
oldugunu, %55’inin ASA 3 sinifinda yer
aldigint ve yas ortalamalarinin 53.3
oldugunu saptamislardir. Bu calismada
cesitli komplikasyonlar %49,4 oraninda
goriilmiistiir. ik sirada %31,3’liikk bir
oranla agr1 yer alirken ardindan %29
bulanti-kusma, %]11,5 titreme, %38.,4
hipotansiyon, %7,6 bas agrisi, %3,8
bradikardi, %?2,3 hipertansiyon, %2,3
dispne, %2,3 oligiiri ve %1,5 oraninda
hipotermi komplikasyonlarinin  geldigi
belirlenmistir. Bu c¢alismada istatistiksel
olarak anlamlilik gosteren
komplikasyonlarin agri, bulanti-kusma ve
titreme oldugu goriilmiistiir. Literatiirde

bu komplikasyonlarin goriilme
sikliklarinin daha fazla oldugu
bildirilmistir'4!7. Bu oranlarin

azalmasinda, derlenme tinitelerindeki
bakim ve tedavi kalitesinin artmasi,
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anestezi yontemlerindeki degisme ve
geligsmeler, cerrahi yontemlerdeki
gelismeler, ameliyat stirelerinin
teknolojideki degisme ve gelismelere
paralel olarak kisalmasinin etkili oldugu
diistiniilmektedir.

Bu calismada, yas gruplarinin ameliyat
sonrasl erken komplikasyonlarla
iligkisinin arastirilmasinda; 18-64 yas
arast en sik karsilasilan erken ameliyat
sonrasi komplikasyonlarin agr1 ve bulanti-
kusma oldugu belirlenmis ve bu
komplikasyonlarin 65 yas ve lsti
hastalara kiyasla 18-64 yas arasinda
goriilme sikliginin, istatistiksel acidan
anlamli yiiksek oldugu tespit edilmistir
(p<0.5). Benzer sekilde Giingdr?® de 18-64
yas arasi hastalarda, derlenme {initesinde
agr1 ve bulanti-kusma diizeylerinin ytiksek
oranlarda oldugunu belirtmistir.

Cinsiyetin ameliyat sonras1 erken donem
komplikasyonlarindan agr1 ve bulanti-
kusma tizerinde etkili oldugu saptanmistir.
Kadinlarda agri ve bulanti-kusmanin
goriilme sikhiginin erkek hastalara gore
istatistiksel agidan anlamli yiiksek oldugu
tespit edilmistir (p<0.5).

Benzer sekilde Conti ve ark.?’nin
calismasinda da derlenme (iinitesinde
kadinlarda  agri  ve  bulanti-kusma
diizeylerinin yiiksek oranlarda oldugu
belirtilmistir.

Uygulanan anestezi yonteminin ameliyat
sonrasi erken komplikasyonlar {izerine
etkisinin  degerlendirilmesinde,  genel
anestezi alan hastalarda agri, bulanti-
kusma ve titremenin yiiksek ve istatistiksel
olarak anlamli  oldugu saptanmistir
(p<0.5). Bu bulgular1 destekleyecek
sekilde Siddiqui ve ark.’*’nin calismasinda
da genel anestezi alan hastalarda agri,
bulanti-kusma ve titremenin yiiksek
oranlarda oldugu goriilmiistiir.

Cerrahi boliimlere gore ameliyat sonrasi
erken komplikasyonlar incelendiginde,
komplikasyonlarin  %44,3’linlin (n=58)
GC Dbolimii  ameliyatlarinda  gelistigi

saptandi. Ancak bu durumun genel cerrahi
ameliyat1 geciren hastalarin sayisinin fazla
olmasindan ve ameliyat sirasinda karin igi
organlarin elle manipiilasyonu sonucu
postoperatif donemde agri ve bulanti-
kusma gibi komplikasyonlarin diger
bolimlere gore daha yiiksek oranda
goriilmesinden kaynaklandig1
diisliniilmektedir. Bu c¢alisma ile paralel
bir sekilde, Hines ve ark.">’nin yapmis
oldugu ¢alismada abdominal ameliyatlarin
siklikla yapildigi genel cerrahi
operasyonlarinda komplikasyon oraninin
cok daha fazla oldugunu belirtmistir.

Bu c¢alismada, derlenme odalarinda
gozlem altinda tutulan hastalarda agri
sikdyeti hastalarin  %31,3’linde tespit
edilmigtir. Yapilan bir¢cok ortopedik,
abdominal ve kardiyak operasyonlar
sonrasi agrt insidansimin %25 ile %75
oldugu ve bunun da hasta
memnuniyetsizliginin ~ baglica  nedeni
oldugu bildirilmistir’'°. Farkli olarak
Kivrak®®m  c¢alismasinda  ise  agri
insidansinin ~ %12,4  oldugu tespit
edilmistir.

Bu c¢alismada, derlenme odalarinda
gbzlem altinda tutulan hastalarda bulanti-
kusma  hastalarin = %29’unda  tespit
edilmistir. Yavascaoglu ve ark.'”’ i
calismasinda bu oran 9%35,5 ile bu
calismay1 destekler niteliktedir. Birgok
klinikte yapilan caligmalarda ameliyat
sonrasi bulanti-kusma insidansi %20’lerde
seyrederken’®’*®, Kivrak®®’1n calismasinda
%4,1 civarinda tespit edilmistir. Bu
calismada bulanti-kusma  insidansinin
yliksek ¢ikma nedeninin abdominal,
jinekolojik, ortopedik ve tirolojik cerrahi
miidahaleler oldugu diisiiniilmektedir.

Derlenme {initelerinde gozlem altinda
tutulan hastalarda titreme, bu calismada
hastalarin %11,5’inde saptanmistir. Genel
anestezi alan hastalarda diger anestezi alan
hastalara gore titreme sikliginin daha
ylksek ve istatistiksel olarak anlamli
oldugu belirlenmistir. Benzer sekilde
literatiirde genel anestezi alan hastalarda
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titreme goriilme sikliginin yiiksek oldugu
tespit edilmigtir®®4°,

Ameliyat sonrasi erken donemde; Olim,
kardiyak arrest, hipoksi, aspirasyon,
hipertansiyon, laringospazm,
reentiibasyon ve pnomotoraks  gibi
komplikasyonlar goriilmemistir.

Sonug

Bu calismada ameliyat sonrasit derlenme
iinitesinde, siklikla goriilen erken donem
komplikasyonlarin agri, bulanti-kusma ve
titreme oldugu saptandi. Ameliyat dncesi
donemde bu komplikasyon oranlari goz
ontinde bulundurularak cerrahi yontemin
tipine, anestezi sekline ve hastanin mevcut
durumuna gore (kronik hastaliklari,
laboratuvar bulgulari, ameliyat Oncesi
anksiyete seviyesi gibi) onceden gerekli
tedbirlerin almasinin  komplikasyonlar1
azaltacagi  diisiinilmektedir.  Gerekli
tedbirlerin alinmasinin etkin, hizli tedavi
uygulanmasina ve ameliyat sonrasi
bakimin iyilestirilmesine de  katki
saglayacag1 on goriilmektedir.

Finansal Destek:

Bu makalede agiklanan g¢alisma igin
herhangi bir finansman alinmada.

Clkar Catismasi:

Yazarlar arasinda herhangi bir c¢ikar
catismasi bulunmamaktadir.

Etik Onam:

Aragtirmaya etik kurul onay: (Karar No:
2020/02-08) ve Nigde Omer Halisdemir

Universitesi ~ Egitim  ve  Arastirma
Hastanesi’nden gerekli izinler alinarak
baslandi.
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Abstract

Objective: We aimed to compare the results of percutaneous nephrolithotomy (PCNL) performed in patients with nephrolithiasis at
different stages of chronic kidney disease (CKD).

Materials and Methods: Two hundred eighty patients with preoperative eGFR levels below 90 ml/min / 1.73 m2 and underwent
PCNL were analyzed retrospectively. The patients were divided into three groups according to their GFR levels.

Group A: eGFR 60-90 ml / min / 1.73 m?, stage Il CKD,

Group B: eGFR = 30-59 ml / min / 1.73 m?, stage Ill CKD,

Group C: eGFR <30 ml/ min / 1.73 m?, stage IV / V CKD.

PCNL results were compared between groups.

Results: In groups A, B, and C, the stone-free rates of clinically nonsignificant stones were 91.4%, 88.9%, and 86.6%, respectively,
and there was no significant difference among the groups (p=0.56, 0.40, and 0.67, respectively). No significant difference was
observed among the three groups in terms of complications, and the most common complications were bleeding requiring
transfusion (12.5%) and fever (12.1%) (p> 0.05). In all three groups, one patient each underwent angioembolization due to
uncontrolled hematuria.

Conclusion: CKD and urinary stone disease are significant public health problems, and more studies are needed to learn more
about this group of patients.

Keywords: Kidney stones, chronic kidney disease, percutaneous nephrolithotomy

©Copyright 2020 by Cukurova Anestezi ve Cerrahi Bilimler Dergisi - Available online at http://dergipark.gov.tr/jocass 223


http://dergipark.gov.tr/jocass

0z

Amag: Kronik bobrek hastaiginin (KBH) farkli evrelerinde yapilan perkiitan nefrolitotomi (PCNL) sonuglarini karsilastirmay
amagcladik.

Gereg ve Yontemler: Preoperatif eGFR diizeyleri 90 ml / dak / 1.73 m?nin altinda olan ve PCNL uygulanan 208 hasta retrospektif
olarak incelendi. Hastalar GFR diizeylerine gore (¢ gruba ayrild.

Grup A: eGFR 60-90 ml / dak / 1.73 m? asama Il CKD,

Grup B: eGFR =30-59 ml / dak / 1.73 m?, evre Il CKD,

Grup C: eGFR <30 ml / dak / 1.73 m?, asama IV / V CKD.

PCNL sonuglari gruplar arasinda karsilastirildi.

Bulgular: A, B ve C gruplarinda klinik olarak anlamli olmayan tagsizlik oranlari sirasiyla%91,4, %88,9 ve %86,6 idi ve gruplar
arasinda anlamli fark yoktu (p = 0,56, 0,40 ve 0.67, sirasiyla). Ug grup arasinda komplikasyonlar agisindan anlamli fark goriilmedi
ve en sik goriilen komplikasyonlar transfiizyon gerektiren kanama (%12,5) ve ates (%12,1) idi (p> 0,05). Her {i¢ grupta da birer
hastaya kontrolsiiz hematiiri nedeniyle anjiyoembolizasyon yapild.

Sonug: KBH ve iriner tas hastaligi onemli halk sagligi problemleridir. Bu hasta grubu hakkinda daha fazla bilgi edinmek igin daha

fazla calismaya ihtiyag vardir.

Anahtar Kelimeler: Bobrek tasi, kronik bobrek hastaligi, perkitan nefrolitotomi

Introduction

Kidney stone disease is commonly seen in
different geographical regions, with an
incidence ranging from 7-13% in North
America, 5-9% in Europe, and 1-5% in
Asia. It has a high level of acute and
chronic morbidity!. The prevalence of
nephrolithiasis in patients with chronic
kidney disease (CKD) is estimated to be
17.5%?2. Percutaneous interventions seem
to be the most appropriate treatment option
with minimal morbidity and mortality®.
Some conditions, such as chronic kidney
disease (CKD), obesity, staghorn stones,
spinal deformity, and previous surgery, are
also known to further complicate this
procedure*. CKD is a significant public
health problem with higher anesthesia and
postoperative complications’.

Surgical interventions used in the
treatment of kidney stones should provide
a good stone cleansing and preserve
maximum kidney function. Management
of nephrolithiasis in CKD patients requires
careful consideration of benefits versus
risks.

In this study, we aimed to compare the
results of PCNL applied in patients with
nephrolithiasis at different CKD stages.

Material and Methods

The data from 2,660 patients who
underwent PCNL in our clinic between
September 2007 and April 2019 were
retrospectively evaluated, and 280 patients
with preoperative eGFR levels less than 90
ml/min/1.73 m2 were included in the
study. The patients with eGFR value of
higher than 90 ml/min/1.73 m2, those who
underwent a secondary PCNL procedure,
children (under 16 years of age), and
patients with incomplete data were
excluded from the study. All steps of the
study were planned and conducted under
the principles of the Declaration of
Helsinki. Written informed consent on
admittance to the hospital was obtained
from all individuals who permitted their
respective medical information in clinical
studies. Before the procedure, the patients'
medical history was obtained, and physical
examination, urinalysis, urine culture,
complete blood count, serum
biochemistry, coagulation tests, plain
urinary radiography, or ultrasonography
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were performed. All patients underwent
non-contrast computed tomography (CT)
preoperatively to assess the kidney's
anatomy and the stone's localization and
size in terms of percutaneous access. The
K/DOQI guidelines of the National
Kidney Foundation for the diagnosis and
classification of CKD recommend using
the equation of modification of diet in
renal disease (MDRD) in predicting
kidney function and diagnosing CKDS.
The eGFR was calculated according to the
MDRD formula based on the serum
creatinine level of the patients, and the
patients were divided into the following
three groups (Table 1):

Group A: eGFR 60-90 ml/min/1.73 m?,
stage II CKD,

Group B: eGFR = 30-59 ml/ min/1.73 m?,
stage I1I CKD,

Group C: eGFR < 30 ml/ min/1.73 m?,
stage IV/V CKD.

The patients with a urinary tract infection
were treated with appropriate antibiotics
before the operation. A percutaneous
nephrostomy tube (single or multiple) or
double-J (DJ) stents were placed before
surgery in patients with renal obstruction.
PCNL was performed after the patients’
serum creatinine level was stabilized.

Operation Technique

All operations were performed under
general anesthesia by wurologists with
PCNL experience. Prophylactic
antibiotics were administered to the
patients one hour before surgery. Under
cystoscopic guidance, a 5F or 6F open-
ended ureteral catheter was inserted into
the ureter and fixed to the Foley catheter
in the lithotomy position. The patients
were placed in the prone position, and an
18 G needle puncture through the

appropriate calyx was performed by the
urologist under fluoroscopic guidance
while moving the C-arm. A 0.038-inch
super-stiff polytetrafluoroethylene-coated
guidewire was placed in the collecting
system, and after performing 24-30F
dilatation using Amplatz dilators, a
suitable =~ Amplatz = sheath  (Boston
Scientific, USA) was established. A 26F
rigid or flexible nephroscope was used in
all patients. The stones were fragmented
using a pneumatic lithotripter and
extracted with percutaneous forceps. At
the end of the operation, the residual
fragments were evaluated by fluoroscopy,
a 14-20F reentry catheter was placed in the
renal pelvis, and the procedure was
terminated. An antegrade nephrostogram
was performed two to three days after the
operation when deemed necessary. The
reentry catheter was removed if there was
no hematuria, fever, extravasation, or
ureteral obstruction.

For each procedure, the following were
examined:

e The operation data, including stone
size and location

e Duration of
fluoroscopy

e Number and location of renal
access sites

e Intraoperative and postoperative
complication rates

e Nephrostomy withdrawal time

e Length of hospital stay

surgery and

The stone size was calculated based on the
digitized surface area as previously
described and was calculated as the sum of
products with a maximum stone size on
plain X-ray’. The presence of residual
stones was evaluated with a postoperative
nephrostogram and abdominal
ultrasonography. In cases of suspicious
findings, non-contrast CT was performed.
Fragments larger than 3 mm were
considered to be significant residues.
Finally, the effect of PCNL on the eGFR

©Copyright 2020 by Cukurova Anestezi ve Cerrahi Bilimler Dergisi - Available online at http://dergipark.gov.tr/jocass 225


http://dergipark.gov.tr/jocass

was analyzed by comparing the eGFR
values obtained from the preoperative
period, postoperative first month, and
postoperative 12th month. The
complications were classified according to
the modified Clavien system®.

Statistical Analysis

SPSS® program version 20.0 was used for
statistical analysis. The chi-square test,
independent samples t-test, and one-way
analysis of variance were utilized for these
analyses. The rate of vital variables was
obtained for descriptive statistics. For
quantitative  variables, @ the  mean
(minimum-maximum)  values  were
calculated for nonparametric test results,
and the mean + standard deviation values
were calculated for parametric test results.
Statistical significance was accepted as p
< 0.05.

Table 1. Patients’ characteristics by CKD stages

Results

The mean age of 280 patients who
underwent PCNL was 51.98+15.94 years:
212 (75.7%) were male, and 68 (24.2%)
were female. When the distribution of
cases was evaluated according to the
groups, there were 81 patients (29%) in
group A (stage II), 154 (55%) in group B
(stage I1I), and 45 (16%) in group C (stage
IV/V). The patients' demographic data in
all groups are summarized in Table 1, and
the operational data are given in Table 2.
In groups A, B, and C, the stone-free rates
of clinically nonsignificant stones were
91.4%, 88.9%, and 86.6%, respectively,
and there was no significant difference
among the groups (p=0.56, 0.40, and 0.67,
respectively) (Table 2).

p value
STAGEII  STAGE III STAGE I I I
(Grup A) (Grup B) Iv/ivV \] \] Vs
(Grup C) I Iv/vV IvV/V
Patients N 81 45
Mean Age (Years) 45.9+15.7 54.48+15.9  54.36+13.6  0.00 0.00 0.96
Gender:
Male 80 27
Female 1 18
Mean Body Mass Index 27.2+4.2 28+5.2 27.1+4.7 0.21 0.93 0.29
(Kg/M?)
Mean Preoperative 1.26+0.7 1.58+0.3 2.94+0.9 0.00 0.00 0.00
Creatinine (Mg/DI)
Mean Stone Burden (Mm?) 581.484464.3 618.1£806.8 637.3£516.8  0.70 0.53 0.88
Prior Nephrostomy N (%) 1(1.2) 3(6.7) 0.68 0.10 0.13
Prior Double-J Stent N (%) 9(11.1) 26(16.9) 3(6.7) 0.22 0.40 0.06
Diabetes Mellitus N (%) 2(2.5) 1(2.2) 0.55 0.93 0.50
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Table 2. Operative Outcomes of Percutaneous Nephrolithotomy in Different CKD

p value
STAGE STAGE STAGE 11 vs 111 HvsIV/V I vs IV/V
11 111 IV/V
(Grup A) (Grup B) (Grup C)

NUMBER OF
ACCESSES: 65(80.2)  115(74.7)  36(80) 0.33 0.97 0.45

SINGLE N (%) 16(19.8)  39(25.3)  9(20) 0.21 0.57 0.30

MULTIPLE N (%)
MEAN OPERATIVE 81.6+:40.6 83.4+45.7 85.2+40.2 0.77 0.63 0.80
TIME (MINS)
MEAN SCOPY TIME 10.5+5.8 10.8+6.2 10.9+7 0.69 0.72 0.94
(MINS)
MEAN NEPHROSTOMY 2.02+1.2 2.12+1.4 3.13+3.5 0.62 0.01 0.04
WITHDRAWAL TIME
(DAYS)
MEAN HOSPITAL 4.06+3.8 4.2+43.2 5.0£3.8 0.76 0.19 0.16
STAY (DAYS)
SF+CIRF N (%) 74091.4)  137(88.9)  39(86.6) 0.56 0.40 0.67
FEVER N (%) 8(9.9) 19(12.3) 7(15.6) 0.57 0,.35 0.58
BLOOD TRANSFUSION 9(11.1) 19(12.3) 7(15.6) 0.78 0.48 0.58
N (%)
CLAVIEN SCORE: N
(%) 16(19.8)  38(24.6)  14(3L.1) 0.39 0.15 0.38
| 1(1.2) 2(1.3) 2(4.4) 0.96 0.27 0.22
IIIA 0 6(3.9) 1(2.2) 0.02 0.15 0.57
111B 0 1(0.6) 0 0.19 1.16 0.22
IVA

No significant difference was observed placement and was discharged on the
among the three groups in terms of eighth day.

complications, and the most common
complications were bleeding requiring
transfusion (12.5%) and fever (12.1%) (p
> 0.05). In all three groups, one patient
each underwent angioembolization due to
uncontrolled hematuria. DJ stents were
placed in six patients in group B (3.8%)
and two patients in group C (4.4%) due to
prolonged urinary leakage from the
nephrostomy tract. In group B,
hemodialysis was initiated for one patient
who developed postoperative anuria, but
no additional dialysis was required for this
patient in the follow-up period. Colon
injury occurred in one patient (detected
postoperatively) who was conservatively
treated using tube colostomy and DJ stent

Discussion

Kidney stone disease is a risk factor for
CKD. The incidence of renal dysfunction
or the need for renal replacement therapy
in this patient group is approximately
twice that of the general population®!°.
The etiology of renal failure in patients
with kidney stones includes renal
obstruction, urinary tract infections,
frequent surgical interventions, and
concomitant diseases®!!''?, The duration
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of stone disease, the presence of multiple
procedures, and stone recurrence have
been shown to have a negative effect on
renal function’. PCNL has been safely
applied for a long time in the treatment of
patients with comorbid conditions, such as
CKD, as well as the treatment of kidney
stones larger than 2 cm in size®. In this
study, we evaluated patients with different
stages of CKD who underwent PCNL for
kidney stones.

