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YAZARLARA YONERGELER

GENEL BiLGILER

Ege Klinikleri Tip Dergisi, izmir Hastanelerine Yardim ve Bilimsel
Arastirmalan Tesvik Dernegi'nin sireli yayin organidir. Yilda Ug sayi
olarak yayimlanir. Basim aylari Nisan, Agustos ve Aralik’tir. Dergide,
tibbin her dali ile ilgili prospektif, retrospektif ve deneysel arastirmalar,
olgu sunumu, editére mektuplar ve derlemeler yayinlanir. Yayinlanan
makalelerde konu ile ilgili en ylksek etik ve bilimsel standartlarda
olmasi ve ticari kaygilarda olmamasi sarti gozetilir. Yayin igin génderilen
galismalar; orijinal, bagka bir dergide degerlendirme siirecinde olmayan

ve daha 6nce basilmamis olmasi kosullariyla kabul edilir.

Dergiye gonderilen makale bigimsel esaslara uygun ise, bas editor ve en
az yurt igi-yurt digi iki danisman incelemesinden gegip gerek goruldugu
takdirde istenen degisiklikler yazarlar tarafindan yapilip hakemlerce
kabul edildikten sonra yayimlanir.

BiLIMSEL SORUMLULUK

Tim yazarlar galismaya direkt olarak katkida bulunmalidir. Yazar olarak
tanimlanmis tim kisiler galismayl planlamali veya gergeklestirmeli,
galismanin  yazilmasinda, gozden gegiriimesinde ve son halin
onaylanmasinda rol almalidir. Bilimsel kriterleri karsilayan bir metnin
ortaya ¢ikmasi tiim yazarlarin sorumlulugudur.

ETiKSEL SORUMLULUK

insan calismalari ile ilgili tiim makalelerde ‘yazili onamim’ alindigini,

galismanin Helsinki Deklarasyonu’na

(World Medical Association Declaration of Helsinki

http://www.wma.net/en/30/publications/10policies/b3/index.html)

gore yapildigi ve lokal etik komite tarafindan onayin alindigini bildiren

cimleler mutlaka yer almalidir.

Etik Kurul Onamlarinin kendisi (Etik Kurul Onam Belgesi) yayinla birlikte

gonderilmelidir.

Hayvanlar Uzerinde yapilan deneyleri bildirirken yazarlar; labaratuvar
hayvanlarinin bakim ve kullanimi konusunda kurumsal veya ulusal

yonergelerin takip edilip edilmedigini mutlaka bildirmelidirler.

Ege Klinikleri Tip Dergisi yazarlarin cimlelerinden sorumlu degildir.
Makale bir kez kabul edildikten sonra derginin mal olur ve dergiden
izinsiz olarak baska bir yerde yayinlanamaz.

iSTATISTiIKSEL DEGERLENDIRME

Tim retrospektif, prospektif ve deneysel g¢alisma makaleleri
bioistatiksel olarak degerlendirilmeli ve uygun plan, analiz ve bildirimde
bulunmalidir. p degeri yazi icinde net olarak belirtiimelidir (6rn,
p=0.014).
YAZIM DiLi

Derginin resmi dilleri Tiirkge ve ingilizce’dir. Tiirkge metinlerde Tiirk Dil
Kurumu’nca (www.tdk.gov.tr)www.tdk.gov.tr yayinlanan Tirkge sézlik
temel alinmahdir. Gonderilmis makalelerdeki tim yazim ve gramer
hatalari sunulan verileri degistirmeksizin editoér tarafindan duzeltilir.

Yazim ve gramer kurallarina metin yazimi yazarlarin sorumlulugundadir.

TELIiF HAKKI BILDIRIMi

Telif hakki devrini bildirmek igin kapak mektubunda ‘Bu makalenin telif hakki;
galisma, basim icin kabul edilmesi kosuluyla Ege Klinikleri Tip Dergisi'ne
devredilir’ seklinde belirtilmelidir. Makaleler igin yazarlara herhangi bir tcret

6denmez.

YAZI TiPLERI

Derleme: Derlemeler yeni veya tartismali alanlara 1gik tutar. Dergi editori
derleme yazimi igin yazar veya yazarlardan istekte bulunur.

Orijinal makaleler: Orijinal makaleler temel veya klinik gahismalar veya klinik
denemelerin sonuglarini bildirir”. Orijinal makaleler 2500 kelime ve 25
kaynaktan fazla olmamalidir.

Olgu Sunumlari: Dergi, tibbin her alanindaki belirgin 6neme haiz olgu
sunumlarini yayinlar. Yazar sayisi 6yi, kaynak sayisi ise 5’i gegmemelidir.
Editor'e Mektup: Metin 400 kelimeyi gegmemeli ve kaynak sayisi ise en fazla
3 olmalidir (kaynaklardan biri hakkinda degerlendirme vyapilan yayin
olmalidir)

YAZI GONDERIMI

Tum vyazilar elektronik ortamda idhdergi@yahoo.com adresine
gonderilmelidir.

Kapak mektubu: Kapak mektubu gonderilen makalenin kategorisini, daha
once baska bir dergiye gonderilmemis oldugunu, ¢ikar iligkisi bildirimini,
yayin hakki devri bildirimini ve varsa galismayr maddi olarak destekleyen kisi
ve kurumlarin adlarini igermelidir.

Baglik sayfasi: Bu sayfada ¢alismanin tam ismi ve kisa bashgi (karakter sayisi
ve bosluklar toplami 55’i gegmemelidir) olmalidir. Katkida bulunanlarin
adlarini ve galistiklari kurumlari listeleyin. Yazismalarin yapilacagl yazar
(yazisma vyazan) belirtilmelidir. Bu yazar yayinin basim sirecinde dergi
editérii ile iletisimde bulunacaktir. Ote yandan tim yazarlarin ORCID
numarasi da eklenilmeli, ORCID numarasi olmayan yazarlar en kisa zamanda
edinmelidir. http://orcid.org adresinden bireysel ORCID igin licretsiz kayit
olusturulabilinir.

Oz ve Anahtar Kelimeler: Ozet 250 kelimeyi gecmemelidir. Calismanin
amacini, yéntemi, bulgu ve sonuglari 6zetlemelidir. ilaveten 3 adet anahtar
kelime alfabetik sirayla verilmelidir.

Giris: Giris bolimiu kisa ve agik olarak ¢alismanin amaglarini tartismali,
¢alismanin neden vyapildigina yodnelik temel bilgileri icermeli ve hangi
hipotezlerin sinandigini bildirmelidir.

Gereg ve yontemler: Okuyucunun sonuglari yeniden elde edebilmesi igin agik
ve net olarak yéntem ve geregleri acgiklayin. ilk vurgulamada kullanilan arag
ve cihazlarin model numaralarini, firma ismini ve adresini (sehir, tlke)
belirtin. Tim 6lgiimleri metrik birim olarak verin. ilaglarin jenerik adlarini

kullanin.
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YAZARLARA YONERGELER

Bulgular: Sonuglar mantikli bir sirayla metin, tablo ve goruntiler
kullanilarak sunulmaldir. Cok 6nemli gozlemlerin altini gizin veya
Ozetleyin. Tablo ve metinleri tekrarlamayin.

Tartigma: Calismanin yeni ve ¢ok 6nemli yonlerine, sonuglarina vurgu
yapin. Tartisma bolimu ¢alismanin en 6nemli bulgusunu kisa ve net bir
sekilde icermeli, gozlemlerin gegerliligi tartisiimal, ayni veya benzer
konulardaki yayinlarin 1siginda bulgular yorumlanmali ve vyapilan

galismanin olasi 6nemi belirtilmelidir. Yazarlara, ¢alismanin esas
bulgularini kisa ve 6zIU bir paragrafla vurgu yapmalari 6nerilir.
Tegsekkiir: Yazarlar arastirmaya katkida bulunan ancak yazar olarak
atanmayan kisilere tesekkir etmelidir.

Kisaltmalar: Kelime veya s6z dizinini ilk gectigi yerde parantez iginde
verilir. Tim metin boyunca o kisaltma kullanilir.

Tablolar: Metin iginde tablolar ardisik olarak numaralandirilmalidir. Her
bir tabloya bir numara ve baslk yazin. Tablolar fotograf veya grafik
dosyasi olarak gonderilmemelidir.

Kaynaklar: Kaynaklar metin icinde alintilanma sirasina uygun olarak
dogal sayilar kullanilarak numaralandirilmali ve ciimlenin sonunda
parantez iginde verilmelidir. “ Uniform Requirements for Manuscript
Submitted to Biomedical Journals” formatini kullanin. Yazar sayisi alti
veya daha az ise hepsini, yedi veya daha fazla ise sadece ilk Gg ismi
yazin ve ‘ve ark.i ilave edin. Dergi isimleri tam olarak verilmelidir.
Kaynak ve kisaltilmis dergi adlari yazimlari Cumulated Index Medicus’a
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Gravidarum
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Amag: Calismamizin amaci hiperemezis gravidarumlu gebelerde tiroid fonksiyonlari
ile ortalama trombosit hacmi ve iskemi modifiye albiimin seviyeleri arasindaki
iliskiyi incelemektir.

Materyal ve Metod: Calisma grubu olarak Mugla Sitki Kogman Universitesi Tip
Fakiltesi Kadin Hastaliklari ve Dogum poliklinigine gelen veya kadin hastaliklari ve
dogum servisine vyatirilan 40 Hiperemezis gravidarumlu gebe, benzer gebelik
haftasinda olan 40 saglikli gebe kontrol grubu olarak ¢alismaya dahil edildi. Rutin
biyokimyasal incelemeler igin alinan kan numuneleri Uzerinden hormon ve
inflamatuar belirteglerin degerlendirmesi yapildi.

Bulgular:Hiperemezis gravidarum ve kontrol grubu arasinda yas, vicut kitle indeksi,
gravida, parite gibi demografik 6zellikler agisindan fark saptanmadi. Hiperemezis
gravidarum ve kontrol grubu arasinda beyaz kiire degerleri, hemoglobin, serum
glukoz, Ure, kreatinin, alanin aminotransferaz, aspartat aminotransferaz diizeyleri
acisindan fark yoktu. Ortalama trombosit hacmi ve tiroid fonksiyon testleri
acisindan hiperemezis gravidarum ve kontrol grubu arasinda fark izlenmezken,
serum iskemi modifiye albimin seviyelerinin hiperemezis gravidarum grubunda
yuksek oldugu saptandi.

Sonug: Bilgilerimize gore calismamiz hiperemezis gravidarumlu gebelerde tiroid
fonksiyonlari ile ortalama trombosit hacmi ve iskemi modifiye albimin seviyeleri
arasindaki iligkiyi inceleyen ilk ¢alismadir. Calismamizda serum iskemi modifiye
albimin seviyelerinin hiperemezisli gebelerde daha yiiksek oldugu gosterilmistir.
Bu yiikseklik ile tiroid fonksiyon testleri ya da ortalama trombosit hacmi arasinda
bir iliski saptanmamigstir.

Anahtar Kelimeler: Hiperemezis gravidarum, ortalama trombosit hacmi, iskemi

modifiye alblmin, tiroid fonksiyon testleri.
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Abstract

Aim: The aim of ourstudy is to investigate the relationship between
thyroid functions, mean thrombocyte voliime and ischemia-modified
alblimin levels in pregnant women with hyperemesis gravidarum.
Materialand Method: 40 pregnant women with hyperemesis
gravidarum who were hospitalized in Mugla Sitki Kogman University
Medicine Faculty Gynecology and Obstetrics Clinic and 40 healthy
pregnant women were included in the study. Hormone and
inflammatory markers were evaluated from blood samples taken for
routine biochemical examinations.

Results: There was no difference between two groups in terms of age,
body mass index, gravidy, parity. There was no difference in Alanine
and Aspartate Amino Transferase levels. While there was no
difference between two groups in terms of mean platelet voliime and
thyroid function tests, serum ischemia-modified albimin levels were
found to be significantly higher in the hyperemesis gravidarum group.
Conclusion:To our knowledge, this is the first study evaluating and
correlating the mean platelet volume, ischemia-modified albimin
levels and thyroid function tests in patients with hyperemesis
gravidarum. Ischemia-modified albimin levels were found to be
increased in patients with hyperemesis gravidarum. However, this
increase was not found to be related with thyroid function tests or
mean platelet volume.

Keywords: Hyperemesis gravidarum, mean platelet volume, ischemia

modified albumin, thyroid function tests.

Girig

Gebeliklerin %75-80' inde bulanti kusma gorulur. Bulanti kusma
genellikle ilk trimester ile sinirli iken hastalarin sadece %20'sinde
gebelik boyunca devam eder .Hiperemezis gravidarum (HG), gebelikte
meydana gelen ciddi dehidratasyon, kas kaybi, elektrolit imbalansi ve
ketontri ile seyreden, bazen hastanede yatarak tedavi gerektirecek
kadar besin eksikligine neden olabilen siddetli bulanti kusma
durumudur(1). Baska bir tamimlamada HG, 16. haftadan once
baglayan, gebelik 6ncesi kilonun % 5'inin kaybi ile sonuglanan
gebeligin inatgl bulanti kusmasi olarak tanimlanir.Hiperemezis
gravidaruma bagli semptomlar 9. gebelik haftasinda pik yaparken, 20.
gebelik haftasina dogru giderek azalir(2). Nadiren semptomlar
doguma kadar devam eder. HG'li olgular takip eden gebeliklerinde

tekrarlama yoniinden risk altindadirlar.

Average Thrombosite Volume, Ischemi Modified Albumin Change Of Levels And

Relationship With Thyroid Functions In Pregnancy with Hyperemezis Gravidarum

Hiperemezis gravidarum patogenezi net olarak aydinlatilamamistir.
Psikosomatik  faktorler,  ostrojen, progesteron, human  koryonik
gonadotropin(HCG) duizeylerinde artma gibi hormonal degisiklikler, anormal
gastrik motilite, beslenme eksikligi, lipid duzeylerindeki degisiklik, genetik
faktorler, tirotoksikozis, karaciger anormallikleri, otonomik sinir sistemi
disfonksiyonu, astim, alerji, helikobakter pilori enfeksiyonu ve serotonin
diizeyi  degisiklikleri ~patogenezde suglanan faktorler arasindadir.
Patogenezde popiiler bir teori de HG'nin trofoblastik aktivite ve HCG Uretimi
ile iliskili oldugudur. HCG seviyelerinin yiiksek oldugu ¢ogul gebelikler ve
molar gebeliklerde HG'nin daha sk rastlanmasi  bu bulguyu
desteklemektedir(3).

Siddetli kusmasi olan olgularda 6zefagusta Mallory-Weiss yirtig1 ve 6zefageal
rlptur gorilebilir(4). Siddetli HG semptomu olanlar tedavi edilmediginde
Wernicke ensefalopatisi, santral pontin myelinolizisi gibi norolojik
anormallikler gorilebilir ve maternal 6lime kadar giden tablolara
rastlanilabilir. Bazen asin bulanti kusma, gebeligin elektif terminasyonuna
kadar giden maternal komplikasyonlara neden olur. Yapilan bir ¢alismada
HG gelisen gebeliklerin  %15'inin gebeligin elektif terminasyonu ile
sonuglandigi bildirilmistir(5). HG sadece anneyi degil bebegi de olumsuz
etkileyen bir durumdur. HG ile beraber gebelikte 7 kilodan daha az kilo
aliminin prematdrite ve disiik dogum tarti bebek (SGA) riskini arttirdigi
bildirilmistir (6). Kusmalar teratojenik degildir fakat tedavi edilmeyen
elektrolit imbalansi, malnutrisyon ve matemal kilo kaybi teratojeniktir(7).
HG'de tedavi secenekleri diyet, yasam tarzi degisikligi, vitamin destegi,
antiemetikler, hipnoz, akupunktur ve hospitalizasyondur. Tedaviye yanitsiz
kimi hiperemezis olgularinda yapilan endoskopi sonucunda gastrik malignite
tespit edilmistir (8).