In patients with CKD, PCNL provides a
high stone-free rate'*!'*. Kurien et al.
reported a high stone-free rate (83.7%) in
91 patients with CKD® Similarly,
Etemadian et al. calculated a high stone-
free rate of 83.3% in CKD patients'®. In
the current study, we divided the patients
into three groups according to the CKD
stage and found high and similar stone-
free rates in all groups (p = 0.56, 0.4, and
0.67 for groups A, B, and C, respectively).

Patients with CKD have impaired platelet
function, leukopenia, anemia, and
increased bleeding tendency during
surgical interventions®'®. They also
become more susceptible to infections.
Also, excessive fluid overload, electrolyte
imbalance, pulmonary edema, and cardiac
dysfunction are common in patients with
extreme renal dysfunction'®!”. Therefore,
patients with CKD are at high risk for any
anesthesia and surgery'®. These patients
are more vulnerable to infectious and
hemorrhagic complications during PCNL
procedures. One of the essential concerns
when treating stone disease in patients
with CKD is the risk of complications.

Sairam et al reported a significant
difference in total complication rate
comparing PCNL in CKD 0-2 and CKD
4/5 groups (18.5% vs. 33.8%, p<0.001)'®,
Seitz et al. recorded a typical transfusion
rate of 7% for PCNL procedures in
populations with normal function'®. In the
CROES study, the transfusion rate for
patients with CKD 4/5 was 18.4%
compared to 6.1% for the patient with
CKD 3 (p<0.001)'%.

In our study, the patients were divided into
three groups according to the eGFR. A
high eGFR did not affect bleeding
requiring blood transfusion, fever, or other
complications associated with the PCNL
procedure.

The limitations of the current study
include its retrospective nature and the fact
that multiple surgeons performed the
PCNL procedures.

Conclusion

PCNL is an effective and applicable
method for patients with chronic kidney
failure. Care should be taken in patient
selection to achieve successful results.
CKD and urinary stone disease are
significant public health problems, and
more studies are needed to learn more
about this group of patients.
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Abstract

Objective: In this study we aimed to examine the clinicopathological findings and surveillance of patients with Paget’s disease of
the breast (PD).

Materials and Method: The medical records of 49 patients diagnosed and treated with PD at Bagkent University Faculty of Medicine,
General Surgery Clinic between January 2013 and October 2018 were retrospectively analyzed.

Results: Mean age of the patients was 52.9+13.6 (26-90). The majority of the patients were women (n:45, 91.8%). The most
frequent symptom at the time of admission was palpable mass (n:22, 44.9%). Modified radical mastectomy (MRM) was performed
in 31 patients (63.3%), simple mastectomy in 16 patients (32.6%) and breast conserving surgery in 2 patients (4.1%). Sentinel
lymph node biopsy (SLNB) in 7 (14.2%) patients and axillary lymph node dissection was performed in one patient. Invasive ductal
carcinoma constituted the major histology concomitant with Paget Disease (89.8%). Lymph node involvement (LNI) was present
in 29 (59.2%) patients. Palpable mass noticed by the patient and mass size over 20 mm was statistically associated with LNI
(p:0.004 for both). Over 50 years of age was associated with a lower recurrence free survival (RFS) (39.2 months vs 64.1 months,
p:0.012). RFS was lower in Her2 negative patients (p:0.002).

Conclusion: PD is rare, it is an important disease that should not be missed. Although Her2 positivity is generally considered as a
poor prognostic factor in breast cancers, we think that those with Her2 negativity may also have a poor prognosis in PD.

Keywords: Diagnosis, male breast neoplasm, Paget’s disease of breast, prognosis
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Amag: Bu galismada, memenin Paget hastali§i (PH) tanisi olan hastalarin klinik ve patolojik verilerini ve takip sonuglarini incelemeyi
amagladik. Gereg ve Yontem: Ocak 2013- Ekim 2018 tarihleri arasinda Bagkent Universitesi Tip Fakiiltesi Genel Cerrahi Klinigi'nde
PH tanisi ve tedavisi alan 49 hastanin tibbi kayitlar retrospektif olarak incelendi.

Bulgular: Hastalarin ortalama yasl 52.9 + 13.6 (26-90) idi. Hastalarin gogu kadindi (45/49, %91,8). Basvuru aninda en sik gortilen
semptom ele gelen kitle idi (n: 22, %44,9). 31 hastaya (%63,3) modifiye radikal mastektomi (MRM), 16 hastaya (%32,6) basit
mastektomi ve 2 hastaya (%4,1) meme koruyucu cerrahi uygulandi. Yedi (%14,2) hastaya sentinel lenf nodu biyopsisi (SLNB) ve
bir hastaya aksiller lenf nodu diseksiyonu yapildi. Invazif duktal karsinom, PH (%89,8) ile gériilen major histolojiyi olusturdu. Lenf
nodu tutulumu (LNI) 29 (%59,2) hastada mevcuttu. Hasta tarafindan fark edilen ele gelen kitle ve 20 mm'nin iizerindeki kitle boyutu
LNI ile istatistiksel olarak iliskiliydi (her ikisi igin p: 0,004). 50 yas dsti, daha dislik hastaliksiz sa§ kalim ile iliskilendirildi (39,2
aya karsi 64,1 ay, p: 0,012). Hastaliksiz sag kalim, Her2 negatif hastalarda daha dsikti (p: 0.002).

Sonug: PH nadir goriilen ancak gdzden kagmamasi gereken dnemli bir hastaliktir. Her2 pozitifligi genellikle meme kanserlerinde
koti prognostik faktor olarak kabul edilmekle birlikte, Her2 negatifli§i olanlarin da PH'de kotii prognoza sahip olabilecegini
disintyoruz.

Anahtar Kelimeler: Erkek meme neoplazmlari, memenin Paget hastaliji, prognoz

the experiences of 49 patients gathered in
a single center related to this rare disease
with the scientific community.

Introduction

Paget's disease of the breast (PD) is a rare
disease of the nipple-areola complex
(NAC), usually an underlying breast
carcinoma is thought to be due to
carcinomatous cell migration to the nipple
via intraepidermal route'. It constitutes
0.5-5% of all breast carcinomas’. PD is
characterized by ulcerated, crusty or scaly
lesions on the nipple or extending to the
areola. It may be difficult to make the
diagnosis at the time of presentation
because mammography can be reported
normally in 50% of cases’. In addition,
some studies have shown that PD may
actually be associated with an underlying
ductal carcinoma or lobular carcinoma®*®.
Biopsy should be done in suspected cases.
After the biopsy, the diagnosis is made
after immunohistochemical staining and
histopathological examinations.
Immunohistochemistry should be done to
differentiate from other intraepidermal
clear cell neoplasms (Bowen's disease,
Pagetoid melanoma)’.

Material and Methods

This is a retrospective case series
including a single institute experience of
Paget’s Disease of Breast. Study which
was conducted in accordance with the
principles of the Declaration of Helsinki.
49 patients who were diagnosed with
Paget’s disease of breast between January
2013 and October 2018 were included.
Inclusion and exclusion criteria are shown
in figure 1. This study was approved by
Baskent University Institutional Review
Board (Project no: KA20/439) and
supported by Baskent University Research
Fund.

Age, histopathological results, surgical
approaches and imaging results were
analyzed from the patient records.
Morbidity and mortality of patients was
obtained from hospital system.

Patients  underwent  either  breast
conserving surgery (BCS) including a
complete excision of the nipple-areola
complex or mastectomy, with or without

The aim of this study is to examine the
diagnosis, treatment and risk factors of
patients with PD of the breast and to share
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sentinel lymph node biopsy and/or axillary
lymph node dissection.

Statistical analyses were performed using
the statistical software package SPSS
version 22.0 (SPSS, Inc. Chicago, IL). The
data were expressed as median and range
for continuous variables. Binary variables
were reported as counts and percentages.
Cross-tab analyses were wused for
sensitivity and specificity calculations.

Categorical variables were compared
using the % test or Fisher’s exact test
where appropriate. The Kaplan—Meier test
was used to identify differences between
curves and in analysis of risk factors for
recurrence. Multivariate analysis
calculated with cox regression test.
Survival was measured from the time of
diagnosis. A p-value of less than 0.05 was
considered statistically significant.

n:2499 Breast

Cancer patients

n:2479 Female

n:2434 Female

n:45 Female Paget
patients

of breast cancer

other pathologies

n:16 Male other
pathologies of
breast cancer

n:4 Male Paget
patients

inclusion

Figure 1. Flowchart of inclusion and exclusion criteria

Exclusion
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Results

Mean age of the patients was 52.9+13.6
(26-90). The majority of the patients were
women with a portio of 91.8% (45/49) The
most frequent symptom at the time of
admission was palpable mass followed by
excoriation of epidermis and skin
dimpling: 22(44.9%), 14 (28.6%) and 7
(14.3), respectively. General
characteristics of patients was summarized
in table 1.

Table 1. Characteristics of Patients

Modified radical mastectomy (MRM) was
performed in 31 patients (63.3%), simple
mastectomy in 16 patients (32.6%) and
breast conserving surgery in 2 patients
(4.1%) was performed. Sentinel lymph
node biopsy (SLNB) was performed in 7
(14.2%) and axillary lymph node
dissection was performed in one patient.
Distribution of surgical approaches were
shown in table 2.

Mean+Std.Dev.

Median (Range)

Age 52.9+13.6 53 (26-90)

N %
Any complaint
Present 47 95.9
Absent 2 4.1
Distribution of Complaints
Wound 14 28.6
Nipple discharge 6 12.2
Palpable Mass 22 44.9
Skin dimpling 7 14.3
Pain 6 12.2
Family History
Present 8 16.3
Absent 41 83.7
Pre-operative Topical Treatment
Present 3 6.1
Absent 46 93.9

Table 2. Surgical approaches
n %

Modified Radical Mastectomy 28 57.1
Modified Radical Mastectomy + Latissimus Dorsi Flap 1 2.0
Modified Radical Mastectomy + Implant 1 2.0
Bilateral Modified Radical Mastectomy 1 2.0
Simple Mastectomy 10 20.4
Simple Mastectomy + Sentinel Lymph Node Biopsy 6 12.2
Breast conserving surgery + Axillary Lymph Node Dissection 1 2.0
Breast conserving surgery + Sentinel Lymph Node Biopsy 1 2.0
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Invasive ductal carcinoma constituted the
major histology concomitant with PD
(89.8%). Lobular carcinoma was the
second frequent histology (18.4%) and all
of them were also accompanied by
invasive ductal carcinoma. Lymph node
involvement (LNI) was present in 29
(59.2%) patients. Palpable mass noticed
by the patient and mass size of >20mm
was statistically associated with LNI in
univariate analysis (p:0.004 for both). LNI
was present in 18/22 (81.8%) of patients
who noticed a palpable mass while in
11/27 (40.7%) who did not. Moreover LNI
rate was 74.2% when mass size was >20
mm and 31.3% when mass size was <20
mm. Besides LNI was not associated with
any of molecular marker expression,
histology or age (p>0.05, for all).

Table 3. Histopathological findings

26 patients continued their follow-up in
our center. Only one of these patients died
of disease in the follow-up thus overall
survival analysis was not performed. Risk
factors were evaluated with univariate
analysis. Age >50 years old was associated
with a lower recurrence free survival
(RFS) (39.2 months vs 64.1 months,
p:0.012). Mass size (>20mm) was also
associated with a clinically lower RFS
(40.6 months vs. 62.5 months) whereas
this difference was not statistically
significant (p:0.055). In analysis of
expression of the molecular markers,
positivity of any molecular marker was not
associated with recurrence. RFS was lower
in Her2 negative patients (p:0.002).
Univariate analyses were summarized in
table 4.

Expression rate of molecular markers

Steroid hormone receptors

Oncoproteins

Intermediate filaments

Tumor suppressors

Distribution of Histologic Results Concomitant with Paget

Invasive Ductal Carcinoma

Ductal Carcinoma Insitu

Invasive Ductal + Invasiv Lobular Carcinoma
Invasive Ductal + Mucinous Carcinoma
Invasive Papillary Carcinoma

Paget’s disease only

n %
ER 12 24.5
PR 12 24.5
Her2 23 46.9
Cyclin D1 31 63.3
Bcl2 27 55.1
Vimentin 12 24.5
Cytokeratin 49 100
P53 30 61.2

34 69.4

3 6.1

9 18.4

1 2.0

1 2.0

1 2.0
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Table 4. Univariate analysis of risk factors for recurrence

Univariate Survival Analysis

Mean Survival 95% CI p-value
(Months-Estimate)
Age (year)
<50 64.1 54.1 74.1 0.012
>50 39.2 27.5 50.9
Mass Size
<20mm 62.5 50.6 74.3 0.055
>50mm 40.6 29.5 51.7

Lymph Node Status

Positive 44.1 33.1 55.2 0.214
Negative 48.2 45.2 71.2

ER
Positive 42.7 31.7 53.7 0.235
Negative 57.0 46.1 67.9

PR
Positive 43.2 32.5 54.0 0.314
Negative 56.3 44.8 67.7

Her2
Positive 58.4 49.7 67.2 0.002
Negative 21.5 16.3 26.7

Cyclin-D1
Positive 58.2 48.2 68.2 0.076
Negative 33.0 20.9 45.1

Bcel-2
Positive 49.2 40.6 57.8 0.751
Negative 51.6 35.7 67.5

Vimentin
Positive 57.6 45.0 70.2 0.548
Negative 45.7 324 59.1

P53
Positive 45.3 35.8 54.8 0.908
Negative 51.0 36.1 65.8
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Discussion

Paget’s disease is a rare disease. It is an
intraepithelial adenocarcinoma that can be
seen in the mammary or extrammary®. In
this study, PD of the breast were analyzed.
PD is more common in the fifth or sixth
decade of life but can also be seen in adults
and elderly’. In our study, our patient
population was compatible with the
literature. PD is more common in females
than males, but it can also be seen in
males. In a review published in the
literature in 2016, only 57 cases of male
Paget's disease were reported so far'®. The
unique aspect of our study from other
studies was that we had 4 patients with
male PD. The most common symptom
may be ulcerated, crusty or scaly lesions in
the nipple that can extend to the areola,
and there may be shrinkage in the nipple,
especially bloody nipple discharge should
be considered'!. Patients often suffer from
pain, itching and burning. For this reason,
patients who apply to dermatology are
treated with atopic dermatitis pre-
diagnosis!*!>. In our series, the most
common reason for application was
palpable mass. There was a decreasing
frequency of application with skin lesions
on the nipple.

Surgery should be considered in the first
place as a treatment’. Mastectomy has
been the standard of care for many years.
In breast conserving surgery (BCS),
maybe preferred in selected patient
group'®!”. In our study, in accordance with
the literature, 2/3 patients had MRM and
14% SLND. BCS was applied to two
patients.

In addition to cytopathology,
immunohistochemical analyzes are used in
the diagnosis of PD'®. Oncoproteins,
tumor suppressors, steroid hormone
receptors, intermediate filaments,
glycoproteins and other proteins are used
for  immunohistochemical  analysis’.
Immunohistochemistry, is useful in
differential diagnosis of PD. Her2 is a

transmembrane growth factor receptor
protein. Its overexpression correlates with
high grade tumors and poorer prognosis.
Cyclin D1 is a nuclear protein associated
with good prognosis. Bcl2 is an outer
mitochondrial membrane protein
associated with good prognosis. P53 is a
tumor suppressor and its overexpression
has been associated with poor prognosis.
Cytokeratins are epithelial tissue proteins
often found in glandular epithelium and
expression in 98-100 % of PD cases.
Vimentin is an intermediate filament
protein its expression is associated with
high tumor invasiveness and metastasis’.
In our study, most of these analyzes were
used for pathological diagnosis.

Approximately 80-90% of cases are
associated with an underlying breast
malignancy in the form of in situ ductal
carcinoma (DCIS) or invasive breast
cancer’. In our present study, invasive
breast cancer accompanied PD in 91.8% of
the patients. Although only PD was
detected in 1 patient, DCIS was detected in
3 patients.

It will be related to the high frequency of
palpable masses that our patients with
lesions> 2 cm have a statistically
significant higher LNI frequency (p =
0.04). However, none of the markers with
positive staining properties detected by
immunohistochemistry could not be found
to be statistically significant with LNI
(p>0.05). In addition, there was no
statistically significant difference between
female PD and male PD in terms of
immunohistochemical positive staining
(p>0.05).

Surveillance in PD patients was generally
low (18). They attributed this to the fact
that PD wusually accompanies another
underlying malignant breast tumor and the
frequency of Her2 positivity’. In our
study, while over 50 years of age were
statistically significant (p: 0.012) as poor
prognostic factors for PD, and although
there was a difference in lesions diameter
over 20 mm, this difference was not
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statistically significant (p: 0.055). In
addition, interestingly, unlike the
literature, it was determined that patients
with Her2 positivity status were better in
surveillance and this difference was
statistically significant (p: 0.002). This
difference: we attribute the fact that our
male patients, whom we know had a worse
prognosis for breast cancer, were Her2
negative in our study.

Our study has some limitations. First of
all, factors such as the fact that it is a
retrospective study and that 23 patients do
not follow-up in our center reduce the
quality of our study, but the investigation
of risk factors for PD in terms of
surveillance is unique in that the number
of male PD patients in our study is higher
than similar studies in the literature.

Conclusion

In conclusion, although PD is rare, it is an
important disease that should not be
missed. Even if imaging methods do not
detect any pathology in the breast, it is still
seen that physical examination is very
important in this disease. We think that the
breast examination of the patients who
apply to us with breast disease should
definitely be done and the nipple should be
evaluated carefully during the
examination. In addition, it should be kept
in mind that PD can also be seen in men.
Although Her2 positivity is generally
considered as a poor prognostic factor in
breast cancers, we think that those with
Her2 negativity may also have a poor
prognosis in PD.
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Amag: Galismamizda, mevcut literatiir verilerinden yola ¢ikilarak ileri evre ve metastatik Kiigiik Hiicre Disi Akciger Kanserinde
uyguladigimiz 4 farkl kemoterapi kombinasyonlarinin etkinliklerinin ve toksisitelerinin karsilastirimasi amaglanmistir.

Gereg ve Yontem: Galismamiza, Ocak 2000 ile Ocak 2007 tarinleri arasinda Uludag Universitesi Tip Fakiiltesi i Hastaliklari Anabilim
Dali Tibbi Onkoloji Bilim Dalinda, platinum igeren 4 farkli kombinasyon tedavisi (gemsitabin/sisplatin, paklitaksel/karboplatin,
etoposid/sisplatin ve dosetaksel/sisplatin) uygulanmis, ECOG (The Eastern Cooperative Oncology Group) performans skalasi 0-
1 olan, ileri evrede (evre IlIB, evre IV) toplam 91 hasta dahil edildi. Tedavilerin yan etkileri, hematolojik olan ve hematolojik olmayan
yan etkiler olarak belirlendi. Tedaviye yanitin degerlendiriimesinde WHO yanit kriterleri kullanildi ve bunlar sagkalim analizleri ile
degerlendirildi.

Bulgular: Galisma sonucunda kemoterapi rejimleri arasinda yanit oraninda, progresyonsuz sagkalimda ve ortalama genel sagkalimda
istatistiksel olarak anlamli fark saptanmazken, 1 yillik safkalimda dosetaksel/sisplatin tedavisinin gemsitabin/sisplatin tedavisine
oranla avantaj sagladij tespit edildi (p<0.05). Gruplar arasinda hematolojik olmayan yan etkilerde anlamli fark bulunmazken,
hematolojik yan etkilerden anemi; etoposid/sisplatin koluna gére paklitaksel/karboplatin kolunda ve trombositopeni de diger kollara
gore gemsitabin/sisplatin kolunda istatistiksel olarak anlamli yiiksek bulundu (p<0.05).

Sonug: Sonug olarak simirli sayida hastalar ile yapiimis calismamizda 4 farkli platinum kombinasyon tedavileri iginde
dosetaksel/sisplatin  kombinasyonun goreceli olarak uygun bir tolerabiliteye ve daha stin bir etkinlie sahip oldugu
distintlmistir. Prognozu oldukga kétl olan bu hasta grubunda optimal tedavi rejiminin belirlenmesi igin daha fazla vaka sayisl
iceren, prospektif alismalarin gergeklestiriimesi kanaatine variimistir,

Anahtar Kelimeler: Kigiik hicre disl akciger kanseri, sistemik kemoterapi, sisplatin.
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Abstract

Objective: In our study, it was aimed to compare the efficacy and toxicity of 4 different chemotherapy combinations applied in
advanced stage and metastatic Non-Small Cell Lung Cancer based on current literature data.

Materials and Methods: There were 4 different types of combinations containing platinum therapy (gemcitabine/cisplatin,
paclitaxel/carboplatin, etoposid/cisplatin and docetaxel/cisplatin) applied in advanced stages (stage IIIB, stage IV), with ECOG (The
Eastern Cooperative Oncology Group) Performance Score 0-1, to 91 patients in total between January 2000 and January 2007
in Uluda§ University, Department of Internal Medicine . Two kinds of side effects of the treatment are considered as the
hematological and non-hematological side effects. WHO response criteria were used to evaluate the response to treatment, and
these were evaluated with survival analyzes.

Results: Statistically there is no significant difference observed at progression free survival and overall survival of patients. On the
other hand, in 1 year survival rates docetaxel/cisplatin treatment is more superior than gemcitabin/cisplatin treatment (p<0.05).
There were no significant differences found among the group of non-hematological side effects, in hematological side effects
anemia observed more in paclitaxel/cisplatin treatment than etoposid/cisplatin treatment and thrombocytopenic observed more in
gemcitabin/cisplatin treatment comparing to other types of treatments.

Conclusion: As a result, applying four different platinum combinations to a limited number of patients in our study
docetaxel/cisplatin is considered as relatively more efficient than other platinum combinations. In order to determine the optimal
treatment protocol for this group of patients have poor prognosis, more number of cases should be included, also the conviction
was the realization of prospective studies.

Keywords: Non-small cell lung cancer, systemic chemotherapy, cisplatin

Giris

Akciger kanseri tiim diinyada en g¢ok Akciger kanserinde histolojik  tipin

goriilen malignitedir ve goriilme siklig1
giderek artmaktadir'. ABD’nde erkeklerde
en stk Olim nedeni olan akciger
kanseri,1980°de erkeklerde pik yaptiktan
sonra azalirken, kadinlarda ise artmaya
baglamistir. Bu artis kadinlarda sigara
icme sikliginin artist ile
iliskilendirilmistir!.

Akciger kanseri tiim diinyada oldugu gibi
ilkemizde de en sik goriilen ve Oliime
neden olan kanserler arasindadir. Saglik
Bakanligi Kanser Daire Baskanligi’nin
2012 yili verilerine gore akciger kanseri
iilkemizde tiim niifus ve erkeklerde en sik
goriilen kanser tipidir; kadinlarda ise
besinci  sikliktadir.  Erkeklerde tiim
kanserlerin  %21,8’ini, kadinlarda ise
%4,9’unu  olusturmaktadir. Tiirkiye’de
akciger kanserinin yasa standardize
insidans hizi erkeklerde 100,000°de 60.4,
kadinlarda ise 100.000’de 9,3 olarak
bildirilmektedir?.

belirlenmesinde en 6nemli nokta; kiiciik
hiicreli akciger kanseri (KHAK) ile kiigiik
hiicre dis1 akciger kanserinin (KHDAK)
ayriminin yapilmasidir. Ciinkii bu gruplar,
tedavi modalitesi acisindan farklilik
gostermektedirler. KHDAK i¢in major
histolojik gruplar; adenokarsinom, yassi
epitel hiicreli karsinom ve biiyiik hiicreli
karsinomdur.

Yeni tant konulan akciger kanserli olgu
sayisinin 2012 yilinda 1,8 milyon oldugu
tahmin edilmektedir. Tiim diinyada her yil
yaklasik 1,6 milyon kisinin bu hastaliktan
oldiigii tahmin edilmektedir'. Akciger
kanserine bagli dliimlerin orani, diger en
stk goriilen lic kansere bagli (meme,
prostat, kolon) 6liim oraninin toplamindan
daha fazladir®. Ulkemizde 2001 yilinda ilk
defa topluma dayali olarak hesaplanan
insidans, erkeklerde 61.6/100.000 ve
kadinlarda 5.1/100.000"dir". Ayni
calismada akciger kanseri erkeklerde en
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sik goriilen kanser tipi olup, kadinlarda
siklik acisindan 7. sirada bulunmustur.

Evre IV (metastatik) kiigiik hiicre dis1
akciger kanseri sistemik bir hastalik
oldugundan, birincil tedavisi sistemik
kemoterapidir. Tedavi secenekleri destek
tedavisi, kemoterapi ve
kemoradyoterapidir. Genel destek tedavisi
ile ortalama yasam siiresi 5 aydir® ve 1
yillik yasam siiresi de yaklasik %10’ dur®.
Verilen kemoterapinin ana amaci, kiir
saglamak olmayip, semptomlarin
palyasyonu ve sagkalimin uzatilmasi
amacin1  giitmektedir. Nadiren soliter
metastazli olgularda, primer lezyona ve
metastatik lezyona yonelik cerrahi ve

kiiratif amacli lokal tedaviler
uygulanabilir.
Caligmamizda, mevcut literatiir

verilerinden yola ¢ikilarak ileri evre ve
metastatik KHDAK’nde uyguladigimiz 4
farkli kemoterapi kombinasyonlarinin
etkinliklerinin ve toksisitelerinin
karsilagtirilmasi boylece bu hastalarda en
uygun ilag tedavisinin belirlenmesi
amaclanmistir.

Gereg ve Yontem

Caligmaya Ocak 2000 ile Ocak 2007
tarihleri arasinda Uludag Universitesi Tip
Fakiiltesi I¢ Hastaliklar1 Anabilim Dali
T1bbi Onkoloji Bilim Dalinda, evre IIIB ve
evre 1V kiiciik hiicre dig1 akciger kanseri
(KHDAK) nedeniyle platin bazli ilk hat en
az 2 kemoterapi alan hastalar dahil edildi.
Olgulara ait bilgiler retrospektif olarak
arsiv dosyasi taranarak dokiimente edildi.

Caligmaya  dahil edilen hastalarin
demografik 6zellikleri, tiimoriin histolojik
tipi, hastaligin  evresi, uygulanan
kemoterapi protokolii, siklus sayisi,
kemoterapiye bagli gozlenen yan etkiler,
timoriin  tedaviye yamiti gibi verileri
kaydedildi. Timoriin  histolojik  tipi
adenokarsinom, yassi hiicreli karsinom ve
diger tipler olarak 3 grupta incelendi.

Caligmaya  dahil edilen hastalarin
performans durumu ECOG (The Eastern
Cooperative Oncology Group) performans
skalasi ile degerlendirildi. Uzak metastazi
olan hastalardan kemoterapi dncesi uzak
metastaza yonelik lokal tedavi (cerrahi
ve/veya radyoterapi) alarak durumu stabil
hale gelmis hastalar dahil edildi.
Tedavilerin etkinligi acisindan cevap
oranlar1 disinda sagkalim analizleri de
yapilarak gruplar karsilastirildi.

Progresyonsuz  sagkalim: Kemoterapi
baslangicindan progresyon tespit edilene
kadar gecen siire veya progresyon
olmadan bagka bir sebeple kaybedilen
hastalarda 6liim tarihine kadar gegen siire
olarak belirlendi.

Genel sagkalim: Tani anindan hastanin
olimiine veya yasayan hastalar i¢in son
takip vizitine kadar gecen siire olarak
belirlendi.

[lIk hat tedavide kliniklerde en sik
uygulanan 4 farkli platin-bazli ikili
kombinasyon tedavisinin karsilagtirilmasi
planlandi.

Dosetaksel/Sisplatin  (DC)  kolundaki
hastalara;

Dosetaksel; 75 mg/m?, 1. giin (%0,9 NaCl
icinde 60 dakikalik I'V infiizyon)

Sisplatin; 75 mg/m?, 1. giin (%0,9 NaCl
icinde 3 saatte IV infiizyon)

Paklitaksel/ Karboplatin (PCb) kolundaki
hastalara;

Paklitaksel; 175 mg/m? 1. giin (%5
dekstroz i¢inde 3 saatte IV infiizyon)

Karboplatin; 6 AUC (Egri altindaki alan),
1. glin (%0,9 NaCl icinde 1 saatte 1V
infiizyon)
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Gemsitabin/ Sisplatin  (GC) kolundaki
hastalara;

Gemsitabin; 1250 mg/m?, 1. ve 8. giin

Sisplatin; 75 mg/m?, 1. giin (%0,9 NaCl
icinde 3 saatte IV infiizyon)

Etoposid/  Sisplatin  (EC)  kolundaki
hastalara;

Etoposid; 100 mg/m?, 1. ve 3. giin (%0,9
NaCl i¢inde 1 saatte IV infiizyon)

Sisplatin; 75 mg/m?, 1. giin (%0,9 NaCl
icinde 3 saatte IV infiizyon)

Kemoterapi Oncesi sisplatin alan hastalara
uygun  hidrasyon ile  anti-emetik
premedikasyon yapildi. Taksan tedavisi
alan hastalara yine anti-emetik ve
deksametazon ile premedikasyon
uygulandi.

Hastalarda doz kisitlayict yan etkiler
(bobrek  yetmezligi, trombositopeni,
noropati,miyelosiipresyon) goriildiigiinde
uygun doz modifikasyonu yapilarak,
tedaviye devam edilirken ciddi yan etkiler
goriilen  hastalarda  gerekli  tedavi
degisikligi yapildi. Calismaya alinan
hastalarin en az 2 kez kemoterapi almis
olmasi gerekliydi. 3 kemoterapi sonrasi ve
en az 2 kiir sonrasi tedaviye bagli ciddi yan
etkiler gelisip tedavisi sonlandirilmak
durumunda kalan hastalar da goriintiileme
yontemleri ile degerlendirilip tedaviye
yanitlar1 belirlendi.

“Ulusal Kanser Enstitiisii Ortak Toksisite
Kriterleri, versiyon 2”ye gore kemoterapi
yan etkileri derecelendirildi ve yan etkiler
hematolojik olan ve olmayan olarak 2 grup
halinde degerlendirildi.

Tedaviye yanitin degerlendirilmesinde
asagida Ozetlenen WHO yanit kriterleri
kullanilds®,

Tam yanit:

Fizik  muayene  veya  radyolojik
goriintliileme ile en az 4 hafta tiimoriin
tamamen kaybolmasi

Parsiyel yanit:

Iki boyutlu 8lgiilebilen lezyonlarda < %50
kiiciilme

Tek boyutlu dlgiilebilen lezyonlarda <
%30 kiiglilme

Stabil hastalik:

Olgiilebilen lezyonlarda <%50 kiigiilme
veya < %25 biiylime

Progresyon:
Lezyonlarda > %25 biiylime
Toplam yanit (cevap orany):
Tam yanit ve parsiyel yanitlarin toplami

Hastalara uygulanmis olan 4 farkl birincil
kemoterapi tedavilerinde; (gemsitabin
+sisplatin, paklitaksel+karboplatin,
dosetaksel+sisplatin ve sisplatin
+etoposid) kemoterapi sonrast timor
yaniti, yan  etkiler, progresyonsuz
sagkalim, genel sagkallm ve 1 yillik
sagkalim verileri karsilastirildi.

Istatistiksel Analiz:

Tim istatistiksel analizler i¢in SPSS for
Windows 15.0 istatistik paket programi
kullanildi. Demografik o6zellikler, evre,
timor  histolojisi  gibi  6zelliklerin
karsilagtirilmasi i¢in Pearson Ki-kare ve
Fisher’in kesin Ki-kare testleri yapildi.
Kemoterapi gruplart ve yas faktoriiniin
karsilagtirilmasinda tek yonlii varyans
analizi yapildi. Progresyonsuz sagkalim ve
genel sagkalimin kemoterapi gruplarinda
karsilagtirilmasi i¢in Kaplan-Meier analizi
yapildi ve sonuglarin karsilastirilmasinda
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log-rank  testi  kullanildi.  Sagkalim
sonuglar1 ortalama deger ve parantez
icinde %95 giiven aralig: ile belirtildi ve

Bulgular

Calismaya 8 (%38,8) kadin, 83 (%91,2)
erkek olmak iizere toplam 91 hasta alindi.
Ortalama yas GC kolunda 59.13 + 10.138
(38-79), PCb kolunda 58.56 + 9.108 (43-
74), EC kolunda 57.28+7.101 (45-71), DC
kolunda 55.05 +9.003 (3069) olup, %27,5
(25) hastada evre IIIB ve %72,52 (66)
hastada evre IV hastalik tespit edildi.
Histolojik olarak 3 gruba alinan hastalarin
41’1 (%45,1) adenokarsinom, 36’s1
(%39,6) yasst epitelyum hiicreli karsinom
ve 140 (%15,4) diger gruptandir.
Hastalarin demografik o6zellikleri, timor
evreleri ve histolojik alt tipleri ve tedavi
kollarina gore dagilimlar1 tablo 1°de
Ozetlenmistir. Tablo 2’de de kemoterapi
yanit iligkisi verilmistir.

karsilagtirmada p<0.05 olan degerler
istatistiksel olarak anlamli kabul edildi.

Hastalarin kemoterapi kollarina gore
dagilimi;  gemsitabin/sisplatin =~ (GC)
kolunda 16 hasta (%17,6),
paklitaksel/karboplatin (PCb) kolunda 27
hasta (%29,7), etoposid/sisplatin (EC)
kolunda 29 hasta (%31,9),
dosetaksel/sisplatin (DC) kolunda 19 hasta
(%20,9) seklindedir. Hastalarin
%30,7°sinde  beyin = metastaz1 = ve
%16,4’tinde kemik metastazi mevcuttur.

Tedavi  prensiplerinin  Tablo 1’da
Ozetlenen parametrelere gore dagilimi igin
yapilan tek yonlii varyans analizinde
gruplar arasinda yas acisindan fark
saptanmazken (p=0.482) GC ve PCb
kollarinda  histolojik  alt  tiplerin
dagiliminda (p=0.03) ve PCb ve DC
kollarinda cinsiyetlerin dagiliminda fark
saptand1 (p=0.024).

Tablo 1 Hastalarin demografik 6zelliklerinin tedavilere gore dagilimi

GC PCb EC DC Toplam
Yas
Ortalama 59.13 58.56 57.28 55.05 57.52
Yas aralig1 (min-maks) 38-79 43-74 45-71 30-69 30-79
Cinsiyet
Kadin (n, %) 0 0 4 (50) 4 (50) 8
Erkek (n, %) 16 (19,2) 27%(32,5) 35(42,1) 15(18,0) 83
Evre
Evre 3B (n) 3 11 6 5 25
Evre 4 (n) 13 16 23 14 66
Histoloji
Skuaméz (n) 7 10 10 9 36
Adenokarsinom (n) g** 14 11 7 41
Diger (n) 0 3 8 3 14

P: paklitaksel; C: sisplatin; G: gemsitabin; Cb: karboplatin; E: Etoposid; D: dosetaksel

* PCb kolu, DC kolu ile karsilastirildiginda p<0.05, ** GC kolu, PCb kolu ile karsilastirildiginda p<0.05
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Tablo 2 Kemoterapi yanit iliskisi

Yanit GC PCb EC DC Toplam
(n) (16) 27 (29) 19) oD
Tam yanit 0 (0) 1 (3.7) 0 (0) 2 (10.5) 3(3.3)
(n, %)

Parsiyel yanit 3 (18.8) 5(18.5) 4 (13.8) 4 (21.1) 16 (17.6)
(n, %)

Stabil hastahik 5(@1.3) 9(33.3) 10 (34.5) 4(21.1) 28 (30.8)
(n, %)

Progresyon 8 (50) 12 (44.4) 15 (51.7) 9(474) 44 (48.4)
(n, %)

Toplam yanit %38,8 22.2 13.8 31.6 20.9
(%)

P: paklitaksel; C: sisplatin; G: gemsitabin; Cb: karboplatin; E: Etoposid; D: dosetaksel n: hasta say1s1

Toksisite analizi: Kemoterapilere bagl
yan etkiler hematolojik ve hematolojik
olmayan olarak 2 ana grupta incelendi.

Hematolojik  yan  etkiler ldkopeni,
ndtropeni, anemi, trombositopeni ve febril
notropeni olarak degerlendirildi. Bu yan
etkiler derecelendirilip grade % olanlar
gruplar arasinda karsilagtirildi.  GC
kolunda 9 (%43,8), PCb kolunda 13
(%51,9), EC kolunda 16 (%44,8), DC
kolunda ise 10 (%47,4) hastada grade %
16kopeni gozlendi. GC kolunda 8 (%50),
PCb kolunda 13 (%48,1), EC kolunda 16
(%55,2), DC kolunda 10 (%52,6) hastada
grade % notropeni gozlendi. GC kolunda 2
(%12,5), PCb kolunda 4 (%14,8) hastada
grade % anemi gozlenirken EC ve DC
kolunda grade ¥ anemi gézlenmedi (Tablo
3). Sadece PCb ve EC kolunda anemi
acisindan istatistiksel anlamlilik saptandi
(p=0.048). GC kolunda 6 (%37,5), PCb
kolunda 1 (%3,7), EC kolunda 1 (%3.,4),
DC kolunda 1 (%5,3) hastada grade %
trombositopeni gbzlendi. Yapilan

istatistiksel analizde trombositopeni GC
kolunda; PCb kolu, EC kolu ve DC kolu
kemoterapi rejimleri ile
karsilagtirildiginda anlamli olarak yiiksek
bulundu (sirasiyla p=0.007, p=0.005,
p=0.032).