Albiimin kanda bol miktarda bulunan, 585 aminoasit kalintisindan olusan ve
karacigerde sentezlenen farkli islevleri olan bir proteindir. Alblimin 6.5 kDa
agirhginda olup yar 6mri 19-20 glndur. Albimin molekilinin amino ucu
(N terminal) o6zellikle aspartil-alanil-histidil-lizin amino asit dizisi cobalt
(Co*?), nikel (Ni*2?), bakir (Cu*?) gibi gecisli metal iyonlarinin primer baglanma
yeridir(9). Serbest radikal hasari, enerji bagli membran harabiyeti, serbest
demir ve bakira maruz kalma, asidoz ve hipoksi gibi durumlarda albiminin N
terminal ucu modifiye olarak Co*?, Ni+2, Cu*? gibi gegisli metalleri baglama
kapasitesi azalir. Albiiminin bu modifiye sekli iskemi modifiye albiimin (iMA)
olarak adlandirilir(10). iskemi modifiye albiimin (iIMA) spektrofotometrik
olarak albimin kobalt baglama testi (ACB) ile 6lgtlur. Bu test albiiminin
kobalti baglama kapasitesini 6lger. Seruma kobaltin bilinen miktari eklenerek
baglanmayan kobalt, ditiotreitol (DTT) ile baglanarak kolorimetrik olarak

6lguluir ve sonug absorbans Unitesi (ABSU) veya U/mL olarak rapor edilir.
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iIMA’nIn stabilitesi 4 ve 20 °C de 2 saattir ve dlglim yapilirken diliisyondan
sakinilmalidir. -20°C de saklandigi zaman degerler stabildir. iIMA'nin
referans araligl 52.76 - 116.56 U/mL olarak belirlenmistir (iMA'nin
konsantrasyonu yas ve cinsiyet ile iliski gostermez). Patolojik olmayan
durumlarda iMA total albiiminin % 1-2 si iken iskemik durumlarda bu oran
% 6-8 dir. Albiminde 1 g/dL lik bir degisiklik iIMA seviyesinde % 2.6
oraninda bir degisiklige yol agmaktadir (10).

Trombositler, hacim, yogunluk, yas ve metabolik islevler bakimindan
farkhliklar gosteren diskoid hucrelerdir. Sadece hemostazda degil
anjiogenezis, inflamasyon, alerjik reaksiyonlar, dokularin tamir ve
yenilenmesinde de 6nemli rol oynamaktadirlar ve glgli yangisal yanit
olusturan aracilar igerirler. Trombosit hacmi kemik iliginde mega
karyositlerden trombosit olusumu sirasinda belirlenir, dolasimda
trombositlerde olgunlasma olmaz. Bu nedenle yangi, enfeksiyon gibi kemik
iligini uyaran etmenler trombosit hacminde ve sayisinda degisiklige neden
olabilir. Kemik iligi uyarilinca trombosit retimi artar ve ortaya ¢ikan geng
trombositlerin ¢api olgun trombositlere gére daha blyuktir. Bu durum
ortalama trombosit hacminde(OTH) ve trombosit dagilim araliginda(TDA)
artma ile sonuglanir. Ortalama trombosit hacminde goriilen bu degisiklikler
sayica olan degisimden daha 6nce goérilmektedir. Bu nedenle OTH'de
gorilen degisimin yanginin erken doénemde saptanmasinda faydal
olabilecegi dustinulmustiir. Trombosit hacim degiskenleri yanginin
saptanmasinda, hastaliklarin seyrinin, aktif donemlerinin saptanmasinda
ve tedavi etkinliginin belirlenmesinde kullanilabilir (11).

Tiroid bezinde, gebeligin metabolik gereksinimlerine yanit olarak bazal
metabolizma, iyot alimi, hiperplazi ve artmis damarlanmaya bagh olarak
blylime ve aktivitesinde artis olmaktadir.Tiroid aktivitesindeki artistan
plasentanin  salgiladigi tirotropik maddeler de kismen sorumlu
tutulmaktadir.  Bunlar, koryonik tirotropin ve human koryonik
gonadotropinin(HCG) tirotropik etkisidir. Ancak gebe bir kadin normal TSH,
serbest T4 (sT4) ve serbest T3 (sT3) dizeyleri ile Gtiroiddir. Gebelikte artan
tiroid aktivitesi Ostrojene yanit olarak dolagimdaki tiroksin baglayici
globulin(TBG) duzeylerinin anlamh bir artigi ile karsilanir; sonug olarak
tiroid hormonunun bagli olan kisminin artmasi ile yeni bir denge

olusur(12).

Materyal ve Yontem

Calisma Mugla Sitki Kogman Universitesi Klinik Arastirmalar Etik Kurulu
(onay tarihi: 17.03.2015, onay numarasi: 05/2) onay! alinarak yapildi ve
kisilerden bilgilendirilmis onam alindi. Ocak 2015 ile Temmuz 2015 tarihleri
arasinda gebe poliklinigine gelen,18 - 35 yaslari arasinda, hamileligin ilk li¢
aylk déneminde HG'e bagh olarak, medikasyon almayan ve ek hastaligi
olmayan hastalar ¢alisma grubu olarak belirlendi. Kontrol grubu ayni
gebelik ¢aginda, saglkli, vicut kitle endeksleri benzer olan, bulantisi

kusmasi olmayan kisilerden olusturuldu.
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HG tanisi, asagidaki kriterlerden en az ikisinin varliginda konuldu: (a) 2.25
kg'dan fazla kilo kaybi, (b) rastgele bir idrar 6rneginde>80 mg/L ketondiri,
(c) replasman gereksinimi duyan hiponatremi veya hipokalemi olanlar,
(d) HG nedeniyle obstetrik acil servise iki defadan fazla ziyareti olanlar.
Gebeligin ilk t¢ ayinda iki veya daha fazla agiklanamayan dusukleri olan,
iskemik kalp rahatsizliklari, diabetes mellitus, orta veya siddetli kalp
kapak hastaligi, hipertansiyon, kronik bobrek hastaligi, tiroid hastalig,
gastrointestinal sistem hastaliklari, karaciger hastaliklari (transaminaz
normalin Ust sinirini agan seviyeler), molar gebelik, mevcut sigara igenler
ve c¢oklu gebeligi olanlar galismaya alinmadi. Tim gebelerin yasi, boy,
kilo, gravida ve pariteleri kaydedildi. Tim gebelerin gebelik yasi, sona
adet tarihinin baslangicina ve birinci trimester ultrason muayenesine
gore belirlendi. Serum iMA, ortalama trombosit hacmi, tiroid fonksiyon
testleri, hemoglobin, hematokrit, beyaz kan huicreleri, aglik kan sekeri,
kreatinin, lipid profil, aspartat aminotransferaz (AST), alanin
aminotransferaz (ALT), Ure, sodyum ve potasyum degerleri 6lgiildi. Kan
ornekleri etilen diamin tetra asetik asit igeren tuplere (BD, Belliver
Industrial Estate, Plymouth, Birlesik Krallik) alindi. Deney metotlari: Tim
kan 6rnekleri 1509 g'de 10 dakika boyunca santrifiije tabi tutuldu, serum,
-80 °C'de muhafaza edidi. Enzim bagli immuno sorbent assay (ELISA)
kitleri; insan IMA'sini 8lgmek icin kullanildi. (ELABSCIENCE, Wuhan, Hubei
Eyaleti, Cin). Tum diger parametreler standart yontemlerle merkez
laboratuvarinda galisild.

istatistiksel analiz, SPSS yazilim paketi (Windows icin Striim 15.0, SPSS
Inc., Chicago, iL, ABD) kullanildi. Siirekli degiskenler ortalama #standart
deviasyon(SD) veya medyan olarak, kategorik degiskenler yuzdelik olarak
sunulmustur. Oranlari karsilagtirmada ki-kare test kullanildi. Surekli
degiskenlerin normalligi Kolmogorov-Smirnov testi ile analiz edildi.
Surekli degiskenler bagimsiz gruplar Students t testi ile karsilastirildi.
Degiskenlerin normal dagilima sahip oldugu gruplar Mann Whitney U
testi ile karsilastirildi. Elde edilen verilerin istatistiksel olarak anlamlilik
duzeyi “p” degeri ile yorumlanip, p<0.05 degerleri istatistiksel olarak
anlamli kabul edildi.

Bulgular

HG ve kontrol grubunun temel 6zellikleri Tablo-1 de belirtilmistir. iki grup
arasinda yas, parite, gravida, gebelik haftasi, 6nceki abortus sayisi

degerleri benzer bulundu.

Tablo1: HG ve kontrol grubunun temel 6zellikleri

HG (n=40) Kontrol (n=40) P

Yas (yil)* 29.7+5.8 28.4+4.7 0.815
Parite** 1(0-3) 1.3(0-4) 0.473
Gravida** 2.4(1-6) 2.5(1-7) 0.419
VKI (kg/m?) * 25.7+4.4 26.9+4.6 0.447
Gebelik Haftasi* 9.2+2.9 8.7t£1.9 0.479
Onceki Disiik 1.7+0.6 1.5+0.3 0.125
sayisi* (Abortion)

*Veriler ortalama + SD olarak verilmistir. **Medyan (min-max) olarak verilmistir.
HG:Hiperemezisgravidarum
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Serum hemoglobin, hematokrit, beyaz kan hicreleri, trombosit,
ortalama trombosit hacmi, aglk kan sekeri, kreatinin, lipid profili,
AST,ALT, Ure, sodyum, potasyum ve TSH dizeyleri HG ile kontrol grubu
arasinada benzer olarak saptandi. Serum IMA degerleri, HG'li gebelerde
kontrol grubuna kiyasla istatistksel olarak anlamli derecede yuksekti
(Tablo 2)(p<0.001). iIMA ile VKi, maternal yas ya da diger parametreler

arasinda istatistiksel anlamli bir farklilk yoktu.

Tablo2: HG ve kontrol grubu laboratuvar degerleri

HG (n=40) Kontrol P-value
(n=40)
WBC (3.98-10.04x103/uL) 8.0+2.1 8.3+2.0 0.294
Hemoglobin (11.2-19.9 g/dL) 12.1+0.9 12.0+1.7 0.634
Hemotocrit (34.1-44.9 %) 36.8+2.2 35.1+2.7 0.358
Trombosit sayisi (180-370 x103/uL) 228+40 240+43 0.592

Ortalama Trombosit hacmi (6-11 fL) 6.64 £ 0,91 6.582+0,97 | 0,453

TSH (0.27-4.2 ulU/mL) 1.941.4 1.7¢11 0.221
fT4 (12-22 pmol/L) 15.5+£0.97 14.3+1,97 | 0.143
fT3 (3.1-6.8 pmol/L) 4.8+1.3 43+1.1 0.574
Ure (16.6-48.5 mg/dL) 1945 2045 0.532
Kreatinin (0.4-0.9 mg/dL) 0.64+0.07 0.660.05 | 0.132
AST (0-32 U/L) 1741 1622 0.141
ALT (0-33 U/L) 1316 137 0.37

Na (136-145 mmol/L) 135.4%1.3 136.3+1.1 | 0.092
K (3.5-5.1 mmol/L) 3.7240.25 3.86£0.25 | 0.052
IMA (ng/mL) 6.2+0.5 43:04 | <0.001

Tartisma ve Sonug

Calismamizda HG'li hastalarda iskemik modifiye albimin seviyesini
saglikli gebelere kiyasla daha yiiksek saptadik. Daha dnceki ¢alismalar
IMA seviyelerinin oksidatif stresle ve hipoksi ile arttigini
gostermektedir (13). Gebeligin ilk zamanlarinda hipoksik intra uterin
ortam ve trofoblast invazyonu ile ortaya gikan oksidatif stres nedeni
ile IMA dizeyleri yiiksek bulunabilir.HG olgularinda olusan hipoksik
intra uterin ortam nedeni ile IMA seviyelerinin daha vyiiksek

olabilecegini dlisinmekteyiz.

Average Thrombosite Volume, Ischemi Modified Albumin Change Of Levels And

Relationship With Thyroid Functions In Pregnancy with Hyperemezis Gravidarum

Papageorghiou ve arkadaslarinin yaptigl arastirmada gebeligin ilk
trimesterinde ve endovaskiler trofoblast invazyonunun defektif
oldugu, plasentasyonun kusurlu oldugu olgularda artmis intrauterin
hipoksi ve gelisen reperfiizyon iligkili oksidatif stress nedeni ile serum
IMA seviyeleri artmis bulunmustur(14). Artmis IMA seviyeleri diisiik
kilolu bebek, preeklampsi, tekrarlayan ilk trimester gebelik kaybi ve
abortuslarla iligkilidir(15). Anormal derecede yiiksek intra uterin hipoksi
ve ilgili defektif trofoblast gelisimi HG patogenezinde rol oynayabilir.
Halihazirda HG etiyolojisi tam agiklanamadigi igin tedavisi ampirik ve
suboptimaldir. Hipoksi belirteci olarak degerlendirdigimiz IMA’nin
sonuglarini yorumlayarak hipoksik ortami azaltip, oksidatif stres ve
reperfiizyon hasarini dnleyerek HG klinigine katkida bulunabiliriz.
Calismamizin kisitlayici yonleri sinirli 6érneklem bulyuklug, kesitsel
galisma tasarimi, sonuglarin canli dogum veya diger fetal sonuglarla
iliskilendiriimemesi, tek bir IMA degeri elde edilmesidir. Diger kisitlayici
bir husus ise anormal intrauterin hipoksik ortamin HG'nin bir
sonucumu yoksa HG’yi olusturan bir neden mi oldugunun ayirimini net
yapilamamig olmasidir.

Stpheli olgularda artmig IMA, HG kliniginin siddeti, maternal hipoksi
hatta miyokard iskemisinin habercisi olabilir.

Gebelikte bir glikoprotein hormon olan HCG artmakta, HCG’nin TSH’a
benzer yapisi nedeni ile gestasyonel tirotoksikoz olusabilmektedir(16).
Bizim hasta ve kontrol grubumuz arasinda tiroid fonksiyon testleri
yoninden fark yoktu.

Platelet boyutunun platelet aktivasyonu ile iliskisi saptanmamistir.
Fakat ortalama trombosit hacmi trombosit fonksiyonun bir gostergesi
olabilir(17). inflamatuar bir belirte¢ olarak degerlendirilen ortalama
trombosit hacminin yine bir inflamatuar bir siire¢ olan hiperemezis
gravidarumda arttigi bildirilmistir(18). Ancak bu sonugla uyumsuz
olarak bizim galismamizda HG grubu ile saghkh gebe grubu arasinda
ortalama trombosit hacmi agisindan istatiksel fark saptanmadi.
Calismamizda serum iskemi modifiye albimin seviyelerinin
hiperemezisli gebelerde daha yilksek oldugu,ancak tiroid fonksiyon
bozuklugu ya da ortalama trombosit hacmi agisindan HG ve kontrol
grubu arasinda fark olmadigini saptadik. Hiperemezis gravidarumlu
hastalarda iMA diizeylerinin kontrol grubundan daha yiiksek oldugunu
saptayarak HG etyolojisinde Uzerinde durulan intra uterin hipoksi
hipotezine katkida bulundugumuzu dustiniiyoruz.

Hiperemezis gravidarum olgularinda daha fazla hasta sayili ve fetal
prognoz ve sonuglarininda degerlendirildigi calismalar etyoloji ve
tedaviye daha fazla katkida bulunulabilir.

Bu ¢alismanin finansmani Mugla Sitki Kogman Universitesi Tip Fakiiltesi

Bilimsel Arastirma Proje birimi tarafindan desteklenmistir.
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Risk Factors of the Breast Pain

Meme Agrilarinda Risk Faktérleri

Abstract

Introduction: Breast pain is one of the most common complaints including 45-69% of all
women. Despite many studies conducted on breast pain, limited number of studies
investigated effective factors regarding breast pain. Our aim is to create a model to predict
breast pain from the patient history.

Materials and Methods: Women with breast pain and without pain consecutively
included into the study between October 2014- February 2017. Detailed patient history
was taken, and clinical features were recorded.

Results: 215 (41.7%) had breast pain and 300 were (58.3%) controls. 9 (4.2%) vs 31 (10.3%)
(p< 0.05) women had personal history of any benign or malignant breast disease; 23
(10.7%) vs 4 (1.3%) (p< 0.05) had personal history of any benign or malignant gynecologic
disease; 31 (14.4%) vs 8 (2.7%) (p< 0.05)had family history of breast cancer; 66 (30.7%) vs
68 (22.7%) (p< 0.05) had family history of any malignant disease; 9 (4.2%) vs 37 (12.3%) (p<
0.05) had alcohol consumption history; 49 (22.8%) vs 112 (37.3%) had equal or higher than
high school degree in their educational background respectively. Personal history of any
benign or malignant breast disease (p<0.05) (OR: 3.72; Cl: 1.5-9), personal history of any
benign or gynecologic disease (p<0.001) family history of breast cancer (p<0.001) were
statistically significant.

Discussion: Patient history includes effective factors influencing patient behavior to visit
breast clinics. The model may help to identify patients with breast pain in the community
so that we can refer them to an appropriate diagnostic and therapeutic management.
Keywords: Pain, breast, gynecology, surgery, risk assessment.