Hematolojik  olmayan yan etkiler;
halsizlik, bulant1 kusma, néropati, diyare,
renal yetmezlik, alerjik reaksiyon, kardiak
yan etkiler, karaciger yetmezligi ve
serebrovaskiiler ~yan etkiler olarak
degerlendirildi (Tablo 4). Hastalarda
kemoterapiye bagli alerjik reaksiyon,
karaciger hasar1 ve serebrovaskiiler
sisteme ait yan etki gdzlenmedi. Grade %
diyare dort kemoterapi kolunda da
gozlenmedi. En sik yan etki olarak
kemoterapi sonrasi halsizlik bulundu. Bu
semptom GC kolunda 5 hastada (%31,3),
PCb kolunda 8 hastada (%29,6), EC
kolunda 9 hastada (%31), DC kolunda ise
5 hastada (%26,3) gozlendi (p>0.05). Yine
gruplar arasinda bulanti, kusma, noropati,
nefrotoksisite agisindan fark saptanmadi.
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Tablo 3 Grade % hematolojik yan etkilerin karsilastirilmasi

Yan etkiler
(Grade %)

Lokopeni
(n, %)

Notropeni
(n, %)

Anemi
(n, %)

Trombositopeni
(n, %)

Febril notropeni
(n, %)

GC PCb EC DC Toplam
9 (43.,8) 13 (51,9) 16 (44,8) 10 (47,4) 43 (47,3)
8 (50) 13 (48,1) 16 (55.,2) 10 (52,6) 47 (51,6)
2 (12,5) 4(14,8) * 0 (%0) 0 (%0) 6 (6,6)
6 (37,5 ** 13,7 1 (3.4) 1(5.3) 9(9,9)
4 (25) 7(25.9) 10 (34,5) 6 (31,6) 27 (29,7)

P: paklitaksel; C: sisplatin; G: gemsitabin; Cb: karboplatin; E: Etoposid; D: dosetaksel n: hasta say1s1 *PCb kolu ile EC
karsilastirildiginda p=0.048 **GC kolu diger 3 tedavi kolu ile karsilastirildiginda sirasiyla p degerleri; p=0.007,

p=0.005, p=0.032

Tablo 4 Hematolojik olmayan grade % yan etkilerin karsilastirilmasi

Yan etki
(grade %)

Halsizlik
(n, %)

Bulanti
(n, %)

Kusma
(n, %)

Noropati
(n, %)

Renal
(n, %)

Kardiak
(n, %)

GC PCb EC DC Toplam
5(31.3) 8 (29.6) 9(31) 5(26.3) 27 (29.7)
2 (12.5) 4 (14.8) 4(13.8) 4(21.1) 14 (15.4)
2 (12.5) 4 (14.8) 3 (10.3) 4(21.1) 13 (14.3)

1(6.3) 4 (14.8) 0 (0) 1(5.3) 6 (6.6)

0 (0) 0 (0) 2 (6.9) 2 (10.5) 4 (4.4)

0 (0) 0 (0) 1 (3.4) 0 (0) 1(1.1)

P: paklitaksel; C: sisplatin; G: gemsitabin; Cb: karboplatin; E: Etoposid; D: dosetaksel n: hasta sayis1
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Sagkalim analizi: Ortalama progresyonsuz
sagkalim; GC kolunda 3 ay (%95 giiven
araligr 0.000-6.118), PCb kolunda 4,8 ay
(%95 giiven araligit 3.417-6.183), EC
kolunda 4,2 ay (%95 giiven aralig1 2.770-
5.630), DC kolunda 4,2 ay (%95 giiven
aralifi  0.000-9.888) olarak bulundu.
Kemoterapi kollar1 arasinda hastaliksiz
sagkalimda istatistiksel olarak anlamli
fark saptanmadi (p=0.931) (sekil 1).

Ortalama genel sagkalim; GC kolunda 8
ay (%95 giiven araligi, 5.77910.221), PCb
kolunda 11,5 ay (%95 giiven aralig1 7.098-
15.092), CE kolunda 11 ay (%95 giiven
aralig1 9.250-12.750), DC kolunda 12,2 ay
(%95 giliven araligr 1.487-22.913) olarak

Tablo 5 Kemoterapi kollarina gore sagkalim

bulundu. Kemoterapi kollar1 arasinda
genel sagkalimda istatistiksel olarak
anlamli fark saptanmadi (p=0.115) (Sekil
2).

Bir yillik sagkalim oranlari GC kolunda
%18,8, PCb kolunda %37, EC kolunda
%37,9, DC kolunda %52,6 olarak
bulundu. GC kolu ile DC kolu
karsilagtirildiginda  istatistiksel  olarak
anlaml fark saptanirken (p=0.039), diger
kollar arasinda anlamli fark saptanmadi.

Gruplar arasinda ortalama genel sagkalim,
progresyonsuz sagkalim ve 1 yillik
sagkalim tablo 5’te 6zetlenmistir.

GC PCb EC DC
Progresyonsuz ortalama sagkalim (ay) 3 4.8 4.2 4.2
Ortalama sagkalim (ay) 8.0 11.5 11.0 12.2
1 yillik sagkalim (%) 18.8* 37 37.9 52.6

* 1 y1llik sagkalimda GC kolu ile DC kolu karsilastirildiginda p=0.039
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Sekil 2 Kemoterapi rejimlerinin genel sagkalim ile iliskisi.
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Tartlsma

Akciger kanseri en sik goriilen ve
mortalitesi en yiliksek olan kanserlerin
basinda gelmektedir®*. Kiiciik hiicre dis1
akciger  kanserleri, tim akciger
kanserlerinin %80’den fazlasini olusturur.
Calisma sonucunda kemoterapi rejimleri
arasinda yanit oraninda, progresyonsuz
sagkalimda ve ortalama genel sagkalimda
istatistiksel olarak anlaml fark
saptanmazken, 1 yillik sagkalimda
dosetaksel/sisplatin tedavisinin
gemsitabin/sisplatin  tedavisine oranla
avantaj sagladig: tespit edildi.

Akciger kanserli hastalarin %85 inden
fazlast bagvuru sirasinda  inoperabl
durumdadir. inoperabl ileri evre ve
metastatik (evre I1IB ve evre IV) KHDAK
hastalarda  birincil  tedavi  sistemik
kemoterapidir. Bu evrelerde hastanin
tedavi seceneginin belirlenmesinde en
onemli faktér hastanin  performans
durumudur’. Performans durumu ECOG
0-1 olan olgularda standart tedavi
kemoterapi kombinasyonudur!®.
Performans durumu 2 olan olgularda
prognoz kotiidiir ve ortalama sagkalim 4
aydir''.  Bu  hastalarda  genellikle
kemoterapi uygulamasi miimkiin
olmamaktadir ve calismalarda da bu
gruplar  genellikle ¢alisma  disina
alinmaktadir. Bizim ¢alismamizda bu
nedenle performans durumunun sagkalim
lizerine istenmeyen etkisini en aza
indirgemek amaciyla performans durumu
2 olan hastalar dahil edilmemistir.

Yapilan meta-analizlerde ikili
kombinasyon tedavileri, tekli kemoterapi
tedavisi ile karsilastirildiginda yanit ve
sagkalim acisindan daha iyi sonuclar elde
edildigi bildirilirken, 3’li ilag
kombinasyonlar1 incelendiginde yanit
oranini arttirabilecegi ancak sagkalima
etkisi olmadigr ileri  siiriilmiistiir'.
Caligmamizda, bu c¢alismalardan yola
cikarak gilinlimiizde standart kabul edilen

platin bazli ikili kombinasyon tedavileri
incelenmesi planlanmistir.

Platin bazli (sisplatin, karboplatin)
kombinasyonlar sagkalima etkisi oldugu
bulunan ilk tedaviler olup, 1996
“’American Society of  Clinical
Oncology’ninde’’ (ASCO)
desteklemesiyle standart tedavide yerini
almistir'>!4. Sisplatinin  modern 3.
jenerasyon ilaglarla kombinasyonuyla
ortalama sagkalim 8-10 aya ve 1 yillik
sagkalim da 9%35’e yiikselmistir.(13)
Yapilan ¢alismalarda bu oranin ECOG PS
0-1 olan hastalarda smirli  oldugu
saptanmistir’>. Caligmamizda platinlerle,
3. jenerasyon ilaclar1 kombine eden
gruplarda (GC, PCb, DC) 8-12,2 ay
ortalama genel sagkalim siireleri ve
%18,8-52.6 ay 1 yillik sagkalim oranlar1
elde edilmis olup bu veriler literatiir
verileri ile uyumludur.

Literatiirde karboplatin ve sisplatin bazl
kemoterapileri karsilagtiran metaanalizler
mevcuttur'.  Burada  6nemli  olan
konulardan birisi sisplatine gore daha
diisiik emetojenite ve nefrotoksisite riski
olan karboplatinin sisplatine esdeger etki
saglayabilip saglayamadigidir. Bir meta-
analizde sisplatinin 3. jenerasyon ilaclarla
kombinasyonu, karboplatinin
kombinasyonuna gore sagkalimda sadece
sinirh bir {istiinliik gosterilebilmis olup'”,
bu gozlem diger bagka bir ¢alisma ile de
desteklenmistir'®. Yine bu c¢alismalar
sonucunda sisplatin  bazli rejimlerin
karboplatin bazli rejimlere gore yanit orani
acisindan ¢ok az bir lstiinliigi oldugu
sdylenebilir. Ugiincii jenerasyon ajanlarin
(gemsitabin  veya  taksanlar  gibi)
sisplatinle uygulanmasimin, karboplatin
bazli tedavilere gore genel sagkalimda
istatistiksel olarak anlamliliga ulagmayan
avantajli oldugu gosterilmistir'®.
Calismamizda karboplatin kullanilan PCb
grubu ile sisplatin kullanilan diger ii¢ grup
arasinda yanit oranlar1 ve ortalama
sagkalim acisindan fark olmamasi literatiir
verileri ile uyumludur. ECOG 1594
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calismasinda, calismamiza benzer sekilde
PCb kolu ile GC, DC, PC kollar1 arasinda
yanit orani ve ortalama sagkalim arasinda
fark bulunmamistir?®. Bu sonuglar birlikte
degerlendirildiginde = karboplatinin 3.
jenerasyon bir ilagla birlikte (paklitaksel
gibi) kullanildiginda sisplatine alternatif
olabilecegini gdstermektedir. Onemli olan
ikinci nokta, platin grubu ilaca en iyi eslik
edecek 3. jenerasyon ilacin hangisi
oldugudur. ik  hat kemoterapide
gemsitabinin etkinligi, yapilmis 2 caligma
ile gosterilmistir. Bu ¢alismalardan
birincisi; bes yliz yirmi iki hastay1 iceren
bir faz III randomize ¢aligsmasiyla,
gemsitabin/sisplatin (GC) ikili tedavisi,
sisplatin tekli tedavisi ile karsilastirilmis
ve kombinasyonun tekli tedaviye gore
yanit oraninda ve sagkalimda daha {istiin
oldugu bulunmustur?'. kinci calisma ise
klasik bir tedavi olan etoposid/sisplatin
(EC), GC ile karsilastirilmis ve GC
kolunda daha iyi yanit orani ve genel
sagkalim elde edilmistir’?. Bu ¢alismalar
sonucunda  gemsitabin/sisplatin  ikili
tedavisi ilk hat kemoterapi tedavisinde
yerini almistir. Bu iki ilacin beraber
kullaniminda artan ortak bir yan etki
olmadigindan ilaglar tam doz
kullanilabilmektedir. Hatta farkli ve
potansiyel sinerjistik etki mekanizmalari
oldugu da  gosterilmistir®.  Bizim
calismamizda da istatistiksel anlamli fark
olmasa da GC kolunda EC koluna gore
daha iyi yanit oran1 saptanmistir (%18,8’e
karst %13,8). Vaka sayisinin artimi ile
istatistiksel anlamlilia ulasabilecegini
diisiindiigiimiiz bu farkin literatiire paralel
oldugunu diistinmekteyiz.

Ucgiincii jenerasyon ilaglardan en umut
verici olanlardan birisi de dosetakseldir.
Faz III, TAX 326 c¢alismasinda; standart
sisplatin/vinorelbin (VO) tedavisi
dosetaksel/sisplatin (DC) ve
dosetaksel/karboplatin (DCb) ile
karsilagtirllmis  ve  dosetaksel igeren
tedavilerde daha iyi tolerans ve hayat
kalitesi gdzlenmistir**. DC tedavisi ile
sagkalimda standart tedaviye oranla

istatistiksel olarak anlaml fark
saptanmistir (11,3 ay ile 10,1 ay;
p=0.044). Bu calismada DC kolunda %46
olarak saptanan 1 yillik sagkalim bizim
calismamizda %52,6 olarak saptanmistir.
DC kolunda saptanan %31,6 cevap orant
ile ayn1 sonucu elde etmemizin nedeni
performans durumu 0-1 olan hastalarin
almmasi1 ve ilaglarin aymt doz ile
uygulanmast gibi benzer metodoloji
kullanim1 olabilir. Bizim c¢alisgmamizda
istatistiksel olarak anlamli ¢ikmasa da DC
kolunda diger 3 gruba gore yiiksek total
yanit oranlari, genel sagkalim oranlar1 ve
istatistiksel olarak anlamli bulunan 1 yillik
sagkalim avantaji ile yukardaki ¢aligmay1
desteklemektedir. Sonugta ileri evre ve
metastatik KHDAK vakalarinda DC
tedavisi tolerabl ve muhtemelen diger bazi
platin+ 3. jenerasyon ilag
kombinasyonlarina tistiindiir.

Yapt olarak c¢alismamiza  oldukca
benzeyen ECOG 1594 caligmasi ileri evre
KHDAK tedavisinde énemli bir asamay1
gerceklestirmistir (20). Bu randomize faz
III ¢aligmas1 olan ECOG 1594°te GC, DC,
PCb tedavileri; c¢alismanin  standart
protokolii olan paklitaksel/sisplatin (PC)
tedavisi ile karsilastirilmistir. Toplam
1200 hastada cevap orani, ortalama
sagkalim ve 1-2 yillik sagkalim agisindan
fark  bulunmazken, GC kolunda
progresyonsuz sagkalimda Onemli bir
avantaj  saglanmustir’.  Kemoterapiye
yanit  incelendiginde, toplam  yanit
oranlari; GC kolunda %21, DC kolunda
%17,3 ve PC kolunda %21,3, PCb kolunda
%15,3 olarak bulunmus olup, istatistiksel
olarak anlamli bulunmamastir.

TAX 326** ve SWOG 9509%° calismalari,
ECOG 159420 calismasi ile
karsilastirildiginda  cevap oram1i  ve
ortalama sagkalim bakimindan daha iyi
sonuglar elde edilmistir. Bizim
calismamizda da cevap orani
incelendiginde, DC kolunda elde ettigimiz
cevap orant %31,6 ECOG 1594°e gore
daha yiiksek bulunmus olup, diger 3 kolun
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cevap oranlar1 faz III ¢alisma verileri ile
olduk¢a  benzerdir. Vaka sayisinin
arttirilmasi durumunda daha da netlesecek
olan bu numerik farklarin ileri ¢aligsmalarla
daha ayrintili incelenmesi gerekmektedir.
PC kolu ile karsilastirildiginda grade %
trombositopeni, anemi ve renal toksisite,
GC kolunda istatistiksel anlamli olarak
yliksek bulunmustur. Bizim ¢alismamizda
da trombositopeni kemoterapi kollar1
arasinda karsilastirildiginda GC kolunda
diger tedavi kollarindan anlamli yiiksek
bulundu. Ancak yaptigimiz ¢alismada
uygulanan GC rejimini ECOG 1594
calismasiyla karsilastirirsak; sisplatin ayni
doz ve protokolle uygulanirken ECOG
1594°te gemsitabin 1000 mg/m?* 1+8+15
giin olarak daha yiiksek kiimulatif dozda
uygulanmistir. Bu durum GC rejiminin
uygulanmasi sirasinda trombositopeniye
dikkat edilmesi gerektigini
gostermektedir. ECOG 1594 ¢aligmasina
gore, TAX 326 calismasi ve calismamizda
daha iyi sonug¢ elde edilmesinin nedeni
ECOG c¢alismasinda evre IV hastalarin
oraninin (ECOG 1594: % 87, TAX 326:%
66.6, calismamizda:% 72.5) daha fazla
olmasi olabilir. Bu ¢alismalarin verileri ve
calismamizin  sonuglar1  birlikte  ele
alindiginda platinum+3. jenerasyon ilag
kombinasyonlarinin benzer etkide oldugu
goriilmektedir. Faz III c¢alisma verisi
olarak bir platin+3. jenerasyon
kombinasyona  istlinliigii =~ gdsterilen
kombinasyon DC olup (TAX 326)
calismamizin  sonuglart  bu  goriisi
desteklemektedir.

ECOG 1594’¢ benzer bir ¢alisma olan 600
hastalik ‘The Italian Lung Cancer Project’
(ILCP) faz 111 calismasinda;
sisplatin/vinorelbin, PCb ve  GC
kemoterapi rejimleri karsilastirilmig ve
cevap oranlari sirastyla %30, %32 ve %30
olarak bulunmus; c¢alisma sonucunda
cevap oranlari, ortalama sag kalimlar ve 1
yillik sagkalimlar arasinda istatistiksel
olarak anlaml fark saptanmamstir’’. Bu
calismada PCb kolunda paklitaksel 225
mg/m*> olarak uygulanmistir ve bizim

calismamiz paklitaksel dozu daha diisiik
(175 mg/m*> ‘a karst 225 mg/m?
uygulanmasina ragmen PCb kolunda 1
yillik sagkalimda benzer sonuglar elde
edilmistir (ILCP’de %43, calismamizda
%44,4). Ancak GC kolunda gemsitabin ve
sisplatin benzer protokolle uygulanmasina
ragmen, daha diisiik sagkalim (ILCP 9,8
ay, bizim caligmamizda 8 ay) ve cevap
orant (ILCP %30, bizim calismamizda
%18,8) elde edilmistir. Bizim
calismamizda GC kolunda cevap oraninda
ve sagkalimda diger ¢aligmalara gore daha
diisiik sonug¢ elde etmemizin nedeni bu
grupta hasta sayisinin az olmasi ve evre 4
hastalarin oraninin (%81.2) fazla olmasi
olabilir. ILCP c¢alismasinda grade 3%
noétropeni, anemi, bulanti, kusma VC
kolunda daha sik gozlenirken, grade %
trombositopeni ise PCb ve calismamizda
oldugu gibi GC kollarinda daha sik
gbdzlemlenmistir.