Oz

Amag: Meme agrisi %45-69 oranla kadinlarin en sik sikayetleri arasindadir. Meme agrisi
Gzerine hangi faktorlerin etkili olduguna yonelik sinirli galisma bulunmaktadir. Amacimiz
hasta hikayesinden meme agrisini tahmin ettirecek bir model olusturmaktir.

Materyal ve metod: Ekim 2014- Subat 2017 yillari arasinda meme agrisi sikayeti ile
basvuran hastalar ve kontrol grubu ardisik olarak galismaya dahil edilmistir. Detayh
anamnez ve klinik bulgular kaydedilmistir.

Sonuglar: Calismada 215 (%41.7) meme agrisi olan ve 300 (%58.3) kontrol vardi. Sirasiyla 9
(4.2%)’a karsi 31 (10.3%)(p< 0.05) hastada kisisel selim ya da malign meme hastaligi; 23
(10.7%)’e karsin 4 (1.3%) (p< 0.05) hastada kisisel benign ya da malign jinekolojik hastalik;
31 (14.4%) e karsin 8 (2.7%) (p< 0.05) hastada ailede meme kanseri ; 66 (30.7%)’ya karsin
68 (22.7%) (p< 0.05) hastada ailede malign hastalik, 9 (4.2%)’a karsin 37 (12.3%) (p< 0.05)
hastada alkol hikayesi ve de 49 (22.8%)’a karsin 112 (37.3%) hastada lise veya Usti egitim
hikayesi vardi. Kisisel benign ya da malign hastalik hikayesi, kisisel selim ya da malign
jinekolojik hastalik hikayesi ve de ailede meme kanseri hikayesi ¢ok degiskenli lojistik
regresyon analizinde istatiksel olarak anlamliydi (p<0.05).

Tartigma: Hasta anamnezinde hastalarin meme kliniklerine bagvurmasini etkileyen anlamli
degiskenler bulunmaktadir. Elde ettig§imiz model toplumda meme agrisi olan kadinlari
daha iyi tanimaya yardimci olacak ve dolayisi ile daha etkili teshis ve tedavi metodu
uygulanabilecektir.

Anahtar Kelimeler: Agri, meme, jinekoloji, cerrahi, kanser riski.
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Introduction

Breast pain is one of the most common complaints, approximately
including 45-69% of all women [1-4]. The risk of underlying breast
cancer, however rare, arouses anxiety and many women visits breast or
general surgeons, gynecologists, or family practitioners to exclude any
unfavorable condition. Cyclical pain, related to menses, and non-cyclical
pain, not related to menses are the two types of breast pain. Estrogen,
progesterone, and prolactin abnormalities are responsible for cyclical
breast pain, and pain is usually bilateral and increases in the luteal phase
of the menstruation. It usually reported more common than non-cyclical
pain and disappears after menopause [5, 6]. On the other hand non-
cyclical breast pain is frequently unilateral and can be associated with
underlying benign or rarely malignant diseases like cysts, periductal
mastitis, Cooper ligament sensitivity, fat necrosis, neoplasia so on [7-9].
Although there are many studies conducted on breast pain, limited
number of studies investigated effective factors regarding breast
pain[10]. The aim of this study is to determine whether breast pain can
be predicted from the patient history and create a model for better
diagnosis.

Material and methods

Study Population and Outcome Variables:

We prospectively registered women who admitted to the breast clinic
with breast pain between October 2014- February 2017 after obtaining
an ethical approval from the local ethics committee.

Patients’ age, gender, pain characteristics, past medical history including
any breast and/or gynecologic disease, family history of any cancer,
regularity of menses, age of menarche, menopausal status, live birth,
abort, pregnancy termination (curettage), breastfeeding, smoking and
alcohol history, occupational and educational status were questioned.
We included any benign or malignant breast disease into the breast
disease history and any gynecological benign or malignant disease
history into the gynecological disease history.

We collected any malignant disease developed in the first and/or
second-degree relatives into the family history of any malignant disease.
Any breast cancer in the first and/or second-degree relatives into the
family history of breast cancer.

Occupational and Educational Status

We categorized the patient and control group by their occupational and
educational status. Occupational status was defined as occupied or not.
Educational status was classified as none, primary school, high school,
and university degree.

Forming the Control Group:

Meme Agrilarinda Risk Faktorleri

We provided a questionnaire with the same variables as questioned to the
patient group to women who had no breast pain. We selected people who
were attending to patients over the age 16 in the hospital to fill out the
questionnaires to create the control group.

Exclusion Criteria:

Patients who were less than the age 16, males, and who did not want to
contribute to the study were excluded. Women who had breast pain in the
control group were excluded from the study.

Statistical Analysis:

We performed the statistical analysis with IBM SPSS Statistics Data Editor
22.0. Two categorical data was compared with chi-square test. A categorical
and scale data was compared with an independent samples t-test if the
distribution was normal. We run a non-parametric t-test if the distribution
was not normal. In the analysis of educational status, we categorized
women whose education was less than high school grade or equal or more
than high school grade to perform chi-square test. A univariate logistic
regression analysis was firstly performed to find the significant variables and
then a multivariate analysis was conducted to make a model for prediction
of breast pain.

Results

There were 515 women in the study, 215 (41.7%) had breast pain and 300
were taken (58.3%) as controls. Of the 215 women with breast pain, 44 (20.5
%) had cyclic and 171 (79.5 %) had non-cyclic breast pain. Regarding the
breast pain and control group, the mean ages were 37.8 (17-76) and 36.4
(16.-71) (p>0.05) and median age at menarche were 13.5 (10-17) vs 13.3
(10-19) (p< 0.05). Nine (4.2%) vs 31 (10.3%) (p< 0.05) women had personal
history of any benign or malignant breast disease; 23 (10.7%) vs 4 (1.3%) (p<
0.05) had personal history of any benign or malignant gynecologic disease;
31 (14.4%) vs 8 (2.7%) (p< 0.05) had family history of breast cancer; 66
(30.7%) vs 68 (22.7%) (p< 0.05) had family history of any malignant disease;
9 (4.2%) vs 37 (12.3%) (p< 0.05) had alcohol consumption history; 49 (22.8%)
vs 112 (37.3%) had equal or higher than university degree in their

educational background respectively (table-1).
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Table-1: Clinical Features of the Patients with Breast Pain and

Control Group

Ahmet K. BELLi ve Ark.

Table-2: Clinical Features of the patients with cyclic and non-cyclic breast
pain compared to the control group

Chi-square test, non-parametric independent samples t-test, and
Mann-Whitney U test. N/A:Not Applicable

Women with breast pain divided into cyclic and non-cyclic breast
pain and variables were compared separately with the controls.
Personal history of any breast disease, personal history of any
gynecological disease, family history of breast cancer, live birth,
breastfeeding, and alcohol history, and educational status were the

statistically significant variables (p< 0.05) in both groups like in the

whole breast pain group (table-2).

Clinical Features/Patients | Breast Pain Group Control Group (n=300) |p Clinical Cyclic Breast p Non-Cyclic p Control Group (n=300)
(n=215) n (%) / median (min- Features/Patients Pain (n=44; Breast Pain n (%) / median (min-
n (%) / median (min-max) | max) 20.5%) / median (n=171; 79.5 max)
(min-max) %)/ median
Age 37.8 (17-76) 36.4 (16-71) 0.15 (min-max)
Gender 215 (100%) 300 (100%) Age 39.5(21-54) 0.23 37 (17-76) 0.24 | 36.4(16-71)
Pain Type Personal History of 0(0%) 0.39 5(2.9%) 0.51
Cyclic 44 (20.5%) N/A Any Malignant 5(1.7%)
Non-cyclic 171 (79.5 %) Disease
Personal History of Any Personal History of 0(0%) 0.02 9(5.3%) 0.06 |31(10.3%)
Malignant Disease 5(2.3%) 5 (1.7%) 0.74 Any Breast Disease
Personal History of Any 9 (4.2%) 31(10.3%) 0.01 Personal History of 4(9.1%) 0.001 19 (11.1%) <0.00 |4 (1.3%)
Breast Disease Any Gynecologic 1
Personal History of Any 23 (10.7%) 4(1.3%) <0.001 Disease
Gynecologic Disease Family History of 6 (13.6%) 0.04 |25 (14.6%) <0.00 | 8(2.7%)
Breast Cancer 1
Family History of Breast 31(14.4%) 8(2.7%) <0.001 Family History of Any | 12 (27.3%) 0.5 54(31.1%) 0.03 | 68(22.7%)
Cancer Malignant Disease
Family History of Any 66 (30.7%) 68 (22.7%) 0.04 Menstruation 0.95
Malignant Disease Regular 33(75%) 0.66 38(22.2%) 234(78%)
Menstruation Irregular 11 (25%) 133(77.8%) 66 (22%)
Regular 166(77.2%) 234(78%) 0.83
Irregular 49 (22.8%) 66 (22%) Median Age at 14 (10-17) 0.07 13 (10-17) 0.12 |13.3(10-19)
Menarche
Median Age at Menarche | 13.5 (10-17) 13.3 (10-19) 0.052 Menapausal Status
Premenapausal 44 (100%) N/A 171(100%) N/A | 231(77%)
Menapausal Status Postmenapausal - - 69 (23%)
Premenapausal 174 (80.9%) 231 (77%) 028 Live Birth History 35(79.5%) 0.046 | 133(77.8%) 0.002 | 193 (64.3%)
Postmenapausal 41(19.1%) 69 (23%)

— - Abortion History 8 (18.2%) 0.76 25(14.6%) 0.62 |49 (16.3%)
Live Birth History 168 (78.1%) 193 (64.3%) Pr 13 (29.5%) 0.09 36(21.1%) 0.53 | 56(18.7%)
Abortion History 33 (15.3%) 49 (16.3%) 0.76 Ter
Pregnancy Termmatlon 49 (22.8%) 56 (18.7%) 0.25 (Curettage) History
(Curettage) History Breast Feeding 34(77.2%) 004 | 122013%) 003 | 184 (613%)
Breast Feeding History 156 (72.6%) 184 (61.3%) 0.008 History
Smoking History 39 (22.8%) 67 (22.3%) 0.9 Smoking I:Ilstory 8 (18.2%) 0.53 41 (24%) 0.68 | 67(22.3%)
‘Alcohol History 3 (3.2%) 37(12.3%) 0.001 Alcohol History 0(0%) 0.008 |9(5.3%) 0.01 |37(12.3%)
Occupational History 160 (14.4%) <0.001 Occupational Status 0.48 <0.00 | 160 (14.4%)
Housewife 136(63.3%) Housewife 23 (52.3%) 113(66.1%) 1
Occupied 79 (36.7%) Occupied 21 (47.7%) 58(33.9%)

Educational Background Educational
None 5(2.3%) 1(0.3%) <0.001 Background 1(2.3%) 0.04 4(2.3%) <0.00 | 1(0.3%)
Primary School 124(57.7%) 113 (37.7%) None 23 (52.3%) 101(59.1%) 1 113(37.7%)
High School 37 (17.2%) 74 (24.7%) Primary School 9(20.5 %) 28(16.4%) 74 (24.7%)
University 49(22.8%) 112 (37.3%) High School 11(25 %) 38(22.2%) 112(37.3%)
University

Chi-square test, non-parametric independent samples t-test, and Mann-
Whitney U test.N/A:Not Applicable

We run a multivariate logistic regression analysis to create a model to

predict breast pain. Personal history of any breast disease (p<0.05) (OR:

3.72; Cl: 1.5-9), personal history of any gynecologic disease (p<0.001)

(OR: 0.08; CI: 0.02-0.31), family history of breast cancer(p<0.001) (OR:

0.14; C1:0.06-0.36) were statistically significant (table-3).
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Table-3: Univariate and multivariate analysis of the variables

Univariate Multivariate 0Odds Ratio (95% B

Variables analysis analysis )
p p

Age 0.22
Personal History of 0.59
Any Malignant
Disease
Personal History of 0.01 0.004 3.72(1.5-9) 131
Any Breast Disease
Personal History of <0.001 <0.001 0.08 (0.02-0.31) -2.5
Any Gynecologic
Disease
Family History of 0.04 <0.001 0.14 (0.06-0.36) -1.9
Breast Cancer
Family History of <0.001 0.72 1.09 (0.66-1.8) 0.09
Any Malignant
Disease
Menstruation 0.83
Age at Menarche 0.052 0.19 1.09 (0.95-1.26) 0.09
Menapausal Status 0.28
Live Birth History 0.001 0.43 0.68(0.26-1.77) | -0.38
Abortion History 0.76
Pregnancy 0.25
Terminations
(Curettage)
Breast Feeding 0.008 0.58 1.28(0.53-3.08) 0.24
Status
Smoking history 0.9
Alcohol history 0.002 0.13 1.89(0.83-4.31) 0.64
Occupational status <0.001 0.31 1.3(0.78-2.18) 0.26
Educational Status <0.001 0.66 1.6 (0.97-2.65) -0.38
Discussion

We investigated effective factors to predict breast pain and found
that personal history of any breast disease, acted as a protective
factor, on the other hand gynecologic disease or family history of
breast cancer served as provoking factors for breast pain. Personal
history of any malignant disease was not associated with breast pain.
The reason that personal history of any breast disease served as a
protective factor may be related to reassurance of the patients.
Because these patients previously visited a physician and had breast
examinations, breast imaging, or even breast biopsy.

The feeling of having breast cancer may be climaxed when the pain
emerges so that it may rise patients’ anxiety level and they visit
breast clinics for further investigation. When doctors see patients
with breast pain, they firstly focus on excluding the breast cancer.
Therefore, personal history of any breast disease may indicate that
the patients were reassured. We did not include the number of
previous breast imaging methods into the design of our study
because we had not realized the effect of this variable on breast pain.
When we finalized our paper, and run the model prospectively on
new patients, we realized that presence of previous breast imaging
acts as a protective factor. However, further studies are needed to

clarify this topic.

Meme Agrilarinda Risk Faktérleri

Personal history of gynecologic disease and family history of breast
cancer were other significant risk factors for breast pain. Women with
gynecologic disease history or family history of breast cancer might
also have deep concern to have breast cancer so that any true breast
pain or chest wall pain might increase their level of anxiety. Therefore,
we assume that they visited breast clinics or other physicians more
often than women without breast pain.

In the univariate analysis, we found that family history of any
malignant disease, live birth, abortion, breast feeding, and alcohol
history, occupational and educational status also had significant
relation with breast pain. However, these factors may sit on the same
pathway so that they were not significant in the multivariate logistic
regression analysis. For example, we expect that women with higher
educational status are less married or not occupied, have fewer living
births or breast-feeding history, or use more alcohol.

Limited number of studies in the literature reported risk factors that
may be associated with breast pain. Balci et al [10] indicated that
marital status, parity, breast feeding history, family history of breast
cancer were related to breast pain . Yilmaz et al [11] studied how much
coffee, tea, and cigarette consumption and gynecologic history were
effective on breast pain and reported that there was no difference
between the breast pain and control group. While Eryilmaz et al [12]
were investigating the relation between breast pain and quality of life,
they represented that 16% of patients with breast pain had high school
or university degree, 77% had stressful life, 13% had regular physical
activity, and 23% were using fitting bra. Scurr et al [2] reported that
women with advanced age, larger breast cup size, and do less exercise
had more breast pain. Influence of exercise on breast pain was
investigated by a randomized clinical trial and it reported that women
who underwent an exercise program had less breast pain than controls
[13].Barros et al [14] questioned the effect of “explanation and
reassurance” to resolve breast pain and they reported that it was
successful in 70.2-85% of the patients and recommended that
nonpharmacological treatment should be the first option in the
treatment of breast pain.

Many women with breast pain have considerable concern for
developing breast cancer. Patient history and physical examination is
the critical step to perform further laboratory work. In case of a normal
physical exam for women who are under the age of breast cancer
screening, no study showed any benefit of breast imaging [15]. The risk
of having breast cancer for women with breast pain has not been
widely studied since 1984. A case control study performed on French
women reported that the relative risk of breast cancer in women with
cyclic breast pain was 2.12 comparing to women without the disease

after adjusting the risk factors [16].
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Another study carried on premenopausal breast cancer patients and
controls showed women with cyclic breast pain had 1.35 to 3.32
times increased risk of breast cancer [17]. However, modern
technology has more accurate breast imaging techniques so that
physicians can diagnose high risk lesions for breast cancer nowadays
better than the time that breast pain and cancer relation studies
were studied.

The limitations of our study are the following: We could not calculate
the influence of previous breast imaging, which might have positive
influence on the outcome. Moreover, we did not carry out any test to
scale stress or anxiety level of the patients, which might also be an
effective variable to predict breast pain.