Le Chevalier ve ark.?® tarafindan yapilan,
gemsitabin/platin kombinasyon tedavisini
diger platin bazli kemoterapiler ile
karsilagtiran 5000°den fazla hastanin
katildig1 meta-analizde; gemsitabin bazli
kemoterapide progresyonsuz sagkalimin
istatistiksel ~ olarak  anlamli  olmasi
(p<0.001) nedeniyle gemsitabin/sisplatin
kombinasyonu diger platin bazli kombine
kemoterapilere  oranla daha  {istiin
oldugunu diistindlirmiistir. Ancak bu
analizde Ozellikle yarar goriilen gruplar,
karsilagtirma grubunda platin+2.
jenerasyon ila¢  kombinasyonlarinin
oldugu gruplardir. Calismamizda GC
kolunun verileri goz Oniine alinarak bu
meta-analiz verilerini destekler bir 6zellik
saptanmamaktadir. Bunun nedeni hasta
sayisinin azligr olabilecegi gibi, meta-
analizlerin bazi ¢alismalarin metodolojik
hatalarin1  belirginlestirme ve arttirma
seklindeki bir yanilgi olabilir. Konunun
faz I verilerle incelenmesi
gerekmektedir.

Caligmamizda EC gibi eski bir rejime
gore, diger platin+3. jenerasyon ilaglarin
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(GC, PCb, DC) iistiinliik gostermemesi de
basta ilging gelebilir. Ancak literatiirde
benzer bulgular mevcuttur. Belani ve
ark.’larinin' yaptig1 bir faz I1I ¢alismada
EC  tedavisi ile PCb  tedavisi
karsilagtirildiginda, calismamiz ile benzer
olarak PCb kolunda sagkalim avantaji
saglanamamistir. Yine de bu sonuglara
karsit verilerin ¢oklugu ve matiir olusu,
EC tedavisinin platint3. jenerasyon
rejimlere esdeger oldugunu kesin olarak
ileri siirmeyi gli¢clestirmektedir.

Sonug¢ olarak; inoperabl ileri evre (evre
I1IB) ve metastatik (evre IV) KHDAK’nde
bilinen kiiratif tedavisi olmamasina
ragmen, semptomlarda iyilesme saglayip
hayat kalitesini arttirmasi ve sagkalimi
uzatmast amactyla sistemik kemoterapi
onerilmektedir. Kemoterapi verilmesinde
en Onemli etken hastanin performans
durumudur. Performans durumu iyi olan
hastalarda en uygun kemoterapi se¢imi
glinlimiizde halen tartigmalidir, ancak en
sik tercih edilen platin ve 3. jenerasyon
ilag  kombinasyonlaridir.  Giinlimiizde
kullanilan ve ¢alismamizda inceledigimiz
platinum igceren 4 farkli kombinasyon

rejimi icerisinde platinum/taksan
kombinasyonlari ve ozellikle
dosetaksel/sisplatin kombinasyonu

tolerabl ve etkin olarak goziikkmektedir.
Ortalama sagkalim ve kemoterapiye
yanitta birbirlerine {istiinliigli olmayan
mevcut tedavilerde hematolojik yan
etkiler  degerlendirilirken  farkliliklar
gbozlemlenmesi hastalara 0zgii bireysel

degerlendirmelerin  yapilarak  tedavi
verilmesi gerektigini vurgulamaktadir.
Ozellikle KHDAK’nde molekiiler

patogenezin daha ayrintili anlasilmasi ile
tedaviye girecek olan yeni hedeflenmis
molekiillerin kemoterapi ile
uygulanmasini inceleyen, farkli ilaglarin
etkinligini de inceleyen yeni ¢aligmalara
ihtiya¢ duyulmaktadir.

Finansal Destek:

Bu makalede agiklanan ¢alisma icin
herhangi bir finansman alinmada.

Cikar Catigmast:

Herhangi bir ¢ikar catismasi
bulunmamaktadir.

Bilgilendirme:

Bu ¢alisma, “Lokal ileri metastatik kii¢iik
hiicre dis1 akciger kanserlerinde tedavi
sonuglart ve farkli kemoterapi rejimlerin
karsilagtirilmasi” isimli tezimden
dretilmistir. Bu vesileyle, 2019 yilinda
vefat eden tez danismanim, hocam, Bursa
Uludag Universitesi Tibbi Onkoloji Bilim
Dali Kurucu Baskani Prof. Dr. Osman
Manavoglu’nu  sevgi ve  saygiyla
aniyorum.
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Amag: Ultrason rehberliginde yapilan supraklavikiiler blok st ekstremite cerrahisinde siklikla uygulanmaktadir. Bu galismanin
birinci amaci ultrason rehberliginde yapilan supraklavikiiler blogun basarisi, blok uygulama siiresi ve blok baglama zamani, ikinci
amacl istenmeyen yan etkilerin goriilme sikliginin arastinimasidir.

Gereg ve Yontem: Bu galismaya arterioven6z fistiil cerrahisi gegiren, ASA Il grubu, 31-72 yas arasi 27 hasta dahil edilmistir. Lokal
anestezik olarak tim hastalara 20 ml %0,5'lik bupivakain ve 10 ml %Zlik lidokain uygulandi. Tiim hastalarda blok uygulama
stiresi, blok baslama zamani, toplam blok siiresi, blok bagarisi ve hasta memnuniyeti kaydedildi.

Bulgular: Hastalarin yas arali§ 31 ile 72 arasinda degistigi ve %66'sinin erkek oldugu saptandi. Blok uygulama siiresi ortalama 4
dakika, blok olusma siiresi ortalama 10 dakika, ortalama blok siiresi 9 saat ve blok basarisi %96 olarak tespit edildi.

Sonug: Ust ekstremite cerrahisi igin ultrason yardimi ile uygulanan brakial pleksus blokaji yeterli anestezi ve analjezi sagladigi igin
genel anestezinin istenmeyen yan etkilerinden korunmada iyi bir alternatif olabilir.

Anahtar kelimeler: Supraklavikiler brakiyal pleksus blogu, ultrason, bupivakain, agri

Abstract

Aim: Ultrasound-guided supraclavicular block is commonly used for upper extremity surgery. The primary aims of this study
is to investigate the success of ultrasound-guided supraclavicular block, the block application time and the block initiation  time,
and the second purpose is to investigate the incidence of undesirable side effects.

Materials and methods: Twenty-seven patients who were ASA physical status IIl, aged 31-72, performed arteriovenous fistula
surgery were included to study. All the patients were given a mixture of 20 ml 0.5% bupivacaine and 10 ml 2% lidocaine as local
anesthetics.

Block application time, block initiation time, total block time, block success and patient satisfaction were recorded in all patients.
Results:It was determined that the age of the patients ranged from 31 to 72 years and 66% of them were male. The mean block
application time was 4 minutes, the mean block onset time was 10 minutes, the mean block time was 9 hours and block
success was 96%.

Conclusion: Since the brachial plexus blockade guided ultrasound for upper extremity surgery provide adequate depth of anesthesia
and analgesia, it may be a good alternative to general anesthesia because of unwanted side effects.

Keywords: Supraclavicular brachial plexus block, ultrasound, bupivacaine, pain
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Giris

Cerrahi girisimler esnasinda uygulanan
rejyonel anestezi yontemleri her gegen giin
daha giincel hale gelmektedir. Rejyonel
anestezi uygulamalarmin; bilincin agik

olmasi,  sikayetlerin  sOylenebilmesi,
spontan  solunumun devam etmesi,
havayolu  reflekslerinin =~ korunmasi,

postoperatif donemde analjezinin devam
etmesi ve hastanin erken mobilizasyonu
gibi avantajlar1 vardir. Ayrica morbidite
ve hastanede kalis siliresini azaltmasi,
maliyeti dilislirmesi acisindan uygun
vakalarda genel anesteziye gore tercih
sebebi olmaktadir. Rejyonel anestezi
uygulanmasinin zaman almasi, etkisinin
gec baslamasi tercih edilmemesinin primer
nedenidir. Giinlimiizde ultrasonografi ile
sinir goriintiileme tekniklerinin gelisimi ve
periferik sinir bloklarinda artan kullanimi,
daha giivenli, hizli ve kaliteli bloklarin
yapilabilmesine olanak saglamistir'.

Brakial pleksus blogu, omuz ekleminin
altindaki iist ekstremite ameliyatlar1 igin
tercth edilen bir anestezi teknigidir.
Supraklavikuler blok; genel anesteziye
alternatif veya ek olarak veya (st
ekstremite ameliyatlarinda postoperatif
agr1 kontrolii i¢in kullanilan bolgesel bir
anestezik tekniktir. “’Kol spinali” olarak
da bilinen bu yaklasimda brakial pleksus
sinirlerin birarada olmasi nedeniyle etkin
analjezi ve anesteziye hizla ulagilmasi en
biiyiik avantajidir'.

Calismamizda, genel cerrahi klinigi
tarafindan ~ operasyona  alinan st
ekstremitede arteriovendz (A-V) fistiil
acilan kronik bobrek yetmezlikli 27
hastada uyguladigimiz brakial pleksus
sinir blogu deneyimlerimizi retrospektif
olarak degerlendirmeyi amacladik.

Materyal ve Metot

Bu calisma Baskent Universitesi Tip
Fakiiltesi Adana Dr. Turgut Noyan
Uygulama ve Arastirma Merkezinde;
Ocak 2019 ile Aralik 2019 yillar1 arasinda
brakial pleksus blogu ile elektif kosullarda
ist ekstremite cerrahisi uygulanan ve
kaydr tutulan 27 hastanin agri ve hasta
takip formlan ile gerceklestirildi. Genel
cerrahi klinigi tarafindan ayni hekimle
elektif kosullarda A-V fistiil cerrahisi
uygulanan 31-72 yas aralifinda ve
Amerikan Anestezi Uzmanlar1 Dernegi
(ASA) III risk grubunda yer alan ve takip
formu tam olan 27 hasta arastirmaya dahil
edildi. Nonkoopere, iist ekstremitede duyu
blogu degerlendirmesine engel hastalig:
olan, koagiilopatisi bulunan, calismada
kullanilacak ilaglara bilinen allerjisi olan,

enjeksiyon noktalarinda anatomik
bozuklugu  olanlar, gebe  hastalar
calismaya alinmada. Calismamiz

prospektif planlanip retrospektif olarak
yapilmistir.

Hastalarin  yazili  onamlar1  alinarak
yapilacak islem hakkinda bilgilendirme
yapildi. Hastalar ameliyathanede blok
uygulama odasina alindi ve standart
anestezi monitorizasyonu
(elektrokardiyografi, pulsoksimetre, non
invaziv kan basinci) uygulandi. Tim
hastalara cerrahi uygulanmayacak el
iizerinden periferik damar yolu acildi.
Klinik durumlarina gore blok
uygulamasindan dnce intravendz (iv) 1-3
mg midazolam ve 50-100 mikrogram
fentanil ile premedikasyon yapildi. Tim
bloklar, US rehberliginde iki anestezist
tarafindan  gerceklestirildi ve  blok
degerlendirilmesi ~ blok  tekniginden
habersiz bagka bir anestezi teknisyeni
tarafindan yapildi. Genel anestezi sartlar1
saglandiktan ve damar yolu agildiktan
sonra cilt antisepsisini takiben hastalara
supin  pozisyonda  US esliginde
supraklavikuler brakial pleksus blogu
uyguland1. Blok i¢in Sonosite M Turbo US
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cihazi (SonoSite™, Bothell, WA, USA) ve
6 MHz lineer prob kullanildi. Blok
yapilacak bolgenin antisepsisinden sonra
subkutandz dokuya 2 ml %?2’lik lidokain
infiltrasyonu yapildi. Blok
uygulamalarinda supraklavikuler
yaklasimda 22 G, 50 mm’lik igne
kullanildi.  Tim  igne  giris  ve
yonlendirmeleri esnasinda olasi damar
ponksiyon tesbiti i¢in bir anestezi
teknisyeni tarafindan aralikli negatif
aspirasyon yapildi. Lokal anestezik
karigimi olarak 20 ml %0,5’°lik bupivakain
ve 10 ml %2 lidokain soliisyonu kullanild:.
Aspirasyonlar 3-5 ml lokal anestezik
soliisyon verdikten sonra tekrarlandi.
Lokal anestezik tim pleksusu
cevreleyecek sekilde wuygulandi. Blok
siiresince 4-6 litre/dakika yiiz maskesi ile
oksijen verildi.

Supraklavikuler blok  uygulamasinda
hastalarin blok uygulanacak olan kolu
addiiksiyonda, on kolu 90 derece
fleksiyonda ve eli karninin {izerinde
olacak sekilde pozisyon verildi. Hastalarin
supraklavikuler bolgesi %10 povidon iyot
ile silinip steril ortii ile ortiildii. Hastanin
bas tarafinda ayakta durularak US cihazi
blok yapilan tarafta karsiya yerlestirildi.
Ultrason  probunun  isaretli  kismu
oryantasyon kolaylig1 saglamasi agisindan
monitdrde ayni tarafa gelecek sekilde
yerlestirildi. Supraklavikuler blok
uygulamasinda; prob, koronal oblik
planda klavikula iizerinde yerlestirildi.
Subklavian arter, birinci kosta {izerinde
tesbit edildi. Uygulama sirasinda inplane
teknik kullanildi ve igne islem sirasinda
stirekli goriintiilendi. Optimal goriintii elde
edildikten sonra blok ignesinin girecegi
bolgedeki cilt, cilt altma %2’lik
lidokainden 2 mL cilt infiltrasyonu igin
verildi. Blok baslangici olarak ignesinin
cilde giris ani, blok bitisi olarak ignenin
ciltten c¢ikis an1 kaydedildi. Ignenin cilde
giris ani ile ciltten ¢ikis an1 arasinda gecen
sire  ‘blok uygulama siiresi’ olarak
kaydedildi.

Blok olusma siiresi; lokal anestezik
enjeksiyonundan motor blok (omuz
kaldiramama) olusmasina kadar gegen
zaman, total blok siiresi ise lokal anestezik
enjeksiyonundan girisim bolgesinde tekrar
agri duyana kadar gecen siire olarak
kaydedildi.

Damar ponksiyonu, hematom, agril
paresteziler, LA toksisite bulgulari,
solunum sikintisi, pnémotoraks, Horner
sendromu gibi erken komplikasyonlar bir
anestezist tarafindan kaydedildi. Hastalar
postoperatif ~donemde cerrahi  ekip
tarafindan takip edildiler. Hastalarin agr1
baslama siireleri postoperatif ikinci giin
ziyaret edildiklerinde sorularak &grenildi.
24 saatten uzun siliren parestezi, solunum
giicliigli, enjeksiyon noktasinda hematom
gec komplikasyon olarak kaydedildi.

Istatistiksel Yontem

Verilerin istatiksel analizi SPSS 16.0
istatistik paket programinda yapildi.
Tanimlayict istatistikler stirekli
degiskenler i¢in ortalama =+ standart sapma
veya medyan (minimum-maksimum)
olarak kategorik degiskenler ise olgu
sayist (n) ve yiizde (%) seklinde gosterildi.

Bulgular

Calismaya toplam 27 hasta dahil edildi.
Hastalarin demografik 6zellikleri Tablo 1
de belirtilmigtir. Blok uygulama siiresi
ortalama 4 dk, blok baslangic zamani
ortalama 10 dk, blok siiresi ise ortalama 9
saat olarak tespit edilmistir (Tablo 2). Bir
hastada blogun 24 saate kadar uzadigi
saptandi. Blok basaris1 ise %96 olarak
belirlenmistir (Tablo 2).

Iki hastaya agr1 disinda diger nedenlerle
(ameliyathanede diisiik sicaklik nedeniyle
isiime hissi, ameliyat oncesi kaygi) 1-2
mg midazolam IV ve 20-30 mg propofol
enjeksiyonu ile rahatsiz edici hisleri
hafifletildi.
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Tablo 1. Demografik veriler (Ort.£SS veya n)

Ort.£SS veya n (%)
Yas (yil) 52 (31-72)
Cinsiyet
Kadin 9 (%33)
Erkek 18(%66)
ASA 111 27 (%100)
Cerrahi siire (dk) 39.3+£7.9

Tablo 2. Blok uygulama siiresi, blok olugsma
siiresi, blok siiresi, blok basarisi

Ort.£SS veya n

(%)
Blok uygulama siiresi (sn) 246.3+45,6
Blok olusma siiresi (dk) 10.1+4.3
Blok siiresi (saat) 9 (6-24)
Blok basarisi 26 (96.2)
Komplikasyon 0 (%0)

[Ort.£SS, ort(min-maks) veya n (%)]

Tablo 3. Komplikasyon ve hasta memnuniyeti

n (%)
Vaskiiler ponksiyon 0 (%0)
Enjeksiyon sirasinda agri 0 (%0)
Horner Sendromu 0 (%0)
Solunum giigligii 0 (%0)
Operasyon bolgesi disinda 0 (%0)
agri
Ek komplikasyon 0 (%0)

Memnuniyet (var) 27 (%100)

Operasyon sirasinda rahatsizlik hissi
acisindan baska bir problem yasanmadi.
Bu calismada ciddi bir komplikasyonla
karsilagilmamis (pnomotoraks, dispne ile
gecici ipsilateral hemidiyafragma parezi
ve hemidiyafram, kaza sonucu vaskiiler
ponksiyon, lokal anestezik toksisite, sinir

hasarina bagli uzamis norolojik defisit)
olup hasta memnuniyeti %100 olarak
tespit edilmistir (Tablo 3).

Tartlsma

Rejyonal  anestezi  bir¢ok  avantaji
nedeniyle iist ekstremite cerrahisinde
siklikla  tercih edilen bir anestezi
teknigidir. Yeterli analjezi ve optimum
cerrahi kosullar saglandigi icin rejyonal
anestezi genel anesteziye goére daha
giivenilir bir yontem olarak kabul
edilmektedir.

Rejyonal anestezide US kullaniminin
artmasiyla Ozellikle 1iist ekstremitede
brakial pleksus bloklar1 siklikla US
esliginde  uygulanmaya  baslanmistir.
Brakial pleksus blok teknikleri arasinda
supraklavikuler blok, {iist ekstremitenin
tamami i¢in en etkli bloktur ve brakial
pleksusun boliimlere (division) ayrildigi
seviyede  uygulandigindan  periferik
sinirler hemen hemen tamamen bloke olur.
Supraklavikuler yaklasimin en biiyiik
avantaji  sinirlerin ~ burada  sikica
paketlenmis olmasidir ki bu da hizli blok
baslangici ve derin bloga neden olur.

Supraklavikular bolge 0Ozellikle cilde
yakinlig1 ve subklavian arter ile anatomik
komsulugu nedeniyle US’de rahatlikla
goriilebilmektedir. Bu da blogun basari
oranini artirmasinin yaninda kolay ve
yaygin kullanilmasina olanak saglamistir'.
Ultrasonografinin rejyonal blok
uygulamasindaki en onemli
avantajlarindan  biri  lokal anestezik
dozunu, lokal anestezik toksisite riskini ve
komplikasyonlar1 azaltmasidir.

Chan ve arkadaslarinin ¢aligmasinda
supraklavikular blok uyguladiklar1
hastalarda basar1 oram1 %95 olarak
belirtilmstir>. Deneyimli olabilmek igin
Sandhu ve ark. US esliginde en az 20 blok
yapilmasini onermislerdir’. Bizim
calismamizda deneyimli el ile bu oran
benzer sekilde %96 olarak yiiksek tespit
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edilmistir. Perlas ve ark ise 510 hastanin
12’sinde (%2,6) basarisiz blok
belirtmisdir*. Bizim ¢alismamizda ise
sadece 1 (%3) hastada blok sonrasi
operasyon esnasinda ek analjezik ihtiyaci
olup basarisiz blok olarak
degerlendirilmistir.

Literatiirde blok uygulama siiresiyle ilgili
sonuglar supraklavikuler blok i¢in 4-9 dk
arasindadir®’. Giirkan ve arkadaslarinin
yaptig1 ¢calismada ise bu siire ortalama 3 dk
olarak belirtilmistir. Bizim ¢alismamizda
blok uygulama siiresi literatiirle uyumlu
olarak ortalama 4 dk olarak saptanmistir.