Conclusion: We found that patient history, including personal history
of any breast or gynecologic disease or family history of breast
cancer, were the effective factors influencing patient behavior to visit

breast clinics.

Ahmet K. BELLI ve Ark.

The concern of having breast cancer in women with breast pain seems to
be the leading cause to visit breast clinics. We tested our model
prospectively in women who presented with a complaint other than breast
pain and observed that the model correctly works for the prediction of
breast pain. Our future project is to improve and validate this model in a
prospective manner with adding a questionnaire for stress or anxiety
levels along with calculating the effect of previous breast imaging.
Therefore, this model may help to identify patients with breast pain in the
community so that we can refer them to an appropriate diagnostic and
therapeutic management.

Acknowledgements: We would like to thank Hulya Ozkan, Inan Ozdemir,

Gizem S. Demir, and Ugurcan Suner for their technical help.
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Sezaryen Sonrasi Vajinal Dogum Hakkinda Kadin Hastaliklari ve Dogum
Hekimlerinin Bilgi Diizeyleri ve Goriigleri

Sezaryen Sonrasi Vajinal Dogum

Knowledge levels and Opinions of Obstetricians and Gynecologists about
Vaginal Birth after Cesarean

Vaginal Birth After Cesarean

0z

Amag: Sezaryen sonrasi vajinal dogum (SSVD) hakkinda Kadin Hastaliklari ve Dogum
hekimlerinin bakis acilarini ve bilgi dizeylerini degerlendirmeyi amagladik.

Gere¢ ve yontem: Arastirmamizda Ankara Sehir Hastanesi biinyesinde, Kadin
hastaliklari ve Dogum Hastanesi’'nde gorev yapan, gonulli 1 yil ve Uzerinde ihtisas
suresi olan asistan ve uzman hekimlere anket formumuzdaki sorular yoneltildi.
Hekimlere demografik verilerin disinda 6 soru soruldu. Formumuzda avantajlari
iceren dort madde ve riskleri iceren (¢ maddenin yani sira hekimin SSVD hakkindaki
duslncesi, SSVD tecriibesi olup olmadigi, hastalarina 6nerip 6nermeyecegi soruldu.
Bulgular: Arastirmamiza 157’si asistan hekim ve 60’1 uzman hekim olmak lzere 217
hekim katildi. Hekimlerin yaslari 24-52 (ort; 30,66+5.70) ve ortalama mesleki tecriibe
suresi 1-25 yil olarak tespit edildi. Arastirmaya katilanlarin 168 (%77,4) si kadin, 49
(%22,6) si erkek idi. “SSVD olabilir mi?” sorusuna 200 (%99,2) hekim evet cevabi
verirken, 10 (%4,6) kisi hayir ve 5(%4,2) kisi bilmiyorum cevabini verdi. Avantajlardan
en fazla cevaplanani 194 (%89,4) kisi ile “tekrar abdominal cerrahi olmamasi”’ cevabi
idi. Ruptir riskinin ise 208 (%95,9) cevap ile en g¢ok bilgi sahibi olunan risk oldugu
gorildi. Hekimlere sorulan,“Hastalariniza SSVD 6nerir misiniz?”’ sorusuna 96 Kkisi
(%44,2) “kararsizim’’ cevabi verirken, 92 hekim (%42,4) “6nermem” ve 29 hekim
(%13,4) “Oneririm “cevabi verdi. Kararsiz olan ve 6nermem cevabi veren hekimlere
“En bulyuk gekinceniz nedir?” agik uglu sorusu yoneltildi. Bu soruya 179 hekimin
(%82,48) “medikolegal kaygilar “ cevabini verdigi goruldu.

Sonug: Anket sonuglarimizin goésterdigi bulgulara dayanarak medikolegal endiseler
nedeniyle kadin dogum hekimlerinin yaridan fazlasinin SSVD konusunda ikna
olmadigi séylenebilir.

Anahtar Kelimeler; Kadin hastaliklari ve dogum hekimligi, Sezaryen, Sezaryen sonrasi

vajinal dogum
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Sezaryen Sonrasi Vajinal Dogum Hakkinda Kadin Hastaliklari ve Dogum
Hekimlerinin Bilgi Diizeyleri ve Gorisleri
Sezaryen Sonrasi Vajinal Dogum

Abstract

Aim: We aimed to assess the viewpoints and information levels of
gynecologists and obstetricians about vaginal birth after cesarean
(VBAC).

Material and method: Questions on a survey form were directed to
assistant and specialist clinicians employed in gynecology and
obstetrics within Ankara City Hospital, who volunteered and had 1
year or more specialization duration. To clinicians were asked 6
questions apart from demographic data. In our form, the clinician's
opinion on VBAC, whether their have VBAC experience, whether they
would recommend it to their patients, as well as four items containing
advantages and three items containing risks were asked.

Results: A total of 217 clinicians, including 157 assistant and 60
specialist doctors, participated in our research. The ages were 24-52
years (mean 30.66  5.70) and mean professional experience duration
was 1-25 years (median 3). Among participants, 168 (77.4%) were
women and 49 (22.6%) were men. In answer to the question “is VBAC
possible?”, 200 doctors (99.2%) said yes, while 10 (4.6%) said no and 5
(4.2%) said they did not know. The most frequent response about
advantages was ‘no repeated abdominal surgery’ according to 194
people (89.4%). Rupture risk was the risk that most people were
informed of with 208 responses (95.9%). When doctors were asked
would they recommend VBAC to their patients, 96 (44.2%) said they
were ‘undecided’, 92 (42.4%) said they ‘would not recommend’ and
29 (13.4%) said they ‘would recommend’. Doctors responding that
they were undecided or would not recommend were asked about
their greatest hesitation in an open-ended question. It was observed
that 179 doctors (82.48%) gave the answer ‘medicolegal concerns’ to
this question.

Conclusion: Based on the findings in our survey results, it appears
more than half of obstetricians cannot be persuaded about VBAC due
to medicolegal concerns.

Keywords; Cesarean, Obstetrician and gynecologist, Vaginal birth

after cesarean

Girig
Diinyada sezaryen ile dogum sikligi giderek artmaktadir. Ulkemizdeki
son sezaryen oranlari Turkiye Nifus ve Saghk Arastirmasi(TNSA) 2018
verilerinde %52 olarak bildirilmistir (1). Artan sezaryen oranlarinin en
onemli sebebi bir kez sezaryen ile doguran kadinlarin %90’inin yine
sezaryen ile dogurtulmasidir (2). Sezaryen sonrasi vajinal dogum
ortalama(SSVD)%10 oraninda kalmaktadir. Sezaryen ile doguran
kadinlarin hangi sart ve kosullarda vajinal dogum yaptirilabilecegi
cesitli kilavuzlarda belirtiimektedir (3). Yine bu rehberlerde SSVD
uygulamasinin  avantaj ve

dezavantajlari  ayrintih  olarak

anlatiimaktadir.

Knowledge levels and Opinions of Obstetricians and Gynecologists about Vaginal
Birth After Cesarean
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Saglk Bakanligi Dogum ve Sezaryen Yonetim Rehberi’'nde sezeryan sonrasi
vajinal dogum (SSVD) icin; hastanin riskleri de igeren bilgilendirme sonrasi
SSVD'yi kabul ettigini ve istedigini belirten onaminin kayitlarda yer almasi,
onceki sezaryenin alt segment transvers kesi ile yapilmis olmasi ve bunun
kesin biliniyor olmasi, uterusta sezaryen disi herhangi bir skar olmamasi,
pelvik darlik olmamasi ve fetustin 4000 gr lizerinde olmamasi, dogumun
yapilacagi merkezde sirekli fetal monitorizasyonun yapilabiliyor olmasi, acil
cerrahi imkanlarinin ve kan stok dizeyinin yeterli olmasi gerektigi
belirtilmektedir (4). American College of Obstetrician and Gynecologist
(ACOG), SSVD uygulamasinin avantaj ve riskleri konusunda bir bilgilendirme
formu yayinlamistir (5). Bu formda iyi yonetilen bir SSVD uygulamasinin
avantajlarini, tekrar abdominal cerrahi midahale olmamasi, kisa iyilesme
suresi, daha az kan kaybi ve azalmis enfeksiyon riski olarak bildirilmistir.
Risklerini ise;komplike olan durumlar igin kan kaybi riskinin artmasi, acil
cerrahi riski, uterus rlptlri ve buna bagh fetal maternal morbidite ve
mortalitenin artmasi olarak belirtmislerdir. SSVD oranlarinin artiriimasinda;
mevcut kosullarin yeterli olmasi ve hasta uyumunun yani sira, hekimin de bu
konuda istekli, bilgili olmasi ve olasi komplikasyonlarin yonetimi konusunda
yeterli deneyime sahip olmasi gerekir. Arastirmayi yapmaktaki amacimiz,
hekimlerin SSVD konusunda katiimc  olmalarinin  bu uygulamanin
surdurilmesinde en o6nemli basamaklardan biri olmasidir. Brans
hekimlerinin konu hakkindaki eksik bilgilerinin asistanlik déneminden
itibaren tamamlanmasi, en ¢ok g¢ekince duyduklari konular olan teknik ve
hukuki destegin verilmesi durumunda; hekimlerin SSVD uygulamasina
desteklerinin artabilecegi disuntlmustir.

Arastirmamizda kadin dogum egitimi alan asistan hekimlerin ve kadin
dogum uzmanlarinin SSVD hakkindaki genel gorusleri, bilgi duzeyleri ve
SSVD‘ye bakis agilari degerlendirilmistir.

Materyal Metod

Aragtirmamiz igin Ankara Yildirim Beyazit Universitesi Etik Kurulu’ndan onay
alindi. Anket formu verilen hekimlerin katilim onaylari alindi. Arastirmamiz
10 Eylul-30 Eylul 2020 tarihleri arasinda, Ankara Sehir Hastanesi biinyesinde,
Kadin hastaliklari ve Dogum Hastanesi'nde gorev yapan, gonilli 1 yil ve
lUzerinde ihtisas siresi olan asistan hekimler ve uzman hekimler arasinda
yapildi. Hekimlerin yas ve mesleki tecribeleri ile sorulara verdikleri cevaplar
kaydedildi. Formumuzda hekimlere SSVD avantajlarini iceren dért madde ve
riskleri iceren (i maddenin yani sira, SSVD hakkindaki dustincesi, SSVD
tecriibesi olup olmadigi, hastalarina énerip 6nermeyecegi sorulari yoneltildi.
Saglhk Bakanligi Dogum ve Sezaryen Eylemi Yonetim Rehberi ve ACOG’un
yayinladigi sik sorulan sorular kilavuzu kullanilarak yeni bir form hazirlandi
(4,5).

istatistiksel analizler SPSS 21.0 (SPSS Inc. lllinosis, US) paket programi
kullanilarak yapildi. Verilerin normal dagilima uygun olup olmadig
Kolmogorov- Smirnov testi ile degerlendirildi. Bulgularin analizinde
tanimlayici parametreler, ortalama- standart sapma ve ylzde oranlar
kullanildi.  Gruplar arasi verilerin karsilagtirlmasinda Student t test,
korelasyon analizi icin Pearson korelasyon analizi kullanildi. istatistiksel

anlamda P<0.05 olmasi anlamli kabul edildi.
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Sonuglar

Arastirmamiz Egitim Arastirma-Universite birlikte yénetilen 3.
Basamak bir saglik kurulusunda vyapildi. Arastirmamiza kadin
hastaliklari ve dogum uzmanlik egitimi alan asistan hekimlerden 1
yil ve Uzerinde ihtisas siresi olan goniilliler ve kadin hastaliklari
dogum uzmani gondlluler katildi. Arastirmamiza katilan 217 hekimin
157’si asistan hekim ve 60’1 uzman hekim idi. Hekimlerin yaslari 24-
52 (ort; 30,66+5.70) ve ortalama mesleki tecriibe suresi 1-25 yil
olarak tespit edildi. Aragtirmaya katilanlarin 168 (%77,4) si kadin, 49

(%22,6) si erkek idi. Bu veriler tablo 1 de 6zetlendi.

Tablo 1. Genel 6zellikler

Yas Min-max; 24-52 Ort;SS (30,62+5,70)
Mesleki tecriibe (yil) Min-max: 1-25
Kariyer Asistan Hekim 157 (%72,4)

Uzman Hekim 60 (%27,6)

Cinsiyet Kadin 168 (%77,4)
Erkek 49 (%22,6)

SSVD miimkiin miidiir?

Evet 200 (%92,2)
Hayir 10 (4,6)
Bilmiyorum 7(3,2)

SSVD; sezaryen sonrasi vajinal dogum

Hekimlere yoneltilen “SSVD olabilir mi?”” sorusuna 200 (%99,2) hekim
evet cevabi verirken, 10 (%4,6) kisi hayir ve 5(%4,2) kisi ise
bilmiyorum cevabini verdi. Avantajlarini bilmiyorum cevabini veren
hekim sayisi 14 (%6,5) iken, riskleri bilmiyorum cevabi veren hekim
sayisi 7 (%3,2) idi. Avantajlardan en fazla, 194 (%89,4) kisi ile “tekrar
abdominal cerrahi olmamasi” cevabi verildi. Riptur riskinin ise 208
(%95,9) cevap ile en gok bilgi sahibi olunan risk oldugu gorulda.

Tablo’2 de bilgi durumlari 6zetlendi.

Raziye DESDiCIOGLU et al.

Tablo 2. Hekimlerin bilgi ve goris duzeyleri

Avantajlar Olumlu bilgi diizeyi Olumsuz bilgi diizeyi
Say1 % Say1 %
Tekrar cerrahi olmama
194 89,4 23 10,6
Erken hareketlenme -iyilesme
126 581 91 41,9
Daha az kan kayb1
136 62,7 81 37,3
Daha az enfeksiyon riski
131 60,4 86 39,6
Tiim avantajlar hakkinda
118 54,4 1 99 45,6
Riskler
Uterusriiptiirii -Kanama
208 959 1 9 41
Acil cerrahi
171 78,8 | 46 21,2
Fetalmorbidite risk artisi
158 72,8 | 59 27,2
Genel sorular Say1 %
Riskli kesi
Asag transvers kesi | 12 55
Asag vertikal kesi | 28 12,9
Yiiksek vertikal kesi = 177 81,6
SSVDtecriibesi olan 111 51,2
SSVD tecriibesi olmayan 106 48,8
Acil SSVD tecriibesi | 95 43,8
ElektifSSVD tecriibesi = 16 7.4
SSVD énerir misiniz ?
Evet | 29 13,4
Hayir | 92 42,4
Kararsizm = 96 442

SSVD; sezaryen sonrasi vajinal dogum

Tum avantajli durumlar hakkinda dogru bilgi sahibi olma durumu 4 puan
lizerinden degerlendirildiginde toplam puan asistan hekimler arasinda
2,84%1,38 iken; uzman hekimler arasinda 3,17+1,36 idi. iki grup arasinda
avantajlar agisindan bilgi duzey farki izlenmedi (P=0.12). Risk
puanlamasinda ise,3 puan Uzerinden asistan hekimler igin ortalama
2.3240,89; uzman hekimler igin ise 2,90+0,39 puana sahip olup iki grup

arasindaki fark anlamli idi (P<0.05). Bu veriler Tablo 3’de 6zetlendi.

Tablo 3. Asistan hekim ve uzman hekim bilgi diizey farkhhklari

Asistan hekim Uzman hekim

Avantaj bilgi puani 2,84+1,38 3,17+1,36
Riskler bilgi puani 2.32+0,89 2,90+0,39*
*p<0,05
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Kadin hekimler arasinda avantajlara ait sorulara verilen dogru cevap
ortalamasi 3,04+1,30 erkek hekimler arasinda 2,57 +1,56 olup iki grup
arasinda fark istatistiksel agidan anlamli idi (P=0.03). Risklere ait
dogru cevap ortalamasi kadin hekimlerde 2,52+0,81 ve erkek
hekimlerde 2,33+0,87 olup fark anlamli degildi (P=0,14). Hekimlerin
mesleki tecribe sireleri ile risk ve avantajlar hakkinda bilgi sahibi
olma durumlari arasinda anlaml pozitif korelasyon izlendi.Daha 6nce
SSVD tecriibesi olan hekim sayisi 111 olup bu vakalarin 95’i acil olarak
sezaryen alinacak zaman olmamasi nedeni ile SSVD uygulamasi
yaptirdigini ifade etti. Planh olarak SSVD uygulamasi yapan hekim
sayisi 16 olup arastirmaya katilan tim hekimler igcinde bu oran %7,4
idi. Hekimlere sorulan ‘Hastalariniza SSVD &énerir misiniz?” sorusuna
96 kisi (%44,2) ile “kararsizim” cevabi verirken, 92 hekim (%42,4)
“6nermem”’ ve 29 hekim (%13,4) “6neririm“”cevabini verdi. Asistan
hekimlerde kararsizim cevabi uzman hekimlerden anlamli olarak fazla
idi (p=0,02). Bununla birlikte uzman hekimlerde 6nermem cevabi
verenlerin orani asistan hekim grubuna oranla anlaml olarak yiiksek

izlendi (Tablo.4).

Tablo 4. SSVD onerisi

Oneri Evet Hayir Kararsizim
Asistan hekim 19 58%* 80*
Uzman hekim 10 34* 19%*

SSVD; sezaryen sonrasi vajinal dogum
*p<0,05

Kararsiz olan ve 6nermem cevabi veren hekimlere,’En biylk ¢ekinceniz
nedir?’ agik uglu sorusu yoneltildi. Bu soruya 179 hekimin (%82,48)
“medikolegal kaygilar “ cevabini verdigi goruldu.

Tartisma

Arastirmamiz SSVD hakkinda kadin hastaliklari ve dogum hekimlerinin
bilgi ve goruglerini degerlendiren ilk ¢alismadir. Daha once yerli ve
yabanci literatiirde bu konuda yapilmis kapsamli arastirmaya
rastlanmamigstir. Arastirmamizin sonucunda kadin hastaliklari asistan ve
uzman hekimlerinin SSVD avantaj ve dezavantajlari konusunda belli
bilgi duzeylerinin oldugu ancak SSVD uygulamasina disik oranda
katilimci olduklari gozlenmistir. SSVD uygulamasi igin hekimin bu
konuda deneyimli, yeterli imkanlara sahip ve istekli olmasi gerekir.
Sezaryen oranlarinin  azaltiimasi  kapsaminda SSVD uygulama
oranlarimizin artiriimasi bir segenek olarak degerlendirilmeli ve rutin
uygulamada yer almalidir. Ulusal ve uluslararasi kilavuzlar
incelendiginde hasta dosyalarinda SSVD uygulamasinin yararlar ve
riskleri hakkinda gebe kadina danigsmanlik yapilmasi, bilgi verilmesi ve

bakimin tibbi kayitta yer almasinin 6nemi vurgulanmaktadir (3).

Knowledge levels and Opinions of Obstetricians and Gynecologists about Vaginal
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Ozellikle 6nceki sezaryen kesi tipi bilinen ve diger kosullari saglayan
gebe kadinlara islemin avantaj ve riskleri anlatilmal komplikasyon
oranlari ve yonetim segeneklerinin uygun oldugu merkezlerde dogum
yapmalari tesvik edilmelidir. Sezaryen oranlarinin diinya genelinde
artisl; hekimlerin sezaryen karari alirken mutlaka glincel dogum
yonetim kilavuzlarinin aktif kullanimini zorunlu kilmakta, anne ve
bebegin sagligini tehdit eden durumlar disinda planh sezaryen
oranlarinin  azaltilmasi  konusunda  daha segici  olmalarini
gerektirmektedir. Dlnyada birgok dlkenin ve mesleki derneklerin
dogum yonetimi, sezaryen ve SSVD ile ilgili bilgi ve onerileri igeren
kilavuzlari bulunmaktadir. Yizyillin basinda gegerli olan “bir kez
sezaryen daima sezaryen” gorlsi son yillarda yerini uygun hasta ve
kosullarda SSVD uygulamasinin denenmesinin yararli bir girisim olacagi
gorustine birakmistir  (3). Ulusal rehberimizde SSVD uygulama
kosullarini saglayan saglik kuruluslarinin ozellikleri, hangi hastalara
onerilecegi, kimlerde SSVD uygulamasinin yapilamayacagi, risk ve
yararlari ayrinti olarak tanimlanmistir (4). Hastanin da SSVD
uygulamasini, tim bu riskleri bilerek kabul ettiginin kayit altina alinmasi
olduk¢a 6nemlidir. Tim kosullarin saglandigl, hastanin da gonallu
oldugu durumlarda kugkusuz en 6nemli faktér dogumu ydnetecek
hekimin bu konuda istekli ve bilgili olmasi ve hastaya uygulama
slrecinde sabirla durumun ilerleyisini anlatmasi, takip sirecini ve
olumsuzluk durumunda yodnetimi Ustlenecek yetkinlikte olmasidir.
Ozellikle egitim hizmetinin verildigi kurumlarda, asistan hekimlerin
daha isin basinda iken bu konuda donanimh yetismeleri énemlidir.
Arastirmamizda asistan hekimlerin uygulamanin risk ve avantajlari
hakkinda belli bilgi dizeyine sahip olduklari ancak riskler konusunda
uzman hekimlerden bilgi diizeyi anlaminda geri olduklari gérilmstar.
Bu her ne kadar beklenen bir durum ise de egitim programlari iginde
SSVD uygulamasinin daha fazla yer almasi saglanmalidir. Daha 6nce
saglik cahisanlarinin SSVD hakkinda gorislerini iceren bir arastirma
yapilmis olup hekim ve hekim digi personele yonelik yapilmistir. Bu
arastirmada gesitli branglardan 42 doktor arastirmaya dahil edilmistir.
Hekimlerden 34 (%81)" i‘'SSVD olabilir mi?’ sorusuna ‘Evet’ cevabi
vermistir.Bu arastirmada tim saglhk calisanlarinda ise bu oran %72
olarak bildirilmistir (2). Bizim arastirmamizda bu oran %99,2 olup
farkhhgin hekimlerimizin tamaminin kadin hastaliklari ve dogum asistan
ve uzmanlarindan olmasindan  kaynaklandigi  dustunilmustar.
Arastirmamizda asistan hekimlerin SSVD Onerisi oraninin uzman
hekimlere gore az oldugu fakat uzmanlarda 6nermem cevabinin daha
yuksek oldugu goérilmistir. Buradan edinilen fikir bilgi ve beceri dizeyi
arttikca SSVD uygulamasinin artmasi yerine azalmasidir. Bu epeyce

dislnddriicu bir sonug olarak kargsimiza gikmistir.
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Asistan hekimlerin ilerideki meslek hayatlarinda SSVD uygulamasini
benimsemeleri igin sadece bilgi ve beceri agisindan donanimli
olmalarinin  yetmedigi sonucuna ulasiimigtir. SSVD uygulamasi
sirasinda gelisebilecek olasi riskli durumlarda medikolegal agidan da
kosullarin iyi bilinmesi ve hekimin hukuki desteginin olmasi bu

konuda verimliligi artiracaktir.

Raziye DESDICIOGLU et al,

CGalismamizin katilimer sayisinin az olmasi en 6nemli kisithhgidir. Ayrica
SSVD tercih etmeyecegini bildiren hekimlere ayrintili olarak gerekgeleri
sorulamamistir. Sonug olarak dogum yoénetiminde yer alan hekimlerin
SSVD uygulamasindan uzak kalmasinin en ©6nemli sebebi bu
komplikasyonlar ve buradan dogabilecek medikolegal sorunlardir.
Hekimlerin ihtisas egitiminin basindan itibaren bu konuda donanimh
yetismesi ve komplikasyonlarin yénetiminde yeterli hissetmelerinin yani
sira medikolegal agidan ne ile karsilacaklarini net bilmeleri SSVD oranlarina

olumlu yansiyacaktir.
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KLINIK CALISMA / CLINICAL TRIAL
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Primer Apendiks Tiimdrlerin Klinikopatolojik ve Prognostik Degerlendirilmesi

Clinicopathological and Prognostic Evaluation of Primary Appendix Tumors

Oz
Merih ALTIOK* 0000 0002 1840 7947

Haluk TUMER** 0000 0002 0383 3353

Amag: Akut apendisit (AA) nedeni ile yapilan apendektomi en sik uygulanan acil
cerrahi ameliyattir. Apendektomi spesmenlerinde primer apendiks tumorleri siklikla
insidental olarak %0,9-1 oraninda tani alir. Apendiks timorleri siklikla enterosit epitel
hicreleri(adenokanser), noéroendokrin  hicre (karsinoid timor) veya goblet
hicrelerinden koéken alir. Klinigimizde akut apendisit 6n tanisi ile ameliyat ettigimiz
ve patoloji sonucu primer apendiks timor olan hastalarin sonuglarini irdelemeyi
amagladik.
Gere¢ ve Yontem: Klinigimizde apendektomi yapilan 4750 hastanin dosyasi
*CukurovaUniversity, Faculty of Medicine, elektronik ortamda retrospektif olarak incelendi. Histopatolojik degerlendirme
sonucunda Apendiks primer timor tanisi konulan 18 yas Usti hastalar ¢alismaya

Department of Surgical Oncology, Adana, Turkey

. dahil edildi. Hastalarin demografik 6zelliklerinden yas ve cinsiyet, tiimor karakteristik
**Seyhan Goverment Hospital, Department of

. o6zelliklerinden ise tumor tipi, timor boyutu, yerlesim yeri, lenfovaskuler invazyon, ki-
General Surgery, Istanbul, Turkey
67  pozitifligine  bakildi.  Radyolojik  degerlendirmede ameliyat  6ncesi
ultrasonografi(USG) ve bilgisayarli tomografi(BT) tetkik bulgulari incelendi.
Bulgular: Histopatolojik degerlendirmede 15 hastaya apendiks primer timorl tanisi
konuldu. Hastalarin 8’i erkek 7’si kadin, ortalama yas 41,6(sd+/-18,23) idi. 13 hasta
acik cerrahi 2 hasta laparoskopik yéntemle ameliyat edildi. Hastalarda laparoskopik
cerrahiden agiga donis olmadi. 3 hastanin apendiksinde perforasyon vardi. Patolojik
incelemede 9 hasta karsinoid tumor, 5 hasta diisik gradeli apendiks musindz
neoplazi(DGAMN) ve 1 hasta apendiks miisin6z kanser(AMK) tanisi aldi.
Sonug: Primerapendiks timorleri siklikla insidental olarak tani almaktadir. En sik
gorilen tip karsinoid timorlerdir. Ameliyat 6ncesi degerlendirmelerde Apendiks kok
yerlesimli, mezoapendiks invazyonu izlenen ve 2 santimetreden bulyuk timorlere sag
hemikolektomi uygulanabilir. Apendiks mUsindz neoplazilerinde temiz cerrahi sinir ile
yapilan apendektomiler kiiratif tedavi igin yeterli olmaktadir.
Anahtar Kelimeler: Apendiks musindzneoplazi, Apendiksprimer tiimor, Karsinoid
timor
Abstract
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X . L Objective: Appendectomy performed for acuteappendicitis (AA) is the most common
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emergency surgical operation. In appendectomy specimens, primary appendix
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tumors are often diagnosed incidentally at a rate of 0.9-1%. Appendix tumor soft en

originate from enterocyteepi the lial cells (adenocarcinoma), neuroendocrine cells

E mail: merihaltiok@gmail.com (carcinoid tumor) or goblet cells. We aimed to examine the results of patients who

were operated on in our clinic with a pre-diagnosis of acute appendicitis and whose
pathology result was primary appendix tumor.
Material and Method:Thefiles of 4750 patientswhounderwentappendectomy in
ourclinicwereretrospectivelyanalyzedelectronically.  Patientsover 18 vyears of
Gelig Tarihi: 12/11/2020 . . .
Kabul Tarihi:15/02/2021 agewhowerediagnosed as primarytumor of theappendix as a result of

histopathological evaluation were included in the study
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Age and gender from demographic characteristics of the patients,
tumor type, tumor size, location, lympho vascular invasion, ki-67
positivity were evaluated. In the radiological evaluation, preoperative
ultrasonography(USG) and computed tomography findings were
examined.

Results: In histopathological evaluation, 15 patients were diagnosed
with primary tumor of the appendix. 8 of the patients were male and
7 were female, the average age was 41.6 (sd+/-18,23). 13 patients
were operated by open surgery and 2 patients by laparoscopic
method. There was no return from laparoscopic surgery in patients. 3
patients had perforation in the appendix. In pathological examination,
9 patients were diagnosed with carcinoid tumor, 5 patients with low-
grade appendix mucinous neoplasia (LGAMN) and 1 patient with
appendiceal mucinous cancer (AMC).

Conclusion: Primary appendix tumors are often diagnosed
incidentally. The most common type is carcinoid tumors. In the
preoperative evaluations, surgical treatment can be safely applied
righ the hemicolectomy in masses larger than 2 centimeters, with
appendix root localization, mesoappendix invasion. In appendiceal
mucinous neoplasms, appendectomy with clean surgical margins are
sufficient for curative treatment.

Keywords: Appendix mucinous neoplasia, Appendix primary tumor,

Carcinoid tumor

Girig

Akut apendisit (AA) nedeni ile yapilan apendektomi en sik uygulanan
acil cerrahi ameliyattir. AA’in3. ve 7. dekatta gorilme sikhgi pik yapar.
istahsizlik, bulanti, epigastrik baslangich ve sag alt karin bélgesine yer
degistiren agri tipik bulgulandir. AA’in ayirici tanisinda birgok hastalik
olmasi ve farkli anatomik yerlesimler nedeni ile negatif apendektomi
oranlar %11,8-20,6 arasinda degismektedir.(1,2) Primer apendiks
tiimorlerine tim apendektomi spesmenlerinin %0,9-1 de rastlanir.(3)
Apendiks tiimorleri siklikla enterosit epitel hicreleri (adenokanser),
noéroendokrin hiicre(karsinoid timor) veya goblet hicrelerinden
koken alir. Apendiks lenfomasi ve mezenkimal sarkomlari ¢ok daha
nadir gorilen tumor tipleridir.(3) Apendiks adenokarsinomlari
apendiks timorlerinin  yaklasik  %20’sini  olusturur.  Apendiks
adenokanserleri musin sekresyonuna gére misin6z veya nonmisin6z
olarak ayrilir.(4) Misinéz form en sik gorilen tipidir.(5) 2016 yilinda
Uluslararasi periton kanser onkologlari tarafindan yayinlanan
rehberde apendiks musinéz neoplazileri (AMN) duslk grade, malign

ve malign potansiyeli bilinmeyen grup olarak ayrilmistir.(6)

Clinicopathological and Prognostic Evaluation of Primary Appendix Tumors

iyi diferansiye AMN’de apendektomi tedavide yeterli olmakla birlikte,
mezoapendiks invazyonu, ¢ekum invazyonu, lenf nodu tutlumu ve ylksek
grade timorlerde sag hemikolektomi, intraperitoneal kemoterpi(IPEK) ve
hipertermik  intraperitoneal kemoterapi(HIPEK)'de  onerilmektedir(7).
Noroendokrin tiimorler (NET) enterokromafin hicre kokenli olup, ince
barsak ve rektumudan sonra en sik apendikste gorulmektedir(8). Apendiks
ttimorlerinin yaklasik %65’ini NET olan karsinoid tiimorler olusturur. Siklikla
spesifik bir bulgu vermezler. Timor boyutu genellikle 1 cm kuguk olup
apendiks ug¢ kismimda vyerlesirler. Tumo6r boyutu ve yerlesim yeri
uygulanacak cerrahi tedavi ve hastaligin prognozu ile dogrudan iliskilidir(9).
Nadiren semptomatik olan vakalarda,klinik bulgulardan timérin salgiladig
seratonin ve vazoaktif maddeler sorumludur(10). Diger apendiks
tiimorlerine gére daha geng yaslarda gorulir(11). Goblet hicre kokenli
kanserler ¢ok nadir rastlanan tanisi zor ve prognozu koti olan grubu
olusturur(12). 2010 yilinda Diinya Saglik Orgiitii tarafindan yapilan Apendiks
Noroendokrin Timor (ANET) siniflama sisteminde Goblet hicreli timorler
tip 3 NET olarak tanimlanmistir(13). Apendiks timorleri siklikla limenin
obtriksyona ugramasi ile AA tanisi konulup ameliyat sonrasi insidental
olarak tani alirlar. Nadir gorilen bu timérler uygulanan cerrahi, ameliyat
sonrasi niiks, hastaliksiz sag kalim ve toplam sag kalim sureleri ile ilgili
klinigimizde primer apendiks timor tanisi alan hastalarimizi sonuglarini

irdelemeyi amagladik.