Literatiirde blok olusma stiresi
supraklavikiiler =~ blokta  16-22  dk,
infraklavikuler blokta ise 12.5-19 dk
arasindadir’®. Baska bir c¢alismada ise
motor blogun baslama zamani ortalama
2,26-19,33 dk arasinda degisirken; motor
blogun yeniden negatiflesme siiresi ise
ortalama 370-1050 dakika arasinda
degismektedir’. Sunulan calismada blok
olusma siiresi ortalama 10 dk ve
uygulanan blogun geri doniis siiresi
ortalama 9 saat saptanmis olup bir
hastamizda ise motor blogun 24 saate
kadar uzadig tespit edilmistir.

US esliginde uygulanan supraklavikuler
ve infraklavikuler bloklarda, blok basarisi
ile blogun baslama ve uygulama siiresinin
karsilagtirildigi bir calismada,
supraklavikuler blok uygulanan grupta
blok olusma siiresinin ortalama 11,6 dk
oldugu bildirilmistir®. Blok uygulama
siiresi ve blok olusma siiresine ait farkli
sonuglar, kullanilan lokal anesteziklerin ve
soliisyona eklenen adjuvan maddelerin
farklilig1 (sodyum bikarbonat, adrenalin)
ve materyal metod farklilig
(degerlendirilen sinir sayisl,
degerlendirme araliklar1) ve uygulayicinin
deneyimiyle iligkili olabilir. Kullanilan
lokal anestezigin voliimii de blok {izerinde
etkili olabilir. Arcand ve arkadaslari® 0.5
ml/kg (maks. 40 ml), Koscielniak ve
arkadaslari® 0.5 ml/ kg (30-50) ml

kullanirken biz standart olarak 30 ml lokal
anestezik soliisyonu kullandik. Sandhu ve
ark.? ise total 21 ml ile basarili sonuglar
elde ettiklerini belirtmislerdir.

US esliginde yapilan supraklavikuler
blogun en biiylik avantaji brakiyal
pleksusa rahat ulasmanin yaninda plevra,
subklavian arter ve ven gibi c¢evre
dokularin goriilebilmesidir ve
intravaskiiler enjeksiyon ve pndmotoraks
gibi  komplikasyonlarin ~ dnlenmesidir.
Ancak tim  avantajlarma  ragmen
intravaskiiler enjeksiyon gibi
komplikasyonlarin uUsS ile de
olusabilecegini gdsteren yayinlar vardir'®,

Pnémotoraks supraklavikuler blogun ciddi
bir komplikasyonudur ve %0,5 ile %6,1
oraninda goriiliir'. Ultrason rehberliginin
en onemli avantaji sadece hedef dokularin
degil ayn1 zamanda risk altindaki iligkili
diger anatomik yapilarin da
gorilintiilenebilmesidir. ~ Supraklavikuler
blok sirasinda US ile plevra net olarak
goriintiilenebilmesine ragmen yine de US
rehberliginde uygulanan supraklavikuler
bloklarda pnomotoraks olgular1
bildirilmigtir'""'?. Brakial pleksusun tiim
dallarinin blokajin1 saglayan bir teknik
olan supraklavikiiler blokta Neal ve
arkadaglar1 ise %1 oraninda pndmotoraks
bildirmislerdir!?.

Supraklavikuler blok sonrasinda %29-50
oraninda oraninda Horner sendromu
goriilebilir'®'*. Daha az olmakla birlikte
infraklavikuler blok ile de Horner
sendromu goriilebilir'®. Ayrica frenik sinir
blogu ve biiylik damarlarin yaralanmasina
bagli hematom goriilebilmektedir. Bu
teknikte girisim yapilan tarafta %28 ile
%80 oraninda tek tarafli diafragma
paralizisi  gelismektedir. ~ Mak  ve
arkadaslar1'® 18-60 yas aras1 30 hastada
yaptiklar1 ¢alismada; supraklavikuler blok
sonrasi diafragma paralizisini ve pulmoner
fonksiyonlar1 degerlendirmislerdir. Sonug
olarak blogun uygulandigi tarafta %50
hastada tam diafragma paralizisi, %17
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hastada ise diafragmada kismi paralizi
saptamiglardir. Kismi ya da tam paralizi
gelisen hastalarda da oksijen satiirasyon
disikligi ve semptomlara
rastlamamigslardir. Bu sebepten de olusan
tek tarafli diyafragma paralizisinin klinik
olarak onemli olmadigini
vurgulamiglardir. Bizim ¢alismamizda 27
hastaya supraklavikuler blok uygulandi ve
hastalarimizin hig¢birinde desatiirasyon,
pulmoner komplikasyonlar veya
semptomatik  bulgulara  rastlanmadi.
Dolayisiyla biz de tek tarafli diafragma
paralizisinin  klinik  olarak  Onemli
olmadigini diistinmekteyiz. Calismamizda
supraklavikuler yaklasimda ortaya
cikabilen Horner sendromu ile
karsilagilmamistir. Horner sendromunun
sonuglar1 klinik olarak dnemli olmasa da
hasta tarafindan hos olmayan rahatsizlik
verici bir durum olarak hissedilip
anksiyeteye ve hasta memnuniyetsizligine
neden olabilir.

Supraklavikuler blokta lokal anestezigin
brakial pleksus i¢inde yayilimiyla ayni
taraf frenik sinirde %67 oraninda paralizi

goriilebilir'>17, Bu nedenle
supraklavikuler blogun bilateral
uygulanmasi onerilmez. Oysa
infraklavikuler ~ blogun  ¢ift  tarafh
yapilabilecegine dair veriler
bulunmaktadir'®. Literatiir ¢alismalarina
gore agrili parestezi siklig1
supraklavikuler yaklagimla %28,

infraklavikuler yaklasimla %3-20 olarak
belirtilmis'® olup c¢alismamizda agrili
parestezi goriilmedigi gibi ciddi bir
komplikasyonla da karsilagilmamistir
(pndmotoraks, dispne ile gecici ipsilateral
hemidiyafragma parezi ve hemidiyafram,
kaza sonucu vaskiiler ponksiyon, lokal
anestezik toksisite, sinir hasarina bagl
uzamis norolojik defisite).

Sonug

Supraklavikuler brakiyal pleksus blokaji
icin 20 ml %0,5 bupivakain ve 10 ml %10
lidokain ile etkili bir blok olusturulmus
olup ilave bir etki saptamadik. US
esliginde supraklavikuler brakial pleksus
blokaji  tecriibeli  ellerde  giivenle
kullanilabilecek genel anesteziye iyi bir
alternatif oldugu sonucuna varildi.

Calismanin Kisitliliklar:

Calismamizin ana kisithiligi, retrospektif
olmast ve tek merkezin tecriibesine
dayanilarak gergeklestirilmis olmasidir.
Incelenen hastalar genel popiilasyonu
temsil etmeyen tek bir merkezde brakial
pleksus blogu uygulanan hastalarla siirl
olmasidir. Retrospektif bir caligma olarak,
sonuc¢larimiz veri toplama ve
dokiimantasyondaki olas1 hatalarla sinirlt
olabilir.

Finansal Destek:

Bu makalede agiklanan g¢alisma igin
herhangi bir finansman alinmada.

Clkar Catismasi:

Yazarlar arasinda herhangi bir c¢ikar
catismasi bulunmamaktadir.

Etik Onam:

2020 oncesi tamamlanmis ve retrospektif
bir ¢alisma oldugundan etik onam sart1
aranmamistir.
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Abstract

Objective: In this study, our intent was to determine whether serum levels of B12 and folic acid in patients diagnosed with iron
deficiency anemia undergo change in response to iron supplements.

Methods: In this retrospective study, 202 female patients with iron deficiency anemia and only iron treatment were included.
Complete blood count, vitamin B12, ferritin, folate levels of patients at the time of initial presentation and 4-8 weeks after treatment
were examined.

Results: Overall, significant increases were detected in mean hemoglobin, mean hematocrit, mean corpuscular volume, median
white blood cell and median serum ferritin levels in all patients treated with iron therapy (both oral and intravenous); significant
decreases were observed in post-treatment median platelet, median folate, and median B12 levels in this patient cohort.
Conclusions: Erythropoiesis slows in the deficiency of any of the critical factors that promote erythropoiesis, serum vitamin B12,
folate, and iron. We can say that the serum levels of these vitamins decrease with the use of vitamin B12 and folate after increased
erythropoiesis with iron treatment.

Keywords: Vitamin B12, folic acid, Iron deficiency anemia, Iron therapy

0z

Giris: Bu calismada amacimiz, demir eksikligi anemisi teshisi konulan hastalarda serum B12 ve folik asit diizeylerinin demir
takviyesine yanit olarak degisip degismedigini belirlemekti.

Materyal metot; Retrospektif yapilan bu galismaya demir eksikligi anemisi olan ve sadece demir tedavisi alan 202 kadin hasta dahil
edildi. Hastalarin ilk bagvuru aninda ve tedaviden 4-8 hafta sonra tam kan sayimi, B12 vitamini, ferritin, folat seviyeleri incelendi.
Bulgular: Genel olarak, demir tedavisi ile tedavi edilen tiim hastalarda (hem oral hem de intravendz) ortalama hemoglobin, ortalama
hematokrit, ortalama korpiiskiler hacim, medyan beyaz kan hiicresi ve medyan serum ferritin seviyelerinde énemli artislar tespit
edildi; bu hasta kohortunda tedavi sonrasi medyan trombosit, medyan folat ve medyan B12 seviyelerinde onemli diisiisler
gozlenmigtir.

Sonug: Eritropoezi tesvik eden kritik faktorler olan serum vitamin B12, folat ve demirin herhangi birinin eksikliginde eritropoez
yavaslar. Demir tedavisi ile artan eritropoez sonrasi vitamin B12 ve folatin da kullaniimasiyla birlikte bu vitaminlerin serum
seviyelerinin dustugtinu soyleyebiliriz.

Anahtar kelimeler: Vitamin B12, folik asit, demir eksikligi anemisi, demir tedavisi
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Introduction

Iron deficiency and iron deficiency anemia
(IDA) are diagnosed worldwide; this
finding is particularly common among
women of reproductive age'. Folate,
vitamin B12 (B12) and iron are critical for
normal  erythropoiesis;  erythroblasts
specifically require folate and B12 for
both proliferation and differentiation.
Folate and/or B12 deficiency have direct
impact on purine and thymine metabolism
and can disrupt DNA synthesis and
promotes erythroblast apoptosis; this will
ultimately result in ineffective
erythropoiesis and anemia. Erythroblasts
require substantial amounts of iron for
hemoglobin biosynthesis®. Iron deficiency
suppresses erythropoietin production via
activation of the iron regulatory protein 1
(IRP1) - hypoxia inducible factor 2a
(HIF2a) axis; this limits erythropoiesis
under conditions of systemic iron
restriction®. Iron deficiency also results in
diminished consumption of vitamin B12
and folate, although serum levels may
remain within normal limits.

In the light of this information, we
hypothesized that serum levels of vitamin
B12 and folate may undergo a rapid
decrease in association with sudden
accelerations in erythropoiesis observed in
response to iron treatment; our preliminary
clinical observations suggested that
administration of iron supplements
resulted in a substantial decrease in serum
B12 levels among patients in our cohort.
In this study, our intent was to determine
whether serum levels of B12 and folic acid
in patients diagnosed with IDA undergo
change in response to iron supplements.

Material and Methods

This study is a retrospective, cross-
sectional, single-center study. Our
subjects included 202 female patients of
reproductive age who presented to our
hospital between July 2018 and July 2019
and who were diagnosed with iron
deficiency anemia (IDA) according to the
World Health Organization (WHO) 2001
criteria (1) and who were treated with iron
supplements only. This study was
approved by the ethics committee.
Laboratory values for hemoglobin (Hb),
hematocrit (Hct), mean corpuscular
volume (MCV), white blood cells count
(WBC), platelet count (Plt), as well as
serum ferritin, folate and B12 levels were
evaluated at presentation and again at 4-8
weeks after the treatment. Patients were
diagnosed with IDA based on Hb levels
<12 g/dL and serum ferritin levels <30
ug/L at presentation; we diagnosed
vitamin B12 deficiency in patients with
serum B12 levels <126.5 ng/L (reference
range: 126.5-505 ng/L) and folate
deficiency among those with folate levels
<3.1 pg/L (reference range: 3.1-19.9
pg/L).  Exclusion criteria included:
patients diagnosed with a disease or
disorder other than iron deficiency,
patients diagnosed with iron deficiency
secondary to malignant disease or
gastrointestinal surgery, women who were
pregnant or lactating at the time of
presentation, women who were in
menopause or who were amenorrheic,
patients who were undergoing erythrocyte
transfusion, patients undergoing
concomitant treatment with vitamin B12,
vitamin complexes and/or folic acid
supplements in addition to iron therapy,
and those who were not available for
follow-up within the 4-8 week designated
in this study.
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Statistics

Statistical analysis was carried out using
the Statistical Package for Social Sciences
(SPSS) for Windows 20 (IBM SPSS Inc.,
Chicago, IL) software. Normal
distribution of the data was assessed with
the Kolmogorov-Smirnov test. Numerical
variables that exhibit normal distribution
were presented as mean =+ standard
deviation; those that exhibited non-normal
distributions were presented as median
(min-max). Categorical variables were
presented as numbers and percentages. In
all populations including the treatment
groups (oral and intravenous
administration groups), laboratory results
before and after iron supplementation
were assessed with generalized linear
mixed model (GLMM) for the analysis of
longitudinal data  with  repeated
measurements. The relationship between
the changes in the laboratory parameters
after iron replacement was examined by
Spearman Correlation Analysis. For the

purposes of statistical analysis, p values
<0.05 were considered to be significant.

Results

We enrolled 202 patients in our study; 51
patients (25.2%) were treated with oral
iron supplementation and 151 (74.8%)
were treated with IV iron replacement.
The age range of the patients was between
18-55 years and their mean age was 38.7 £+
8.7 years. There was no difference in the
mean age of patients that received oral iron
replacement vs. those treated with IV iron
replacement (37.4 £ 9.3 vs. 39.2 £8.5; p =
0.188). The Hcts of the patients who
received oral iron therapy were higher at
presentation compared to Hcts of patients
treated with IV iron replacement (31.9 +
4.6 vs. 30.2 £ 4.3; p = 0.015). No other
laboratory findings differed significantly
between the two treatment groups (Table

).

Table 1. Patient demographics and laboratory values at presentation

Total population Oral Iron IV Iron
Variables p

n =202 n=>51 n=151
Age (years) 38.7+8.7 374+£9.3 39.2 £8,5 0.188
Hb (g/dL) 9.4+1.6 9.7+1.7 9.3+1.6 0.094
Hct (%) 30.6+4.4 31.9+4,6 30.2+43 0.015%*
MCV (1) 69.148.6 71.148.9 68.5+8.4 0.061
WBC (x10°/ul) 6.6 (2.7-15.7) 6.4(2.7-13.9) 6.7(2.7-15.7) 0.845
Plt (x10%/ul) 319(107-4880) 324(107-4880) 319(139-573) 0.790
Ferritin (ug/L) 3.5(0.5-23.3) 3.7(1.4-23.3) 3.4(0.5-16.6) 0.074
Folate (ug/L) 8.3(3.1-24.4) 8.8(3.1-20) 8(3.4-24.4) 0.500
B12 (ng/L) 258(96-635) 276(147-526) 253(96-635) 0.115

Values are presented as mean + standard deviation or median (min-max) as noted in the Methods.
*p < 0.05 indicates statistical significance.
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Table 2. Responses to iron replacement therapy

Pre-treatment

Post-treatment

Variables p
n=202 n =202

Hb (g/dL) 9.4+1.6 11.8+1.3 <0.001*
Hct (%) 30.6 4.4 36.6 £3.5 <0.001*
MCYV (fL) 69.1 £8.6 769 £ 8.4 <0.001*
WBC (x10°/ul) 6.6 (2.7-15.7) 6.9 (3.3-14.7) 0.025*
Plt (x10%/pl) 319 (107-4880) 268 (28-520) <0.001*
Ferritin (ug/L) 3.5(0.5-23.3) 41.1(2.4-288.8) <0.001*
Folate (ug/L) 8.3 (3.1-24.4) 8.0 (2.1-24) 0.005*
B12 (ng/L) 258 (96-635) 244 (51-652) <0.001*

Values are presented as mean + standard deviation or median (min-max).

*p < 0.05 indicates statistical significance.

Table 3. Laboratory values evaluated pre- and post-treatment in patients treated with oral or IV iron

replacement therapy

Oral Iron Replacement

IV Iron Replacement

n=51 n=151 Ap
Variables Pre- Post- Pre- Post-
treatment treatment P treatment treatment P oral vs IV
Hb (g/dL) 9.7£1.7 11.6£1.6 <0.001%* 9.3+1.6 11.9+1.2 <0.001* 0.004*
Het (%) 31.9+4.6 36.844.5 <0.001* 30.2+4.3 36.5+3.1 <0.001%* 0.023*
MCV (fL) 71.1£8.9  77.3+84 <0.001* 68.5+8.4 76.7£8.5 <0.001* 0.104
3
WBC(x10°/ul) 6.4 72 0.123 6.7 6.7 0.096 0.690
(2.7-13.9) (3.7-11.4) (2.7-15.7)  (3.3-14.7)
3 * sk
Plt (x10°/ ul) 394 262 <0.001 319 269.5 <0.001 0.083
(107-4880) (105-461) (139-573) (28-520)
111 % % %
Ferritin(pg/L) 3.7 124 <0.001 34 68.4 <0.001 <0.001
(1.4-23.3) (2.9-66.7) (0.5-16.6) (2.4-288.8)
Folate (ug/L) g3 35 0.570 3 76 ot 0037
(3.1-20) (3.1-23.9) (3.4-24.4) (2.1-24) ’ ’
% %
B12 (ng/L) 276 249 0.007 253 2435 <0.001 0.217
(147-526) (141-428) (96-635) (51-652)

Values are presented as mean + standard deviation or median (min-max).

*p < 0.05 indicates statistical significance.
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Overall, significant increases were
detected in mean Hb, mean Hct, mean
MCV, median WBC, and median serum
ferritin levels in all patients treated with
iron therapy (both oral and intravenous);
significant decreases were observed in
post-treatment median Plt, median folate,
and median B12 levels in this patient
cohort (Table 2).

When evaluated by treatment group, we
observed significant increases in post-
treatment mean Hb, Hct, and MCV and
median serum ferritin levels among
patients treated with oral iron replacement;
significant decreases were observed in
median Plt and serum B12 levels after
treatment. Analogous findings were
observed in response to IV iron
supplementation, albeit with an additional
significant decrease in median serum
folate levels. Of note, more substantial
increases in post-treatment mean Hb,
mean Hct and median serum ferritin levels
were identified among the patients treated
with IV iron replacement compared to
those provided with oral iron therapy; as
noted above, those on IV iron therapy also
responded with a significant decrease in
serum folate levels. No additional
statistically significant differences were
noted (Table 3).

Discussion

In this study, we evaluated serum B12 and
folate levels both before and after iron
treatment in patients diagnosed with IDA.
We found that Hb, MCV, serum ferritin,
and WBC all increased, whereas serum
levels of B12 and folate and Plts all
decreased in response to iron treatment.
Interestingly, serum  folate levels
responded to oral iron therapy with a small
but not statistically significant decrease;
by contrast, we found a larger and
statistically significant decrease in serum
folate levels in response to IV iron
therapy. This may be because IV iron
results in a more rapid mobilization of

reticulocytes and promotes accelerated
erythropoiesis* with insufficient time to
correct  diminishing  folate  levels
secondary to increased utilization.

Roberts et al.’ previously demonstrated
that both serum and erythrocyte levels of
folate were decreased in response to IV
iron therapy together with improvements
in associated megaloblastic changes in the
bone marrow. They explained this
observation with a focus on the iron-
dependent folate biosynthetic enzyme,
glutamate formimino transferase.
Specifically, iron deficiency may interfere
with folate metabolism by reducing the
activity of this critical enzyme. Velez et
al.® also reported decreases in serum folate
levels following iron treatment in four of
six iron-deficient patients. Following iron
treatment, folate metabolism improved
together with resolution of findings
associated with folate deficiency in the
bone marrow; increased uptake of folate in
the bone marrow resulted in a decrease in
the serum and erythrocyte folate levels. In
these cases, an absolute folate deficiency
could be masked by concomitant iron
deficiency*’. The findings from our study
are consistent with these observations.

We have also found that the serum B12
levels decreased in response to both oral
and IV iron treatments. Harrison® reported
that patients diagnosed with hypochromic
anemia presented with low levels of
vitamin B12 associated with peripheral
erythrocytes; erythrocyte B12 levels
became abnormally high in response to
iron treatment and only gradually returned
to normal levels. Among possible
explanations provided for this observation,
iron deficiency may lead to diminished
enzyme content within the erythrocytes
which may result in diminished intake of
B12 through the cell membrane and/or
limitations on its use within cells®. This
hypothesis also explains why serum B12
levels decrease following iron treatment.
Morphological changes in the peripheral
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blood erythrocytes and their precursors in
bone marrow due to iron deficiency may
mask the evidence of co-existing folate
and vitamin B12 deficiencies®. In contrast
to the findings from our study, Remacha et
al.? reported that serum B12 and folate
levels increased in response to iron
treatment in a series that included 35
otherwise  healthy young  women.
However, the authors noted that, while
iron deficiency has an impact on multiple
metabolic pathways including those
involving B12 and folate, levels may have
normalized in response to iron treatment.
Similarly, in a study including 50 patients,
Roberts et al.* found that IV iron therapy
had no impact on serum B12 levels, and
Metz et al.'® reported no significant
changes in serum BI12 levels following
intravenous iron infusion used to treat 81
patients with postnatal anemia. These
discrepancies may relate to the number of
patients included in each of these studies
and to their individual nutritional habits.

Taken together, our results suggest that
insufficient erythropoiesis due to iron
deficiency limits the use of endogenous
B12 and folate; the intracellular and/or
surface enzymes modulated by serum iron
levels may also have an impact on B12 and
folate metabolism. As such, serum B12
and folate levels may appear to be normal
despite ongoing and potentially inefficient
use*®. Furthermore, iron, folate and B12
deficiencies may co-exist''!2, It is critical
to recognize that microcytosis associated
with iron deficiency may mask the
morphological findings of B12 and/or
folate deficiency; a low or normal MCV
determined as part of an evaluation of IDA
does not fully exclude concomitant
problems associated directly with B12
and/or folate. For this reason, it is critical
to include an evaluation of serum B12 and
folate levels in any evaluation performed
to assess responses to iron treatment so as
to be certain to include the possibility of
these associated deficiencies. Similarly,
patients who do not mount an adequate
response to iron treatment, including

reticulocytosis and an increase in Hb and
Hct should be re-evaluated immediately to
rule out B12 and/or folate deficiency.

Study Limitations

Among the limitations of this study, we
were unable to compare our findings to
those reported previously because, to the
best of our knowledge, there are no current
and comprehensive published studies that
addressed the impact of iron therapy on
serum B12 and folate levels. Similarly,
due to the retrospective nature of the study
design, peripheral blood smear and bone
marrow data were not available to us at
this time.

Conclusion

We conclude that deficiencies in serum
levels B12, folate and iron, which are
critical factors promoting erythropoiesis
may effectively mask one another in a
basic clinical assessment of anemia. As
such, we recommend a full assessment of
B12, folate and iron as part of the
comprehensive diagnosis, treatment and
follow-up of any patient presenting with
anemia.
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Schwannomalar ikinci en sik gériilen benign periferik sinir kilifi timértidir. Schwann hiicrelerinden gelismesi nedeniyle bu hiicrelerin
bulundugu intrakranial, ekstrakranial ya da spinal sinir seyirleri boyunca tiim organ veya dokularda gortlebilirler. Cogunlukla bas boyun
bélgesinde ve extremitelerde, her iki cinste esit siklikta ve 30-60 yaslan arasinda gériiliir. Bu makalede lenf nodu metaztazini taklit eden
sol brakiyal pleksus kaynakli schwannoma olgusu 2011-2020 yillari arasindaki klinik deneyimlerimiz ile birlikte degerlendirildi.

Anahtar S6zcikler: Brakiyal pleksus, Lenfadenopali. Schwannoma.

Abstract

Schwannomas are the most common benign peripheral nerve sheath tumor that are seen secondly. These cells can be seen in all
organs or tissues during intracranial, extracranial, spinal nerve courses due to the development of Schwann cells. They are mostly
seen in the head and neck region and extremities, equally dispersed at both gender and frequently seen between the ages 30s-60s. In
this article schwannoma case stemming from left brachial plexus that imitates the lymph node metastasis was evaluated with our clinical
experience between the years 2011-2020.

Keywords: Brachial Plexus, Lymphadenopathy, Schwannoma
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Giris

Schwannomalar ¢ogunlukla bas boyun
bolgesinde ve extremitelerde goriiliir'.
Toraksta 6zellikle posterior mediastende
yayginken, brakial pleksusdan
kaynaklanmalari nadirdir?. Brakial
pleksustan  kaynaklananlar  genellikle
genisleyen Kkitle ya da radikiiler agri
bulgular1  verirler’. Cerrahin  giinliik
pratiginin disgindaki islemler, brakial
pleksusun karmagik anatomik yapisinin
anlasilmasindaki giicliik, nadir goriilmesi,
cerrahisinde ndrolojik defisit olusturma
riskini arttirmaktadir®*. 9 yil boyunca
klinigimizde opere edilip schwannoma
tanis1 alan hastalarimizla birlikte lenf nodu
metastazin1  taklit eden schwannoma
olgusunu aktarmaya deger bulduk.

Olgu

78  yasindaki  erkek  hasta  sol
infraklavikular, yaklasik 2,5 cm’lik agrisiz
kitle sikayeti ile bagvurdu. Hasta 2 sene
once nazofarinks kanseri nedeniyle
operasyon ge¢irmis ve radyoterapi almigti.

Tablo 1. Cerrahi prosediirlerin yiizde dagilimi

Cerrahi Prosediir Say1 %

Torakotomi 6 54,5
VATS 3 27,2
Diger(Eksizyonel biyopsi) 2 18,1

Takiplerinde alinan MR’1 sol
infraklavikular bolgede subklavian arter
posterior bitisiginde yaklasik 32x23 mm
boyutlarinda T1’de hipo, T2’de heterojen
hiperintens yapida kontrast sonrasi
belirgin kontrast tutulumu gdstermeyen

lezyon izlenmektedir (lenfadenopati?)
seklinde raporlanmisti (Resim 1).

Onkoloji tarafindan operasyon igin
klinigimize yonlendirilen hastadan genel
anestezi altinda pektoral adale
derinlerinde 3 cm biiyiikliigiindeki lezyon
total olarak eksize edildi (Resim 2 ve 3).
Postoperatif sol kolda gii¢siizliik gelisti.
Noroloji konsiiltasyonu sonucu brachial
pleksus posterior cord lezyonu diisiiniilen
hastanin EMG’sinde brakiyal pleksusun
ist ve orta trunkusunda motor, alt
trunkusta duyu dalinin belirgin etkilendigi
aksonal dejenerasyon tespit edildi.
Patoloji sonucu Ancient scwannoma geldi
(Resim 4,5,6). Hastanin mevcut sikayetleri
acisindan ndroloji ve fizik tedavi takibi
devam ediyor.

Resim 1. Hastaya ait MR goriintiisii
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Resim 2. intraoperatif goriintii

Tartlsma

Klinigimizde 2011-2020 yillar1 arasinda
11 hastaya schwannoma teshisi kondu ve
cerrahi uygulandi. Serideki bir hasta niiks
nedeniyle 2. kez opere edildi. Hastalarin
5’1 kadin, 6’st erkekti. Ortalama yas
kadinlarda 40.2, erkeklerde 49.1 idi.
Scwannomalar her iki cinsiyette esit
dagilim gosteritken 3. ve 6. dekat
aralifinda daha siktir.  Hastalardaki
cinsiyet ve yas dagilimi literatiirle
uyumluydu®. Hepsi benign karakterliydi.
Apeks yerlesimli bir olguda niiks izlendi,
2. operasyonda rezidii doku kalmasi ve ilk
operasyondan 1 yil sonra tekrar etmis
olmasi nedeniyle radyoterapi verildi. Bu
hastada dahil olmak {izere 5 yillik takipte
niiks izlenmedi. 11 cerrahi islemin 6’sinda
torakotomi, 3’linde VATS, 2’sinde de
diger yontemlerle (eksizyonel biyopsi)
rezeksiyon uygulandi. Cerrahi
prosediirlerin yilizde dagilimi Tablo 1 de
verilmektedir.

[1k olarak 1908 yilinda Verocay tarafindan
tanimlanan Schwannomalar®, 2. en sik
goriillen periferik  sinir  tiimorleridir®.
Schwann hiicrelerinin bulundugu
intrakranial, ekstrakranial ya da spinal
sinir seyirleri boyunca tiim organ veya
dokularda goriiliirken %30-401 bas boyun
bolgesinde rastlanir. Ozellikle son dort
kafa ¢iftinden daha nadir olarak da otonom
sinirlerden koken alabilirler’. Intrakranial

olarak daha ¢ok sekizinci kranial sinirin
vestibuler boliimiinden koken
aldiklarindan, isitme gii¢liigli, ¢inlama,
denge bozuklugu gibi bulgular verirler®.
Spinal bolgede, herhangi bir seviyedeki
posterior sinir kdklerinden de gelisebilir®.
Bu bolgedeki tlimorler tamamen spinal
kanal icinde kalabildikleri gibi
intervertebral foromenden disar1 ¢ikarak
kum saati goriintiisii de verebilirler®.

Resim 3. Postoperatif goriintii
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Resim 5. Hiperseliller alanlarda tiimor hiicrelerinin  palizatlanmasiyla karakterize “’Verokay
cisimleri’”’ HEX100
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Klinigimizde opere edilen hastalarda
intratorasik yerlesim agirhiktaydi.
Yerlesim bolgesine gore ayirict tanida
abse formasyonu olusturan enfeksiyoz
hastaliklar, tiikkriik bezi adenomlari,
lenfadenopatiler, karotis arter lezyonlari,
paragangliomalar, norojenik tiimorler,
kraniyal sinir kokenli tiimoérler ve

metastatik kitleler diisiiniilmelidir®.'°.

Extratorasik infraklavikular bolge
yerlesimli olgumuzda postoperatif sol {ist
extremite gii¢siizliigl gelisti. Operasyonda
sinir kesisi olmamasina ragmen dokularin
retrakte  edilmesi, hassas  sinirlerin
etrafinda koter kullanimi sonrasi termal
hasara bagli olarak gelismis olabilecegini
diisiinmekteyiz.

Yavag biiyiliyen, soliter, sert, iyi sinirli,
kapsiilli, yuvarlak veya oval olabilen'’,
schwannomalarin semptomatik olmalar1
uzun zaman alir. Nadirende olsa malign
doniisiim gosterebileceklerinden yakindan
izlenmeleri Onem tasir’%.'3.  Eksizyon
materyalinin makroskopik incelemesinde
3,5x3,5x2,5 cm boyutlarinda, gri-mor
renkte nodiiler lezyon izlendi. Kesit
yapilarak incelendiginde kesit yiizli bazi
alanlarda pembe-beyaz renkte solid
goriiniimde idi, yer yer i¢inde kanamali
materyal bulunan kistik alanlar izlendi.
Mikroskopik incelemede; diizgiin sinirli,
hiperseliiler ve hiposeliiler alanlar, arada
kistik bosluklar iceren tiimoral lezyon
goriildii. Hiperseliiller alanlarda tiimor
hiicrelerinin ~ palizatlanarak ~ Verocay
cisimleri  olusturdugu dikkati cekti.
Timor, igsi niikleuslu, ¢ogu alanda
uniform hiicrelerden olugsmakta olup arada
pleomorfik hiicreler ve dev hiicreler de
icermekte idi. Mitoz ve nekroz
saptanmadi. TUmor hiicreleri
immiinhistokimyasal S-100 pozitif olarak
saptanirken ayiric1 tan1 amagli uygulanan
Pan-CK, SMA, Desmin, CD34, NF, GFAP

negatif bulundu. Olgu ‘‘Schwannom”’
olarak raporlandi. Mikroskobik olarak
Schwannomalarda yogun seliiler alanlar
(Antony A) ve daha hiposeliiler alanlar
(Antony B) degisen oranlarda goriiliir.
Ayrica Antony A alanlart icginde igsi
schwann hiicrelerinin yan yana dizilimiyle
olusturdugu yapt (Verocay cismi)
karakteristiktir®,'*,15,1€,
Immiinohistokimyasal olarak difiiz ve
kuvvetli S-100 boyanuirlar. 11
histopatolojik degerlendirmenin 3’iinde
Ancient schwannoma tespit edildi.
Ancient schwannoma’da damar duvari
hiyalinizasyonu,  kalsiyum  birikimi,
kanama, dejeneratif niikleer atipi izlenir,
lokal rekiirrens %18 ‘dir'’.

Cogu schwannoma olgusu
asemptomatiktir tesadiifen rutin
goriintliileme yontemleri ile tespit edilirler.
Goriintilleme yontemlerinden BT ve
MR’  timér ve ¢evresel yapilarin
lokalizasyon ve iligkilerinin ortaya
konmas1 ve preoperatif sinir orijini
varliginin tespit edilmesi agisindan dnemi
vardir'®  ve en duyarll tetkik MR
goriintiilemedir?.

Tedavide altin standart tiimoriin koken
aldigi  sinirsel yapinin olabildigince
korunarak biitiiniiyle eksize edilmesidir'®,
gelisebilecek motor, duyusal gecici ya da
kalict kayiplar hakkinda hasta
bilgilendirilmelidir*®. Serimizde apeks
yerlesimli bir vakada niiks goriildi. 2.
Rezeksiyon sonrasi rezidii doku kalmasi
nedeniyle postoperatif ~ radyoterapi
uygulandi. Schwannomalar radyoterapiye
cevap vermeseler de 5 yillik takibi
siiresince bu vakamizda rekiirrens tespit
etmedik.
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Resim 6. Tiimor hiicreleri immiinohistokimyasal S-100 pozitifligi. S100X20

Sonug

Merkezimizde son 9 yil igerisinde sadece
11 vaka tespit etmis oldugumuz
schwannomalar yaygin olmayan
asemptomatik  tiimorlerdir.  Brakiyal
pleksus bolgesinde goriilmeleri ise ¢ok
nadir bir antitedir ve olgularimizdan
birinde oldugu gibi bu tiir vakalarda klinik
ve radyolojik olarak yanlis preoperatif
teshis ve iatrojenik sinir hasarina yol
acilabilir. Cerrahin giinliikk pratiginin
disinda bir bolgede yapilan ameliyatlar
iatrojenik periferik sinir hasar1 olusma
riskini  artirmaktadir.  Ayrica  kiigiik
insizyonlarla yapilan lenf nodu biyopsisi
gibi islemlerde lezyonun arkasi ve gevresi
tam olarak diseke edilmeli anatomik
varyasyonlar olabilecegi akilda
tutulmahidir. Ameliyat edilecek ozellikle
cilt altindaki lezyonlarmn preoperatif
donemde tanisinin konmasi tiim cerrahlar
i¢in onemlidir ve gelisebilecek
komplikasyonlar1 engelleyecektir.

Finansal Destek:

Bu makalede agiklanan ¢alisma icin
herhangi bir finansman alinmada.

Cikar Catismast:

Yazarlar arasinda herhangi bir ¢ikar
¢atismasi bulunmamaktadir.

Etik Onam:

Hastadan aydinlatilmis onam formu
alinmustir.
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CAN FIBULIN-5 INDUCE GASTROINTESTINAL STROMAL TUMOR

DEVELOPMENT?
FIBULIN-5 GASTROINTESTINAL STROMAL TUMOR GELISIMINI INDUKLEYEBILIR Mi?

Meryem ilkay Eren Karanis', Hande Kéksal?
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Abstract

Objective: Gastrointestinal stromal tumors are the most common primary mesenchymal tumors of the gastrointestinal tract and
show Cajal cell differentiation. Fibulin-5 is a multifunctional extracellular matrix protein that inhibits epithelial and endothelial cell
proliferation. Expression of fibulin-5 is down-regulated in various carcinomas. In contrast, fibulin-5 stimulates fibroblast and
fibrosarcoma cells. In this study we aimed to investigate the expression of fibulin-5 in Cajal cells and gastrointestinal stromal
tumors.

Materials and Methods: Immunohistochemical fibulin-5 staining is performed on 34 (22 gastric and 12 small intestinal)
gastrointestinal stromal tumors. Fibulin-5 staining intensity was scored in 4 quantitative categories and compared with
clinicopathological features of the patients.

Results: There was no staining in 4 of the gastrointestinal stromal tumors; weak staining in 20 cases, moderate staining in 6 cases,
and strong staining in 4 cases were observed. In 3 cases Cajal cells were detected with fibulin-5 by moderately staining. The
relationship between fibulin-5 staining intensity and age and gender of the cases, localization, size, grade, and the risk groups of
the tumors was not statistically significant.

Conclusion: A great proportion of gastrointestinal stromal tumors show fibulin-5 expression, even if weak, in contrast to the
infrequent fibulin-5 expression in Cajal cells. Based on these findings, it can be speculated that the expression of fibulin-5 in Cajal
cells can be increase cell proliferation, but it would be useful to conduct new studies with larger series to clarify this issue. There
is no correlation between fibulin-5 expression intensity and clinicopathological and prognostic data of gastrointestinal stromal
tumors.

Key Words; FBLNS, fibulin-5, gastrointestinal stromal tumor, GIST
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Amag: Gastrointestinal stromal timérler, gastrointestinal sistemin en sik gériilen primer mezenkimal timorleridir ve Cajal hiicre
farklilasmas| gosterir. Fibulin-5, epitelyal ve endotelyal hiicre proliferasyonunu inhibe eden gok fonksiyonlu ekstraseliiler bir
matriks proteinidir. Fibulin-5 ekspresyonu cesitli karsinomlarda asadi regiile edilir. Buna karsilik, fibulin-5, fibroblast ve
fibrosarkom hiicrelerini uyanir. Bu calismada fibulin-5'in Cajal hiicrelerinde ve gastrointestinal stromal timérlerde ekspresyonunu
arastirmayl amagladik.

Materyal Metod: 34 (22 mide ve 12 ince bagirsak) gastrointestinal stromal timdre immiinohistokimyasal fibulin-5 boyasi uygulandi.
Fibulin-5 boyama yogunlugu 4 kantitatif kategoride skorlandi ve hastalarin klinikopatolojik ézellikleri ile karsilastirildi.