Yéntem

Klinigimizde apendektomi yapilan 4750 hastanin dosyasi elektronik ortamda
retrospektif olarak incelendi. Histopatolojik degerlendirme sonucunda
Apendiks primer tumor tanisi konulan 18 yas Ustl hastalar galismaya dahil
edildi. 18 yas alti ve apendiks primer timori olmayan vakalar ¢alisma disi
birakildi. Calismaya alinan hastalarin veri tabani, tibbi dokiimanlar ve
ameliyat notlari degerlendirildi. Hastalarin demografik 6zelliklerinden yas ve
cinsiyet, tumor karakteristik ozelliklerinden ise tUmor tipi, timor boyutu,
yerlesim yeri, lenfo vaskiler invazyon, ki-67 pozitifligine bakildi. Radyolojik
degerlendirmede ameliyat ©Oncesi ultrasonografi(USG) ve bilgisayarli
tomografi tetkik bulgulari incelendi. Klinik agidan ise uygulanan cerrahi islem
ve survey degerlendirmeleri yapildi. Elde edilen veriler SPSS 21 ile analiz
edildi. Hastalarin yazili onamlari alinmistir. Calisma helsinki deklarasyonuna

gore yapilmis, lokal etik kurulundan onay alinmistir.

Bulgular

Ocak 2010 —Temmuz 2020 tarihleri arasinda akut apendisit nedeni ile
ameliyat edilen 4750 hastanin verilerine ulasildi. Histopatolojik
degerlendirmede 15 hastaya apendiks primer timoéri tanisi konuldu.
Hastalarin 8’i erkek 7’si kadin, ortalama yas 41,6(sd+/-18,23) idi. 9 hasta
spinal anestezi, 6 hasta genel anestezi altinda ameliyat edildi. 13 hasta agik
cerrahi 2 hasta laparoskopik yodntemle ameliyat edildi. Hastalarda

laparoskopik cerrahiden agiga dénis olmadi.
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3 hastanin apendiksinde perforasyon vardi. Patolojik incelemede 9 hasta
karsinoid timor, 5 hasta disik gradeli apendiks misinézneoplazi(DGAMN)
ve 1 hasta apendiks misinéz kanser(AMK) tanisi aldi. (Resim 1a-1b)
Karsinoid timor tanih hastalarin timor yerlesim yerleri; 6 hastada
apendiks distalinde, 2 hastada orta kisimda ve 1 hastada proksimalde idi.
Bu grupta ortalama timér boyutunun 8 milimetre (sd+/-4,4) oldugu
gorildi. DGAMN’li 4 hastanin distalde 1 hastada orta bélimde, AMK’li
hastada ise apendiks orta béliminde idi. DGAMN ve AMK vakalar igin
ortalama tumér boyutu 20,1 milimetre(sd+/-8,4) 6lguldu.(Tablol)
Karsinoid timér tanmili hastalarin Ki-67 degerleri ortalama 1.7(sd+/-1,3)
olarak belirlendi. Cerrahi tedavi olarak 2 hastaya sag hemikolektomi ve 13
hastaya apendektomi uygulandi.(Tablo2) Ameliyat O6ncesi radyolojik
degerlendirme igin 7 hastaya batin USG yapildi. 5 hasta akut apendisit ile
uyumlu bulgu izlendi. 2 hastaya batin BT onerildi. 8 hastaya ameliyat
oncesi tani amagh batin BT tetkiki yapildi.(Resim2a-2b) 6 hasta akut
apendisit ile uyumlu olarak degerlendirilirken 2 hastada olasi apendiks
timorl veya akut apendisit olarak yorumlandi. 15 hastadan 3’Gnin 6ldugi
tespit edildi. 1 hastanin trafik kazasi, 1 hastanin kalp yetmezligi ve 1
hastanin da kalp krizi nedeni ile 6ldugi belirlendi. Apendiks timora ile

iliskili 6lim izlenmedi.

Resim 1a: Hematoksilen eosin boyali kesitlerde apendiks karsinoid timér lamina
propria da sinirl muskdlaris propria intankt 1b:Hematoksileneosin boyali kesitler
apendiks miisindz neoplazi lezyon mukozada sinirli izlenmistir.

Resim 2a: Histopatolojik degerlendirme sonucu apendiks musin6z neoplazi tanisi
konulan hasta. Ameliyat 6ncesi gekilen batin BT gorintlsu ile akut apendisit ile
uyumlu olarak degerlendirilmistir.2b: Histopatolojik degerlendirme sonucu
apendiks karsinoid tumor tanisi konulan hasta. Ameliyat 6ncesi g¢ekilen batin BT
goruntisu ile akut apendisit ile uyumlu olarak degerlendirilmistir.

Merih ALTIOK etal.

Tablo 2: Klinik, cerrahi tedavi ve histopatolojik veriler

Yag Cinsiyet Timor tipi Timor Timor Ki- Cerrahi Cerrahi Tedavi Perforasyon
Boyutu Yeri 67 Teknik
38 E Karsinoidtm 13 Orta 1 Acik Apendektomi Yok
57 K Karsinoidtm 8 Ug 2 Agik Apendektomi Yok
E Karsinoidtm 15 Kok 2 Agik Sag Yok
31 Hemikolek.
21 K Karsinoidtm 9 Ug 5 Agik Apendektomi Yok
31 E Karsinoidtm 4 Ug 1 Acik Apendektomi Yok
63 K Karsinoidtm 3 Ug 2 Acik Apendektomi Yok
73 E Karsinoidtm 10 Ug 1 Acik Apendektomi Yok
60 K Karsinoidtm 8 Ug 1 Acik Apendektomi Var
22 E Karsinoidtm 2 Orta 1 Laparsk. Apendektomi Yok
24 E DGAMN 18 Ug Yok  Laparsk. Apendektomi Yok
22 E DGAMN 10 Ug Yok Agik Apendektomi Yok
64 E DGAMN 20 Ug Yok Acik Apendektomi Yok
28 K DGAMN 30 Orta Yok Acik Apendektomi Yok
55 K DGAMN 13 Ug Yok Agik Apendektomi Var
K AMK 30 Orta Yok Agik Sag Var
36 Hemikolek.

DGAMN: Diisik grade apendiks miisindz neoplazi, AMK: Apendiks misindz kanser

Tablo 2: Klinik, cerrahi tedavi ve histopatolojik veriler

ellik Deger

Cinsiyet 7 Kadin
8 Erkek

Yas 41.6 (sd+/-18,23)
Laparoskopik/Agik 2/13
Perfore/non Perfore 3/12
Tiimor Tipi

Karsinoid 9

DGAMN 5

AMK 1

Ortalama timér ¢ap1
Karsinoid 8 milimetre (sd+/-4,4)

DGAMN+AMK 20,1 milimetre(sd+/-8,4)

*Veriler ortalama + SD olarak verilmistir. **Medyan (min-max) olarak verilmistir.
HG:Hiper emezis gravidarum
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Tartisma

Apendiks primer timorleri nadir gorilir ve akut apendisit klinik
bulgulari ile semptom verip siklikla histopatolojik inceleme sonrasinda
tani konulur. Tim apendektomi spesmenlerinde primer timor ile
karsilagilma orani %0,9-1 araligindadir. Klinigimizde bu orani
%0.31(15/4750) olarak bulduk. Ameliyat 6ncesi apendiks timoru
tanisini genellikle konulamamaktadir. Calismamizda 2 hastada akut
apendisit stphesi ile ameliyat 6ncesi alinan kesitsel goriintilemelerde
apendiks timorinden stphelenilmistir. Diger tim vakalar ameliyat
oncesinde akut apendisit tanisi konulmus ve patolojik degerlendirme
neticesinde timor tanisi almiglardir. Primer apendiks timorleri
icerisinde en sik karsinoid tumorler  gorilur. Yaklasik %60-65"ini
olusturur(9,14). 15 hastanin 9’unda karsinoid tumor tespit edilmis olup
%60 oran literatir ile uyumlu bulunmustur.

Apendiks karsinoid timorleri 30-40’l yaslarda ve kadin cinsiyette daha
stk gorulmektedir. Karsinoid timoér vakalarimizin ortalama yasi 44
olmakla birlikte 5’i erkek ve 4’U kadin idi. Hastalarin cinsiyet dagilimini
yayinlanmis g¢alismalardan farkli olarak erkeklerde daha sik oldugu
tespit edildi(15). Karsinoid tumorler siklikla apendiks ug¢ kisminda
gorulir ve genellikle 1 cm de kiigik boyuttadir(16). Hastalarimizin
%66’sinda timor ug kisimda, %22’si( 2 hasta) orta ve %11(1 hasta)kok
kisminda idi. 9 hastanin 7’sinde(%77) 1 cm den kuglik oldugu goruldu.
Tuimor yerlesim yeri ve boyutu ile literatlrde belirtilen bilgiler ile
uyumlu idi.

Tuimor boyutu, yerlesim yeri, invazyon varligi, lenf nodu metastazi ve
proliferasyon indeksi 6nemli prognostik gostergelerdir. TuUmor
boyutunun 2 c¢m Ustiinde olmasi durumunda %40 varan sistemik
yayilim bildirilmistir. Bu nedenle apendiks kok kismindan kaynaklanan,
2 cm’den buytk timorlerde sag hemikolektomi 6nerilmektedir(8). 1 ila
2 cm arasi boyutta timor varliginda yapilacak cerrahi tedaviye karar
vermede mezoapendiks tutulumu, lenfo vaskiler invazyon, mitotik
indeks, cerrahi sinir ve proliferasyon indeksi-Ki-67 duzeyleri
degerlendirilmelidir(11). Onbes milimetre ¢apta ve apendiks kok
yerlesimli tumoru olan hastaya sag hemikolektomi yapilmistir. 6
hastada ug ve 2 hastada orta bolimde yerlesim gostermistir. Tumor
¢apl 2 santimetre altinda olan bu vakalara mitotik indekslerin ve ki-67
diizeyleri dustk saptanmistir. Cerrahi sinir pozitifligi, mezoapendiks
tutulumu ve lenfo vaskller invazyon olmayan bu hastalarda
apendektomi sonrasi ikinci cerrahi girisim yapilmamistir. 2
santimetreden kiglk timorler %95 oranda metastaz yapmaz. Metastaz
en sik etkilenen organ karacigerdir(17). En buylik timoér boyutu 15
milimetre olan hastalarda herhangi bir sistemik metastaz tespit
edilmemistir. Karsinoid timor tanisi alan 9 hastanin 3’Unun kanser digi
nedenlerle 6ldigu belirlendi. Hastalarada niks tespit edilmedi. Sag
olan hastalarda ortalama takip stresi 45,5(sd+/-36,2) ay olarak

belirlendi.

Clinicopathological and Prognostic Evaluation of Primary Appendix Tumors

Karsinoid tiimor tanili sag hemikolektomi yapilan hastada takip stresi 28
ay olup niks gorulmemistir.

Histopatolojik inceleme ile insidental timor saptanan tiim hastalarda
ameliyat oncesinde senkron timor olmadigini  gostermek igin
kolonoskopi yapilmahdir(11). Senkron NET taramasi igin rektum, ince
barsak ve mide GIiST taranmasi 6nerilmektedir(18).

AMN siniflamasi ve tedavisi ile ilgili tam bir konsensus bulunmamaktadir.
Apendektomi, sag hemikolektomi, debulking + HIPEK, kemoterapi sonrasi
yanit alinan hastalarda debulking + HIPEK uygulanabilir. AMN
histopatolojik olarak dusiuk grade misinéz apendiks neoplazi(DGAMN),
yaygin peritoneal apendiks adenomisindz (YPAM) ve peritoneal musin6z
karsinamatozis (PMK) olarak siniflandiran g¢alismalar bulunmaktadir.
Tedavide DGAMN igin apendektomi, YPAM hastalarda debulking ve
HIPEK, PMK vakalarinda neoadjuvan kemoterapiye yanit alinmasi
durumunda debulking ve HIPEK &nerilmektedir(19).

Fornier ve arkadaslari vyaptiklari galismada DGAMN’li hastalarda
apendektomi ile sag hemikolektomi arasinda sagkalim ve rekiirens
Uzerine anlamli bir fark olmadigini belirtmislerdir(20). Foster ve
arkadaglari da ¢alismalarinda cerrahi sinira vurgu yaparak temiz sinirla
yapilan rezeksiyonlarda rekirrens ve sag kalim Uzerine anlamli fark
olmadigini belirtmislerdir(21). AMN reklrens ve survey Uzerine etkil olan
faktorler; un diferansiye hiicre, yuksek mitotik aktivite kok yerlesimli
tiimor, timor boyutu, lenf nodu metastazi, perforasyon, yiiksek grade ve
un diferansiye timor hicrelerinin varligidir. Calismamizda 5 hastamizda
DGAMN  tamisi  konulmustur. Tim  hastalarin  cerrahi  sinir
degerlendirmesinde timoral hiicre gorulmemistir. Temiz cerrahi sinir
saglanan hastalarin timiinde nuks, hastalikla iligkili mortalite ve
morbiditeye rastlanmamigtir.

DGAMN’li hastalarda 5 yillik hastaliksiz sag kallm oranlar %95-98
oraninda belirtilmektedir(22). Hastalarin ortalama takip suresi 74,6(sd+/-
39,5)ay olup higbir hastada reklrens ve 6lum gorilmemistir. Temiz
cerrahi sinir ile apendektomi yapilan DGAMN’li hastalarda ek cerrahi
girisime gerek kalmamaktadir.

Cerrahi sinirda timor izlenen hastalarda ve yaygin hastalik varliginda
genis cerrahi sinir ile rezeksiyona(sag hemikolektomi, peritoneal
rezeksiyon) eklenen HIPEK tedavisinin rekirens ve sag kalim Uzerine
anlaml avantaj saglamaktadir(23). Calismamiza dahil olan DGAMN 5
hastada cerrahi temiz olmasi, lokal ileri hastalik bulgulari tespit
edilmedigi icin genis cerrahi eksizyon ve HIPEK tedavisi uygulanmamistir.
Apendektomi spesmenlerinde apendiks adeno kanserlerine ¢ok nadir
rastlanir. Literatirde %0,08 oraninda tespit edildigi bildirilmektedir (24).

Apendiks adenokanserleri 5 farkli histolojik tipe ayrilmaktadir.
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Miisindz adenokanser (%37), kolonik tip adenokanser %25, tash ytiziik Apendiks adeno kanserlerinde senkron ve metakron tiimor insidansi
hiicreli kanser %4, Malign miks karsinoid tiimoér %20 ve goblet hiicreli yiksektir (25). Hastanin ameliyat sonrasi dénemde yapilan kolonoskopik
karsinoid %14 oraninda gérilmektedir. Calismamizda 4750 apendiks tetkikinde 2. TGmor odagi gorllmedi. Adeno kanser tanisi konulan
spesmeni igerisinde 1 (%0,002) vakada miisindz kanser tespit ettik. hastalarda endoskopik yontemler ve kesitsel gériintiileme sitemleri ile
Ameliyat oncesi goriuntiilemelerde olasi apendiks timorii-akut gastrointestinal sistemin incelenmesi unutulmamalidir.

apendisit olarak degerlendirilen vakada apendiks orta bélinde 30 insidental apendektomiler sonrasi histopatolojik incelemeler sonucunda
milimetre tiimér izlenmistir. Operasyon sirasinda perforasyon tespit malignite tanisi konulabilecegi unutulmamalidir. ~ Ameliyat 6ncesi
edilen, mezoapendiks tutulumu olmayan vakada seroza invazyonun gorintileme  yontemlerinde akut apandisit ve malignite ayrimi
oldugu goriildii. Hastaya sag hemi kolektomi yapildi. yapilamayan vakalarda dikkat edilmesi gerekebilir. Calismanin retrospektif

olarak yapilmis olmasi kisitlilik olarak degerlendirilmistir.
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KOAH Fenotiplerind Akciger Kanseri ve Tip 2 Diyabet Mellitus iliskisi:

Karsilastirmali Calisma

Abstract
Burcu YORMAZ* 0000-0001-6563-8337 Introduction: We aimed to investigate the relationship of lung cancer with phenotypes
of Chronic obstructive pulmonary disease (COPD)with type 2 diabetes mellitus
(T2DM).
Method: This retrospective analysis was applied on type 2 diabetic patients with COPD.
Non-emphysematous type COPD with T2DM and lung cancer associated with JAK-STAT
and ERK pathways which plays a role in inflammation and apoptosis.Totally 1764
patients have evaluated and 396patient which have COPD with T2DM were evaluated
in different phenotypes. Logistic regression analysis was performed to estimate B, ORs
and 95% Cls for lung cancer and for each histological subtype associated with COPD
phenotypes.
* Selcuk Universitesi, Tip Fakiiltesi Hastanesi, Gogiis Results: The emphyematous phenotype of COPD significantly correlated with the risk
of lung cancer (OR 1.00, 95% Cl 0.94-1.27)and histological subtypes (OR 2.11, 95% Cl
hastaliklari Anabilim Dali, Konya .
2.02-3.75) than non emphysematous phenotype COPD. Squamous carcinoma and
small cell lung cancer (SCLC) were observed in emphysema phenotype patients than
non emphysematous phenotype (OR 1.84, 95% Cl 1.36-2.11;0R 1.75, 95% Cl 1.44—
2.65).
Conclusion: Emphyematous phenotype of COPD with T2DM is an independent risk
factor for lung cancer and histological subtypes and also haselevated lung cancer risk
than non emphyematous phenotype significantly.
Keywords: COPD, phenotypes, lung cancer, quantitavite computed tomography,
emphysema
0z
Girig: Caismamizda Akciger kanserinin, Kronik obstriktif akciger hastaligi (KOAH) ile
tip 2 diabetes mellitus (T2DM) fenotipleri arasindaki iliskiyi arastirmayi amagladik.
Metod : Bu retrospektif analiz, KOAH'l tip 2 diyabetik hastalara uygulanmigtir. T2DM'li
Yazisma Adresi: Burcu YORMAZ amfizematdz olmayan tip KOAH ve akciger kanseri arasindaki iliski inflamasyon ve
Selcuk Universitesi, Tip Fakilltesi Hastanesi Gogiis apoptozda rol oynayan JAK-STAT ve ERK vyolaklariyla iligkilidir.Toplam 1764 hasta
degerlendirildi ve T2DM ile KOAH olan farkli fenotiplerde 396 hasta degerlendirildi.