Sonuglar; Gastrointestinal stromal timérlerin 4'tinde boyanma yoktu; 20 vakada zayif, 6 vakada orta derecede ve 4 vakada kuvvetli
boyanma gozlendi. 3 vakada orta derecede fibulin-5 boyanmasi ile Cajal hiicreleri tespit edildi. Fibulin-5 boyanma yogunliugu ile
olgulanin yas ve cinsiyeti; timdrlerin lokalizasyonu, boyutu, derecesi ve risk gruplar arasindaki iligki istatistiksel olarak anlamli
degildi.

Sonug:Cajal hiicrelerindeki seyrek fibulin-5 ekspresyonunun aksine, zayif da olsa gastrointestinal stromal timérlerin biyik bir
kismi fibulin-5 ekspresyonu gosterdi. Bu bulgulara dayanarak, Cajal hiicrelerinde fibulin-5 ekspresyonunun hiicre proliferasyonunu
artirabilecegi tahmin edilebilir ancak bu konuyu netlestirmek igin daha genis serilerle yeni galismalar yapmak faydali olacaktir.
Fibulin-5 ekspresyon yogunlugu ile gastrointestinal stromal tiimérlerin klinikopatolojik ve prognostik verileri arasinda herhangi bir
korelasyon yoktur.

Anahtar Kelimeler; FBLN5, fibulin-5, gastrointestinal stromal timor, GIST

mitosis count and anatomical location are
useful in risk classification. There are also
studies showing that CD117, Ki67, and
other immune markers in the antibody

Introduction

Gastrointestinal stromal tumors (GISTs)
are the most common primary
mesenchymal tumors of the
gastrointestinal tract. Usually presenting
during a patient’s seventh decade, they are
mostly observed in the stomach, and they
show  phenotypically Cajal cell
differentiation'. Cajal cells are the
pacemaker cells of the gastrointestinal
tract and are thought to be specialized
smooth muscle cells®. Although Cajal cells
constitute only 5% of the tunica
muscularis cells in the gastrointestinal
tract, they have important physiological
roles in gastrointestinal motility>*. They
have large oval nuclei, narrow cytoplasm,
and dendritic-like extensions’.

It is difficult to differentiate GISTs from
other mesenchymal tumors only by
morphological  findings.  Pathologic
diagnosis of a GIST is based on both
characteristic microscopic features and
ancillary immunohistochemical
techniques such as DOG-1, CD117, CD34,
actin, desmin and S-100'. Tumor size,

panel appear to be wuseful in risk
classification’. The main morphologic
types of GISTs are the spindle cell type,
epithelioid cell type, and mixed type.

Fibulin-5 is secreted by various cell types,
such as fibroblasts, vascular smooth
muscle cells, and endothelial cells’.
Fibulin-5 acts as a multifunctional
extracellular matrix protein. It plays a role
in organogenesis and vasculogenesis by
mediating intercellular and cell-matrix
communication throughout embryonic
development and is involved in the
stabilization of the basement membrane
and loose connective tissue by regulating
elastic fiber formation. Fibulin-5 also
regulates tissue regeneration and repair in
arterial and lung injuries. Besides these
roles and functions, they are also known to
affect tumorigenesis®. Fibulin-5 inhibits
epithelial and endothelial cell
proliferation, and expression of fibulin-5
is down-regulated in various carcinomas,
especially in carcinomas of the breast,
colon, ovary, and kidney’*»!°. In contrast,
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fibulin-5 stimulates  fibroblast and

fibrosarcoma cells'!.

To the best of our knowledge, there are
few studies researching the expression of
fibulin-5 in human tumors, and these
studies usually include carcinomas’ °-'2,
There are very few studies in the literature
on the expression of fibulin-5 in
mesenchymal tumors’.

In this study, we aimed to search fibulin-5
expression levels in Cajal cells and in
GISTs  immunohistochemically. We
purposed to investigate whether fibulin-5
plays a role in GIST pathogenesis by
comparing fibulin-5 staining intensity in
Cajal cells and in GISTs. Moreover, we
wanted to examine clinical importance of
fibulin-5 in GISTs and search whether
fibulin-5 could be a new prognostic
parameter for GIST by analyzing the
relationship between fibulin-5 expression
intensity in GISTs and known prognostic
factors of the GISTs.

Materials and Methods

For this study, ethical approval was
obtained from the Ethics Committee of
Selcuk University, Faculty of Medicine
(2018/320). The ethics committee decided
that informed consent was not required
because the study was a retrospective
study.

A total of 34 patients (22 gastric GISTs
and 12 small intestinal GISTs) who
underwent subtotal gastrectomy or partial
bowel resection and were diagnosed with
GIST in the Konya Education and
Research Hospital between 2010-2018
were included in the study. The clinical
and pathological data of the cases, such as
age, gender, tumor localization and tumor
dimension were obtained from the patient

files. Hematoxylin-Eosin and Ki67 stained
preparations of the tumor specimens were
re-evaluated by a pathologist, and
histological type, mitosis count, grade and
Ki67 proliferation index of the tumors
were determined. Prognostic groups were
determined according to tumor diameter
and mitotic count (Table 1)!.

Table 1. Risk groups of gastrointestinal stromal
tumors according to United States Armed Forced
Institute of Pathology

Category Mitotic rate Tumor size
(mitosis/5 mm?) (Cm)

1 <2

2 <5 >2t0<5
3a - >5t0<10
3b > 10
4 <2

5 =5 >2t0<5
6a >5t0<10
6b > 10

Sections of 4 um thickness were prepared
from the GISTs on polylysine slides. For
immunohistochemical staining, fibulin-5
antibody  for  immunohistochemistry
(UniProtKB, Inc, Q9UBXS5 (FBLNS-
HUMAN)) was used. The exhaustive
protocol was attained from the datasheet of
the product, and in accordance with the
protocol, slides were stained with fibulin-
5 (1/200 concentration) and then
counterstained with Mayer hematoxylin
by Leica Bond-Max fully automated IHC
& ISH instrument. The  stained
preparations were then sealed with a
coverslip using Entellan.

Finally, slides were evaluated under light
microscope by an  uncommitted
pathologist. Only cytoplasmic staining
was considered as positive staining. The
results for fibulin-5 staining were scored
in 4 quantitative categories according to
the intensity of positively stained cells:
score O-negative; score 1-weak staining;
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score 2-moderate staining; and score 3-
strong staining.

The statistical analyses were performed
using SPSS 22.0 for Windows (SPSS,
Chicago, IL, USA). The Shapiro-Wilk test
was used for examining the continuous
variables with normal and non-normal
distributions, while the one-way analysis
of variance (ANOVA) was used for the
normally distributed continuous variables.
The Kruskal-Wallis test was used for the
non-normally  distributed  continuous
variables. When the Kruskal-Wallis test
indicated statistically significant
differences, the causes of those differences
were determined using a Bonferroni-
adjusted ~ Mann-Whitney U test.
Categorical data was analysed by
Pearson’s chi-square test, and Fisher’s
exact test was applied if the expected
frequency was less than 5 in >20% of all
cells. The continuous variables were
presented as the mean + standard deviation
(SD) or median (min-max), and the
categorical variables were presented as the
number of cases and percentage. For all
possible multiple comparisons, the
Bonferroni-adjustment was performed to
control the type 1 errors. Statistical
significance was set at p < 0.05.

Results

Of the 34 GISTs included in the study, 22
(64.7%) tumors originated from the
stomach, and 12 (35.3%) tumors
originated from the small intestine. The
ages of the cases ranged from 37 to 87
years (median, 61.5 years). Twenty of 34
cases were immunohistochemically

evaluated with Ki67, and the Ki67
proliferative index was found to be at least
1%, with the highest at 60% and the
median at 3%. Clinicopathological
characteristics of the patients with
gastrointestinal stromal tumors were
briefed in Table 2.

When fibulin-5 was scored according to
the intensity of staining, there was no
staining in 4 (11.8%) GISTs; weak
staining was observed in 20 (58.8%)
GISTs; moderate staining occurred in 6
(17.6%) GISTs; and strong staining was
observed in 4 (11.8%) GISTs (Figure 1).

Of the 34 cases, 24 had muscularis propria
in the fibulin-5-stained sections, and Cajal
cells were investigated in these areas. In
21 (87.8%) cases, Cajal cells could not be
identified by  immunohistochemical
FBLNS, whereas in 3 (12.5%) cases Cajal
cells were stained with fibulin-5 (Figure
2). The immunohistochemical staining of
fibulin-5 in Cajal cells and GISTs is shown
in Table 3. There was a statistically
significant difference between GIST and
Cajal cell in terms of fibulin-5 staining
positivity (p<0.001).

Fibulin-5 staining intensities in GISTs
were compared to the gender of the cases,
tumor localization, histological type of the
tumors, tumor size, mitotic count, tumor
grade due to mitotic rates and the risk
groups determined according to mitotic
rates and tumor dimensions. The
relationship between fibulin-5 expression
and clinical and pathological
characteristics of gastrointestinal stromal
tumors is shown in Table 4. The
association between fibulin-5 staining
intensities and clinical and pathological
features of GISTs was not statistically
significant (p>0.05).
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Table 2. Clinicopathological characteristics of the patients with gastrointestinal stromal tumors

Characteristics Median Min-Max
Age (years) 61.50 37-87
Ki67 prolifaration index (%) 3 1-60
Number (n) Percentage (%)

Male 21 61.8

Gender Female 13 38.2
Stomach 22 64.7

Tumor localisation | Duodenum 12 353
Spindle 23 67.7

Epithelioid 10 29.4

Histological type

Mixt (spindle+epithelioid) 1 2.9

<2 2 59

>2to<5 11 32.3

Tumor size (cm) >5t0<10 14 41.2
>10 7 20.6

<5 25 73.5

Mitotic count 6-10 1 3.0

(/50 HPF)
>10 8 23.5
Low mitotic rate 26 76.5
Grade

High mitotic rate 8 23.5

1 2 59

2 11 324

. 3a 9 26.5

Risk groups

3b 3 8.8

6a 6 17.6

6b 3 8.8
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Figure 1. Staining scores with immunohistochemical fibulin-5 in GIST: a-score 0 (negative) Fibulin-5x100; b-
score 1 (weak) Fibulin-5x200; c-score 2 (moderate) Fibulin-5x200; d-Score 3 (strong) Fibulin-5x200

e r——— - — - - 7 am—
- -~ - — - -
- &
= =]
: A . — — _——
P s . e
—
e ——
— : B, | — -
= — L a8 Er—
Ry S e— —
—— n
e eo—
s e M«‘\ TS M T —————
-—
- —
o S,
hd
[ —— —— B
> .  o—
— — e -“ - -~
- —— -
—
E - — —re — e
\ - Emn ..‘{ S - S e B “.‘
- 3 e 1 - - e~
» . "4 -~ # iy .
~ - — A : . -
- > ™~ - ‘.\ " ~
— - 5 - )
-
- e o - -
- gy - oy — e e ]

Figure 2. Moderate staining with immunohistochemical fibulin-5 in Cajal cell. FBLN5x400
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Table 3. Immunohistochemical staining of fibulin-5 in Cajal cells and gastrointestinal stromal tumors

Immunohistochemical staining of FBLNS Negative Positive p value
Cajal cells (n=24) (%) 21 (87.5) 3 (12.5)

<0.001
GIST (n=34) (%) 4 (11.8) 30 (88.2)

Table 4. Relationship between fibulin-5 expression and clinical and pathological characteristics of gastrointestinal

stromal tumors

Fibulin-5 staining skor in GIST 0 (n=4) 1 (n=20) 2 (n=6) 3 (n=4) p value
Age (years) Mean 61.75£11.33 | 60.95+12.23 | 60.50+14.58 | 65.75+£8.54 | 0.903
Gender Female 3 4 3 3 0.052
Male 1 16 3 1
Localisation | Stomach 1 15 3 3
0.217
Small intestine 3 5 3 1
Histological | Spindlecell 4 15 4 0
type 0.019
Epithelioid 0 5 2 3
Mixt 0 0 0 1
<2 1 1 0 0
Tumour size 0.373
(cm) >2t0o<5 1 7 1 2
>5t0<10 0 10 3 1
>10 2 2 2 1
Mitotic <5 4 15 3 3
count 0.626
(/50 HPF) 6-10 0 1 0 0
>10 0 4 3 1
Grade Low mitotic rate 4 16 3 3 0.294
High mitotic rate 0 4 3 1
1 1 1 0 0
Risk groups 2 1 7 1 2 0.174
3a 0 7 1 1
3b 2 0 1 0
6a 0 3 2 0
6b 0 2 1 1
Ki67 (n=2) (n=14) (n=2) (n=2)
proliferation 0.155
index (%) <5 0 11 1 1
>5 2 3 1 1
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Discussion

Fibulin-5 is an ECM protein that
participates in the setting and stabilization
of basal membranes, elastic fibers and
loose connective tissue interacts with
various extracellular matrix proteins such
as tropoelastin, fibrillin, elastin microfibril
interface 1, lysyl oxidase-like 1, or

apolipoprotein®.  Fibulin-5  provides
intercellular and cell-matrix
communication in embryonic

development and organogenesis. It also
plays a role in angiogenesis and epithelial-
mesenchymal transition’. Besides these
structural and developmental functions,
studies to date have shown that fibulin-5 is
effective in tumorigenesis’.

The expression of fibulin-5 is stimulated
by transforming growth factor-f, which is
a tumor suppressorlo. It acts on tumor
formation and progression by influencing
cell proliferation control, angiogenic
sprouting, and oncogenic epithelial-
mesenchymal transition’. Fibulin-5 has a
reducing effect on endothelial and
epithelial cell proliferation'®!'?. Compared
to corresponding normal tissue, the
expression of fibulin-5 is significantly
reduced in many human tumors (such as
breast, ovary, colon, and kidney), and
associated with this condition the
concentration of fibulin-5 in the tumor
microenvironment  suppresses  tumor
growth and progression!’. Mohamedi et
al.’®  revealed that fibulin-5 down-
regulates Ki-67, inhibiting proliferation
and invasion of breast cancer cells, and
thus breast cancer patients with a high
level of fibulin-5 demonstrate better
outcomes. Yue et al.'* found that
epigenetic ineffectiveness of fibulin-5
increases the expansion of lung cancer.

In contrast to the effect of reducing
proliferation in epithelial and endothelial
cells, fibulin-5 enhances cell proliferation

in fibroblast and fibrosarcoma cells by
stimulating DNA synthesis and motility’.
Based on the knowledge that fibulin-5
enhances cell proliferation in fibroblasts,
which are mesenchymal cells, we sought
to determine whether fibulin-5 expression
is present in Cajal cells (also mesenchymal
cells) and in GISTs, tumors that
sometimes show Cajal cell differentiation.

We evaluated muscularis propria in 24
cases, and in only 3 of these 24 (12.5%)
cases were we able to demonstrate Cajal
cells with fibulin-5. On the other hand, we
observed fibulin-5 expression in 30 of 34
GIST (88.2%) cases, with variable
intensity. Fibulin-5 expression was clearly
higher in the GISTs than in Cajal cells;
however, the expression of fibulin-5 in
GISTs was weak in most cases. GISTs
show fibulin-5 expression, even if weak, in
a greater proportion than do Cajal cells,
which ~ show  infrequent  fibulin-5
expression. From this evidence, it appears
that the expression of fibulin-5 in Cajal
cells increases cell proliferation like
fibroblast and fibrosarcoma cells.

Tumor diameter and mitotic count are the
most important parameters for predicting
prognosis in  GISTs. Risk groups
determined according to tumor diameter
and mitotic count are important guides for
predicting disease progression. Tumors
localized in the small intestine of the same
risk group show more rapid progression
than those localized in the stomach. This
shows us that localization of the tumor is
an important criteria that determine
prognosis in GIST beside the tumor size
and mitotic count. GISTs are graded by the
mitotic rate!.

Ki67 proliferative index has been reported
to be an important predictive factor and
associated with malignancy risk in
GISTs'>'®, Cerski et al.'” suggested that
the Ki67 proliferation index > 3% is an
important parameter in demonstrating
poor prognosis. On the other hand,
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Basilio-de-Oliveira et al.'® argued that Ki
67 proliferative index > 5 % is closely
related with poor prognosis. Although
there are different opinions about the cut
off value of Ki67 proliferation index, the
authors agree that the prognosis is poor in
patients with a high Ki67 proliferation
index. JIAN et al.'” reported that the
expression of protein interacting with
never in mitosis Al (PIN1) as well as Ki67
proliferative index are associated with the
prognosis of GIST. They suggested that
both Ki67 and PIN1 may be potential
prognostic indicator of GIST and PIN1
may be a therapeutic target for GIST. It is
suggested that angiogenic markers such as
CD105, CD31 and VEGF may be
prognostic parameters for GIST'®. It is
asserted that unfavorable prognosis in
GIST may occur from overexpression of
BMI-1 mRNA and protein and BMI-1
mRNA and protein levels which can be
used as prognostic predictor and a novel
therapeutic target?’. High blood fibrinogen
level, gastrointestinal bleeding and tumor
necrosis were associated with poor
prognosis in GIST?!**, The relationship
between exon 11 mutations, pl6INK4A
and prognosis of GIST were investigated
and no association was determined'”.

Mohamedi et al." revealed that fibulin-5
down-regulates Ki-67, inhibits
proliferation and invasion of breast cancer
cells, and thus breast cancer patients with
a high level of fibulin-5 demonstrate better
outcomes. Yue et al.'* found that
epigenetic ineffectiveness of fibulin-5
increases the expansion of lung cancer.

The prognostic assessment of GIST is a
multifaceted issue indicating a complex
multiparametric approach and it remains a
matter of curiosity by the researchers. In
this study, we aimed to reveal the
expression and its prognostic value of
fibulin-5, which plays a role in
tumorigenesis and angiogenesis and
affects the prognosis of tumors, in the
GIST that is the most common

mesenchimal tumor of the gastrointestinal
tract.

When the intensity of fibulin-5 in GISTs is
compared to clinical data such as gender;
to pathological data such as tumor
localization and histological type of
tumor; and to prognostic parameters such
as mitotic count, tumor grade, tumor
diameter, and risk group, Ki 67
proliferative  index no  statistically
significant  relationship is  detected
between them (p>0.05). However, there
are some limitations in our study. The
number of cases in this series is limited
and the long-term follow-up and treatment
responses of our cases are unknown.
Although the number of patients is small,
there 1is a statistically significant
relationship between the histological type
of the tumor and fibulin-5 staining
intensity. Epithelioid type GISTs exhibit
stronger staining than spindle cell type
GIST. Epithelioid type GISTs are known
to be associated with poor prognosis®.
However, it is difficult to say that strong
fibulin-5 staining is associated with poor
prognosis in GIST with this finding alone.
Because no correlation was found between
fibulin-5 staining and all other parameters
closely related to prognosis in GISTs.

According to our knowledge our study is
the first study with fibulin-5 in human
mesenchymal tumors and additionally in
GISTs. We observed fibulin-5 expression
in 30 of 34 GIST cases. However, fibulin-
5 staining in GIST was weak in most cases.
GISTs frequently express varying degrees
of fibulin-5, while fibulin-5 expression is
rare in Cajal cells. This situation brings to
mind the question "Can fibulin 5 induce
GIST development?". However, the
limitation of the number of cases and the
weakness of staining prevent us to clearly
state the fibulin-5 function in GIST
pathogenesis. It would be wuseful to
conduct new studies with larger series to
clarify this issue. Although GISTs
frequently express varying degrees of
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fibulin-5, there is no correlation between
fibulin-5 expression intensity and clinical,
pathological, and prognostic data of
GISTs.

Conclusions

Further studies are required to elucidate
this issue.
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