Hastaliklari Anabilim Dali, Konya

. i . Akciger kanseri i¢in ve KOAH fenotipleriyle iligkili her histolojik alt tip igin B, OR'leri
E-mail adresi: burcyormaz@gmail.com

ve% 95 Cl'leri analiz etmek igin lojistik regresyon analizi gergeklestirildi.

Sonuglar: KOAH'In amfizemat6z fenotipinde, amfizematéz olmayan fenotip’e goére
akciger kanseri riski (OR 1.00,% 95 ClI 0.94-1.27) idi ve histolojik alt tipler arasinda ise
(OR 2.11,% 95 Cl 2.02-3.75) anlamli iliski mevcuttur. Amfizemat6z fenotipli hastalarda
amfizemli olmayan fenotipe gore skuamoz karsinom ve kiglk hicreli akciger kanseri
daha siklikla (SCLC) g6zlendi (OR 1.84,% 95 Cl 1.36-2.11; OR 1.75,% 95 Cl 1.44-2.65).
Sonug : T2DM'li amfizematéz KOAH fenotipi, akciger kanseri ve histolojik alt tipler igin
bagimsiz bir risk faktéridir ve ayrica amfizematéz olmayan fenotipe gore akciger
kanseri riski 5nemli 6lglide artmistir.

Gelig Tarihi: 08/02/2021
Kabul Tarihi:09/04/2021 Anahtar Kelimeler : KOAH,f enotipler, akciger kanseri, kantitatif bt, amfizem

145


mailto:burcyormaz@gmail.com
mailto:burcyormaz@gmail.com
mailto:burcyormaz@gmail.com
mailto:burcyormaz@gmail.com

The Association of Lung Cancer and Type 2 Diabetes Mellitus in COPD
Phenotypes: Comparative Study

Introduction

Lung cancer and COPD are common and intertwined diseases with
each other. Lung cancer is a prominent mortality cause all over the
World [1,2].Studies have shown that the risk of developing lung
cancer increases significantly in COPD patients. The risk of lung
tumorigenesis in COPD patients is considered to increase up to five
fold and also cross-sectional studies have shown that 30-70% of
patients with lung cancer cases have coexist with COPD [3,4].
Recently, some studies have investigated the relationship between
COPD and Type 2 diabetes mellitus (T2DM).T2DM is a widespread
disease and usually hide its structure under the umbrella of subclinical
chronical inflammation and also a major reason of morbidity and
mortality all over the world. Some researchs have detected that
T2DM, are frequently seen in patients with COPD.

Several researchs have investigated the possible physiopathological
reasons betweentwo diseases, found some proofs such as imbalance
of inflammation, oxidative stress, and genetic predisposition.
However, the main logical mechanismis still unclear and needs to be
investigated more[5,6].Lung cancer is defined as abnormal and
uncontrolled cell proliferation, angiogenesis and invasion. On the
other hand, COPD is described as permanent pulmonary function loss
and airflow limitation [7,8]. Thin section Thorax CT (TST-CT) is a
radiologic method which is used for evaluating and also describing the
COPD phenotypes [9]. We aimed to investigate the relationship
between lung cancer and COPDphenotypes with T2DM for in this
study,we have revealed the significant correlation between both of
the diseases and also found significant association between COPD

phenotypes and histological subtypesof lung cancer.

Subjects and study protocol

Participants

The electronic files of 1764 patients were identified and included for
review. Present study was conducted in the tertiary pulmonology
Clinic of university hospital and also approved by the local ethics
committee of Selcuk University School of Medicine (decision
numbered 2020/173). Since the study was a retrospective study,
consent form was not obtained from the patients. Patients were
hospitalised between 2015 March to June 2020. All of the patients
underwent pulmonary function tests (PFT) and Thin section thorax CT
scans.

Excluding criteria

Patients without T2DM, with impaired fasting glucose ,regardless of
steroid therapy. applied high dose glucocorticoid, maintenance dose
of prednisone orally, COVID 19 therapy, BMI > 40 kg/m? and, history
of endocrinopathies,asthma-COPD overlap syndrome (ACOS), history
of asthma, tuberculosis, bronchiectasis, lung resection, intra alveolary

pulmonary fibrosis were excluded.

Patients with taking therapy of inhaled glucocorticoids were also included
[10]. The diabetic profiles of the participants which were depends on clinical
and laboratory history achieved within 6 months before the stay in hospital

(including fasting plasma glucose and HbA1c).

Identification of Lung cancer and subtypes

Lung cancer was diagnosed according to pathology outcomes, and also was
classified as squamous-cell carcinoma (SCC), small-celllung cancer (SCLC),
adenocarcinoma, large-cell carcinoma, adenosquamous carcinoma,
neuroendocrine carcinoma, carcinoid tumors, and unclassified histological
types. The extraction of lung cancer diagnosis was performed by ten year
experienced thorax radiologist and pulmonologistbased on TST-CT and

clinical knowledges.

Quantification of emphysema with TST-CT

All CT examinations were performed with a 256 multislicethin section CT
scanner (Siemens, Erlangen, Germany) at a radiation exposure of 100 mA. A
thorax radiologist reviewed and commited the CT scans. Scans were
performed to participants in the supine position, and at the end of the
inspiration.

All images were screened at standard mediastinal Windows (level, 35
Hounsfield unit (HU); width, 450 HU) and lung windows . All of the

evaluations were assessed by two blind thorax radiologist with 10 years’

experience. Both of the radiologics were blinded to each other [11].

Pulmonary Function Test

Pulmonary function tests of patients were reached from the recorded
information in the spirometry device. Spirometric tests performed by a
certified and experienced technicianaccording to American Thoracic
Society/European Respiratory Society (ATS/ERS) criteria were evaluated. All
spirometric examinations were carried out using a single pulmonary
function testing system (Germany). The results of patients who underwent
post-bronchodilator spirometric test were evaluated. Inhaled 400 pg B2-
agonist (salbutamol) aerosol (metered-dose inhaler) with a spacer was used
and the test was repeated 20 min later.Patients with post-bronchodilator

FEV1/FVC<0.70 were evaluated as COPD [12].

Identification of COPD phenotypes

A thorax pulmonologist categorized the phenotype of COPD presence and
severity by the help of TST-CT 3 Dimension” for scoring according to
validated criteria of Fleischner Society. Due to the aim of knowledge
analysis, patients were separated into two categories:

1) emphysema, 2) non-emphysema. Severity of disease in whole lung was

evaluated by using the scoring system.
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Statistical Analyses

All statistical analyses were carried out using R Version 3.6.0 (www.r-
project.org). p<0.05 was considered statistically significant. Continuous
variables are presented as mean t standard deviation or median
(interquartile range). Anderson Darling test was used to assess data
normality and Levene test was performed to test variance homogeneity.
Statistical difference according to parameters such as age, BMI etc. was
investigated between the COPD Phenotypes using student’s t test, Mann
Whitney-U test and Fisher exact test. Chi-square and Fisher’s exact test
was used to compare the differences in proportions of cancer subtypes
between the Emphysema and Non-emphysema dominant groups. We also
compared the most common cancer subtypes in emphysema dominant
phenotype with regard to emphysema score, bmi, smoking, FEV; (ml and
%) and FEV, / FVC (%) using Welch and Kruskal Wallis test.

Multivariable logistic regression was used to estimate OR and 95% Cl for
COPD or COPD phenotypes. Univariate analysis was performed on age,
gender, Body mass index (BMI), smoking situation, existence of COPD,
COPD grade, and COPD phenotype as independent variables. These
modalities were assessed with logistic regression model for obtaining the
actual results. P<0.001 was accepted as statistically significant.

Results

Participants characteristics

A total of 396 patients were retrospectively collected between 2015 March
to June 2020. The characteristics of participants are shown in Table 1.
There was no significant difference detected in age, gender, BMI or
smoking status between lung cancer patients and non cancer group (Table
1). Prevalence of COPD was detected significantly higher in lung cancer
patients (36.0%) according to control group (27.7%, P<0.001). Histological
subtypes found assquamous carcinoma(115(25.1%)),SCLC (46(10%),
Adenocarcinoma224 (48.9%), neuroendocrine carcinoma 28(0.6%), Large
cell carcinoma and adenosquamous carcinoma 20(0.3%) and unclassified
carcinoma 1 (0.2%). Furthermore most of the lung cancers were
determined at early stage (Table 1).

Totally, 192 emphysema and 204 non-emphysema dominant phenotypes
participants were detected as COPD. Ratio of lung cancers subtypes which
were detected in emphysematous phenotype were squamous and small
cell lung cancers (SCLC), furthermore adenocancer was significantly higher
in non-emphysematous phenotype. Other subtypes of lung cancer for

COPD phenotvoes are demonstrated in Table 2 (Figure 1.2).

——
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Figure 1. FEV1 (%), FEV1(ml) and FEV1/FVC differences between phenotypes
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Figure 2A. Relationship between emphysema score and cancer subtypes in emphysema
dominant phenotype

Figure 2B. Relationship between smoking and cancer subtypes in emphysema dominant
phenotype

Table 1 Characteristics of Participants

Lung Cancer Non Lung Cancer P-value
n:928 N:836
Age, years (mean * SD) 63.46 £9.5 61.42+5.28 0.593
BMI, kg/m? (mean + SD) 24.75+4.21 22.26+2.78 0.117
Gender, n (%) 0.084
male 675 565
female 253 271
Smoking status, n (%) 0.438
Current and ex-smokers 526 472
Non-smokers 402 364
COPD
Absent 532 605 <0.001
Present 396 (42.6%) 231(27.7%) <0.001
mild 195 184 <0.001
moderate 154 32 <0.001
severe 37 5 <0.001
Visual based type
Emphysematous 192 72 <0.001
Non-emphysematous 204 49 <0.001
Histologic subtype, n (%)
Squamous Carcinoma 115 NA
SCLC 46 NA
Adeno Carcinoma 224 NA
Neuroendocrine Carcinoma 28 NA _
Large-cell Carcinoma 11 NA _
Adenosquamous Carcinoma 9 NA
Carcinoid Tumors 4 NA
Unclassified Carcinoma 1 NA
Lung cancer stage, n (%)
| 375 NA
1] 53 NA
1 21 NA
v 9 NA

Note: unclassified subtypes include sarcomatoid carcinoma and pulmonary melanoma.
Abbreviations: BMI, body-mass index; SCLC, small-cell lung cancer; LCNC, largecell

neuroendocrine carcinoma; NA, not applicable, COPD:Chronicobstructive pulmonary disease, p
< 0.001 was considered statistically significant
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Table 2Characteristics of COPD phenotypes

Emphysematous Non-emphysema
Parameters (n:TQ;/) tous (n[=)22),4) p-value
Age (years) 63.89 + 8.32 63.07+7.94 0.996
Sex, n (%) 0.567
Male 182 (94%) 190 (93%)
Female 10 (6%) 14 (7%)
BMI (kg/m?) (mean + SD) 23.98+4.81 2552+ 6.87 0.483
Smoking Status 0.548
Current and ex-smokers 115(59%) 125(61%)
Non-smokers 77(41%) 79(49%)
Pulmonary Functions
AC (mean  SD) 131.345.1 154.6£4.3 <0.001
FEV, (L)(mean & SD) 1.46+0.5 1.91£0.7 <0.001
FVC (L)(mean + SD) 2.65+0.6 294108 <0.001
SD)FEV1 IFVC (90)means oo 0196 64.9:4.7 <0.001
pCO, (mMmHg) 413472 414484 0.994
pO, (MmHg) 59.5 5.3 60.7 6.8 0.924
Histologic subtype, n (%) 141 (73.4%) 124(60%)
Squamous Carcinoma 56(39.5%) 36(29.0%) 0.463
Adeno Carcinoma 21(14.8%) 31(25.0%) 0.138
SCLC 14(9.9%) 6(4.8%) 0.172
Cgi::’:;‘;“”“e 15 (10.6%) 6 (4.8%) 0.095
Large-cell Carcinoma 6 (3.1%) 3(2.4%) 0.594
Adenosquamous Carcinoma  2(1.4%) 3(2.4%) 0.728
Carcinoid Tumors 2(1.4%) 2(1.6%) 0.826
Unclassified Carcinoma 7(4.9%) 4(3.2%) 0.693
Non Lung Cancer 18(12.7%) 33(26.6%) 0.384

Abbreviations: AC, airway collapse; BMI, body-mass index; FEV1, forced expiratory,volume
in 1 second; FVC, forced vital capacity; LCNC, large-cell neuroendocrine,carcinoma; SCLC,
small-cell lung cancer; NA, not applicable. Data are presented as mean + standard deviation,

, p <0.001 was considered statistically significant

Associations between COPD and lung cancer risk

In univariate analysis, the elevated risk of lung cancer has a
relationship with the existence of COPD (OR 2.42, 95% Cl 2.13-2.86,
<0.001). Age, gender, BMI, and smoking-status, diabetes were
determined as independent risk factors for lung cancer when evaluated
by Multivariable analysis (Table 3). The ERK pathway of was took a role
in alveolar structures in lung which lead to emphysematous type COPD.
Furthermore pathway of JAK-STAT is known to be effective in the

inflammation .

Table 3 Risk factors for lung cancer

Univariate analysis Logistic regression@
OR 95%Cl  P-value OR 95% ClI P-value

COPD 242 213~ <0.001 2.75 2.37-3.49 <0.001
2.86

COPD Grade 214 1.75- <0.001 231 1.84-2.45 <0.001
243

Emphysematous 3.58 2.64- <0.001 4.24 2.18-6.54 <0.001
5.58

Non- 2.06 1.68- <0.001 2.15 2.10-3.85 <0.001

Emphysematous 423

Age 115 0.85— 0.110 1.20 0.78-1.32 0.605
118

BMI 1.12 1.05- <0.001 1.18 1.03-1.43 <0.001
1.18

Gender 123 0.84- 0.059 1.42 1.08-1.68 0.001
1.56

Smoking situation 0.87 0.65— 0.735 1.02 0.87-1.35 0.988
1.24

T2DM 1.26 1.08- <0.001 1.52 1.25-1.72 <0.001
1.64

Notes: COPD:Chronic obstructive pulmonary disease, COPD phenotype , and non-emphysema-

dominant COPD phenotype Age, BMI, gender ,T2DM and smoking status were common variables

of models,p < 0.001 was considered statistically significant.

Abbreviation: BMI, body-mass index, T2DM:Type 2 Diabetes mellitus.

Relationships between COPD and risk of different lung cancer subtypes
Lung cancer subtypes are presented in Table 4. Patients who have some
subtypes of lung cancer were highly correlated with COPD disease
according to patients who have without COPD.SCLC, adenocarcinoma,
neuroendocrine carcinoma, Large-cell Carcinoma,Adenosquamous
Carcinoma, Carcinoid tumorswere the widespread subtypes of lung cancer
associated with COPD respectively.

Furthermore, these mentioned subtypes were significantly elevated and

also correlated with the COPD severity, and uncontrolled type 2 diabetes.

Table 4 Risk of histological subtypes of lung cancer in emphyematous COPD phenotype
than non emphyematous type

OR 95% CI P-value
All subtypes 211 2.02-3.75 <0.001
Squamous carcinoma 1.84 1.36-2.11 <0.001
adenocarcinoma 0.58 0.34-2.18 0.453
SCLC 1.75 1.44-2.65 <0.001
Neuroendocrine carcinoma 0.46 0.25-1.94 0.578

0.83 0.54-2.74 0.782
LCNC

0.66 0.34-1.72 0.859
Adenosquamous Carcinoma

0.82 0.32-1.66 0.632
Carcinoid Tumors
Unclassified Carcinoma 0.85 0.63-1.88 0.739
Non Lung Cancer 1.01 0.78-2.81 0.758

Notes: Each lung cancer subtype was analyzed separately. Multivariable logisticregression model
variables: emphysema-dominant phenotype of COPD, age, BMI , sex , and smoking
status.Abbreviations: BMI, body-mass index; SCLC, small cell-lung cancer; LCNC,
largecellneuroendocrine carcinoma; NA, not applicable,p < 0.001 was considered statistically
significant.

Relationship between COPD phenotypes and risk of specific lung
cancer histological subtypes

In present research, COPD disease was separated into two
phenotypes: Emphysematous and non-emphysematous. The
emphysematous type showed elevated risk of lung cancer two fold
than non emphysematous type, respectively (OR 4.24, 95% Cl 2.18-
6.54; OR 2.15, 95% Cl 2.10-3.85)(Table 3).

Furthermore, both of the phenotypes have increased the risk for some
subtypes of lung cancer, such as SCC, SCLC and adenocarcinoma.
Patients who were diagnosed as non-COPD were eliminated for
clarifying the differences between both phenotypes. Logistic regression
analysis showed that patients who have emphysematous COPD
phenotype had substantially elevated risk for lung cancer according to
non-emphysematous group participants, (adjustedOR 2.11, 95% Cl
2.02-3.75), particularlyfor SCC and SCLC (adjusted OR 1.84, 95% CI
1.36-2.11; adjusted OR 1.75,95% Cl 1.44-2.65). Other subtypes of lung
cancer have showed no significant difference among the phenotypes

(Table 4).
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Association of COPD and type 2 diabetes

Patients who were diagnosed with COPD have higher risk of T2DM
compared to patients with non COPD (RR = 1.23, 95% CI1.16-1.45)
(Table 5). Furthermore T2DM patients with emphyematous type
COPD have significantly higher risk than non emphyematous
phenotype.

Distribution of patient characteristics by glycemic status are shown
inTable 6, All of the patients have regularly controlled T2DM as
showed by HbA1C, Fasting instlin (FI) and HOMA-IR which were 9.09
+1.73%, 8.24 + 1.71%, 21.04+9.461U, 15.72 +8.711U, 6.9+ 0.6, 6.2 +
1.0 respectively. While the meanT2DM disease duration was 12.99 +
6.54 and 10.87 £ 6.75 years respectively.

T2DM patients with emphyematous type COPD have more duration
of T2DM than non emphyematous type COPD. According to other
medical conditions,emphyematous type COPD patients were more
likely than non emphyematous patients to suffer from
(mg/dl)
cholesterol153.52+ 52.25, 209.04 +

hypertriglyceridemia (Triglyceride 247.16+21.91,
187.78+15.07, total
44.24mg/dL,HDL 49.71 + 8.4, 39.5 + 11.53, LDL 113.42 + 38.66, 127.52
+33.37mg/dL).

There is a significant elevation detected in HbA1lc (%), Fasting insulin
(IU) and HOMA-IR levels in emphyematous type COPD patients. On
the other hand fasting blood glucose (FBG) levels were determined

non significant between the groups (Table 6).

Table 5 Association of COPD Phenotypes and T2DM

B O 95%ClI P-value
R
COPD 0,207 12 1.16-1.45 <0.001
3
Non COPD 0,512 16 1.02-5.24 0.438
7
0,009 1.0 0.94-1.27 <0.001
Emphysematous phenotype COPD
0,683 19 111-6.22 0.634
Non Emphysematous phenotype 8

COPD

COPD:Chronic obstructive pulmonary disease,p < 0.001
was considered statistically significant

Burcu YORMAZ

Table 6 Distribution of patient characteristics by glycemic status

Emphysematous Non-Emphysematous P-value

(mean + SD) (mean £ SD)
Age (years) 63.89+8.32 63.07+7.94 0.996
BMI (kg/m?) 23.98+4.81 32.52+6.87 0.483
FBG (mg/dl) 242+ 16 232+13 0.624
HbAlc (%) 9.09+1.73 8.24+1.71 <0.001
Fasting insulin (1U) 21.04+9.46 1572+ 8.71 <0.001
HOMA-IR 6.9+ 0.6 6.2+1.0 <0.001
Total cholesterol (mg/dl) 153.52+52.25 209.04 £ 44.24 0.427
HDL (mg/dl) 49.71+8.4 39.5+11.53 0.571
LDL (mg/dl) 113.42 + 38.66 127.52+33.37 0.649
Triglyceride (mg/dl) 247.16+21.91 187.78 + 15.07 <0.001
Diabetes duration (years) 12.99+6.54 10.87+6.75 0.024
Exercise level (applied person/ week) — 24.36+ 2.44 16.45+3.75 0.548
Alcohol use (person) 5.16+4.16 8+352 0.624
Smoking (person) 77.215.62 79.156.18 0.723
Duration of ICS use (>14 days) 67.2643.28 73.56+4.53 0.684

The homeostasis model assessment index (HOMA-IR) was measured by fasting plasma insulin and glucose level divided
t022.5., BMI: body mass index, HbA1C: hemoglobin A1C, HOMA-IR: homeostasis model assessment-insulin
resistance,FBG: Fasting blood glucose,p < 0.001 was considered statistically significant.

Discussion

This study investigated the relationship between histological lung cancer
subtypes in COPD phenotypes withT2DM and also found that lung cancer
has higher incidence in patients who were emphysema-dominant type
COPD with hyperglycemic T2DM. Furthermore Pulmonary functions
(included FVC% and FEV1%) were inveresely correlated with the impaired
glucose tolerance of T2DM patients.

T2DM is common comorbidity in COPD disease still all over the world.
Rasmussen et al revealed that T2DM prevalence was nearly 30% in COPD
patients. Mannino et al. showed that T2DM has frequently seen in Global
Initiative for Chronic Obstructive Lung Disease (GOLD) stage 3/4 patients
and also progressed the pulmonary functions inversely [14,15]. Present
study is the first retrospective study for evaluating the relationship
between COPD phenotypes with T2DM and lung cancer.

COPD has two phenotypes such as chronic bronchitis (non-
emphysematous) and emphysematous. Phenotype of emphysemais
defined by the demolition of alveolar molecules, gradually decreasing of
pulmonary elasticity, which leads to shortness of breath, increase in
mucus accumulation, long-term tiredness and cough [16,17].

The pathogenesis of emphysematous type COPD mainly come upfrom
permanent exposure to toxic gases or particules which lead to chronic
inflammation. According to these external factors, accumulated
neutrophils influx into theairways, contribute to the increasing of oxidant-
antioxidant, protease-antiprotease imbalance and resulted as tissue

remodeling and apoptosis[18].
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The elevated inflammatory reply may be impressed by signal
transduction pathways such as extracellular regulated kinases (ERK)
pathways (which is activatedby proinflammatory cytokine and lead to
inflammation) that are involved in regulating the expression of many
inflammatory genes [19,20]. Many researchs have been demonstrated
that the pathway of ERK was contribute to emphysematous situationin
alveolar structures in lung.Another pathway commonly known to be
effective in the inflammation genesis is Janus kinase signal transducer
and activator of transcription pathway (JAK-STAT). The JAK-STAT
pathway is activated by proinflammatory cytokines (such as TNF-a, IL6)
, lead to inflammation and airway destruction in COPD patients[21-24].
Furthermore Murakami et al. found that matrix metalloproteinase
(MMP)-9 expression (which plays significant role in the establishment
of emphysematous lung disease) has a relationship with the
development of lung cancer which is detected in emphysematous type
pulmonary structures Smoking encourage the inflammation of airway
and remodeling the small airways, also lead to decline in airflow.
Moreover decline of airflow is known to be a major risk factor for the
formation of lung cancer. Tobacco consumption may cause pulmonary
emphysema and also encourage airflow obstruction [25]. Genetic
susceptibility was defined as the major and also significant mechanism
underlying between T2DM risk and COPD. Furthermore a large nation-
wide cohort twin study demonstrated that detected specific genetic
locus correlation between COPD and T2DM was 43%.

Inflammatory markers and oxidative stress are demonstrated as the
major factors which can lead to T2DM progression. Resistant and
continuous hyperglycemia amplify the activation of reactive oxygen
species and mediators of inflammation which cause to corruption of
beta cell function, insilin resistance and lead to T2DM [26]. At the
same time increased level of inflammation mediators and oxidative
stress markers have a correlation with COPD patients who have insulin
resistance [27,28]. COPD is known to be related with some
comorbidities such as hypertension, cardiac disease and T2DM. T2DM
is defined as the defect of blood glucose balance due to insulin
resistance and pancreatic beta cells dysfunction. As a consequence,
T2DM has lead to seriouscomplications such as macrovascular
(cardiovascular) and microvascular (nephropathy, retinopathy and
neuropathy)[29]. Parappil A et al., found that T2DM can elevate the
progression of COPD and COPD-associated mortality [30]. Researchs
have showed that elevated blood glucose level create significant
converse effects on pulmonary function (reduced pulmonary elastic
recoil, increased muscle weakness and/or inflammation). In this
respect, researchs have showed that pulmonary function tests are
negativelty effected to patients with T2DM [31]. Moreover, Lange et.
al. revelaed that forced expiratory volume in 1 s (FEV 1) and forced
vital capacity (FVC) outcomes were found to be lower in diabetic

patients[32].

With regard to declined pulmonary function

in diabetic patients,

postmortem researchs have showed that the basal membranes of the
alveoli are substantially thicker (which lead to restrictive changes in the
pulmonary structure and reduced lung function) in T2DM patients than
controls [33]. Cancer is an epigenetic disease. Silencing of tumor suppressor
genes by DNA methylation and histone deacetylation plays an significant
role in cancer pathogenesis such as triggering the apoptosis and inhibiting
angiogenesis. Epigenetic variations, such as transformation particularly in
histone deacetylase 2 activity ( whichplays a significant role in triggering the
apoptosis and inhibiting angiogenesis), have been showed in COPD and
T2DM. There was a relationship demonstrated with emphysematous
phenotype of COPD and T2DM due to the inhibition of autophagy [34,35].
Inoue et al. revealed that cell adhesion molecule 1 (CADM1) which was
expressed by alveolar structures and pancreatic islet cells has been
increased in emphysematous phenotype COPD and T2DMdiseases and
these structures effected each other correlately [36].0n the other hand
Hersh et al. found that non-emphysematous type COPD patients with T2DM
have higher prevalence than emphysematous type COPD. The main marker
of airflow limitation is defined in small airways, however Hersh et al.
accepted large airway disease as non- emphysematous type COPD according
to thorax CT outcomes, not used pulmonary function test for identification
of COPD types. They decided that systemic inflammation is more in non-
emphysematous type however JAK-STAT and ERK pathways associated
researchs showed that inflammation is mainly elevated in emphysematous
type [37,38]. T2DM and malignancy are two main common diseases which
embracing all over the world, leading mortality and disrupting the quality
of life [39]. Epidemiological researhs showed that T2DM is a common
annoying illness for some cancer types,pancreatic and lung cancer [40]. Yuan
et al. found genetic predisposition between to T2DM andpancreatic cancer
and also fasting insulin (FI) levels correlated with pancreatic and lung
cancer. Furthermore increased CADM1lectodomain shedding is a possible
pathophysiological pathway shared by emphysematous type lung disease
and T2DM [36,41]. Present study has some limitations that the identification
of COPD types were establishedaccording to the outcomes of TST-CT and
not with a pathological result. However TST-CT can be utilized for estimating
the damage in the pulmonary structures [42]. Secondly, according to
electronic medical record,and wrongly identification may possible. Thirdly,

accuracy rate of the outcomes are limited due to lower patient number.

Conclusions

We revealed that patients with emphysematous type COPD with T2DM
subjects have elevated risk of lung cancer, due to using the same pathways
in the pathophysiology of inflammation. Future researchs about COPD may
lighten the pathophysiology absolutely and prevent the potential risk of
emphysematous type COPD patients with T2DM who may be exposed to

lung cancer are needed.
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on Postoperative Analgesia in Patients Undergoing Cesarean Section

0z

Amag: Calismamizin amaci spinal anestezi ile yapilan sezaryen operasyonlarinda,
bupivakain ve fentanile ilave edilen iki farkli morfin dozunun etkilerini incelemektir.
Gereg ve Yontemler: Gestasyonel yasi 37 haftanin Uzerinde olan, 18 yas Ustu ve
spinal anestezi ile sezaryen operasyonu uygulanan hastalar ¢alismaya dahil edildi.
Hastalar Grup MO (8 mg %5 hiperbarik bupivakain+20 mcg fentanil), Grup M50 (8 mg
%5 hiperbarik bupivakain+20 mcg fentanil + 50 mcg morfin) ve Grup M100 (8 mg %5
hiperbarik bupivakain + 20 mcg fentanil + 100 mcg morfin) olarak tg gruba ayrildi.
intraoperatif viziiel analog skala (VAS) degerleri, intraoperatif ve postoperatif
komplikasyonlar ve postoperatif donemde uygulanan ilk analjezi zamani
karsilastirildi.

Bulgular: istatistiksel degerlendirmeye 1090 hasta alind.. intraoperatif bulanti, kusma
Grup M100’de diger iki gruba gére anlamli az bulundu (p=0.047). intraoperatif kaginti
Grup M100’de diger iki gruba gére anlamli fazla bulundu (p<0.001). intraoperatif VAS
degerleri agisindan gruplar arasinda fark bulunmad. ilk analjezi yapilma zamani Grup
MO0’da diger iki gruba gore anlamli kisa bulundu (p<0.001). Postoperatif bulanti,
kusma, kasinti, hipotansiyon, bradikardi gortlme sikhginda gruplar arasinda fark
bulunmadi. Hasta memnuniyeti Grup M0'da en dustk, Grup M100 'de en yiksekti
(p<0.001).

Sonug: Sezaryen operasyonlarinda, intratekal bupivakain ve fentanile eklenen farkli
dozlarda morfinin, hemodinamik ve intaoperatif VAS degerleri ve postoperatif yan
etkiler agisindan benzer oldugunu ancak morfinin daha uzun postoperatif analjezi
sagladigini distinmekteyiz.

Anahtar Kelimeler: Fentanil, Morfin, Sezaryen, Spinal anestezi

Abstract

Background: The aim of our study is to compare the effects of two different doses of
morphine added to bupivacaine and fentanyl in cesarean section performed with
spinal anesthesia.

Materials and Methods: Patients with gestational age above 37 weeks, over 18 years
of age and underwent cesarean section with spinal anesthesia were included in the
study. Patients Group MO (8 mg 5% hyperbaric bupivacaine + 20 mcg fentanyl),
Group M50 (8 mg 5% hyperbaric bupivacaine + 20 mcg fentanyl + 50 mcg morphine)
and Group M100 (8 mg 5% hyperbaric bupivacaine + 20 mcg fentanyl + 100 mcg
morphine) divided into three groups. Intraoperative visual analog scale (VAS) values,
intraoperative and postoperative complications, and the first postoperative analgesia

time were compared.
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Results: 1090 patients were included in statistical evaluation.
Intraoperative nausea and vomiting were found significantly less in
Group M100 compared to the other two groups (p=0.047).
Intraoperative pruritus was found to be significantly higher in Group
M100 than the other two groups (p<0.001). There was no difference
between the groups in terms of intraoperative VAS values. Time to
first analgesia was found significantly shorter in Group MO compared
to the other two groups (p<0.001). There was no difference between
the groups in the incidence of postoperative nausea, vomiting,
pruritus, hypotension, and bradycardia. Patient satisfaction was
lowest in Group MO and highest in Group M100 (p<0.001).
Conclusion: In cesarean operations, we think that intrathecal
bupivacaine and fentanyl at different doses of morphine,
hemodynamic and intraoperative VAS-related and postoperative side
effects are similar, but morphine provides longer postoperative
analgesia.

Keywords: Fentanyl, Morphine, Cesarean, Spinal anesthesia

Girig

Sezaryen anestezisinde rejyonal anestezi hastanin bilincinin agik
olmasi, hava yolu yénetiminin daha glivenli olmasi, aspirasyon riskinin
daha dusuk olmasi, yenidogan solunum depresyonu yapmamasi ve
uterus atonisine yol agmamasi nedeni ile tercih edilir (1,2). Ayni
zamanda solunumsal, kardiyovaskiler ve néroendokrin sistem tzerine
olumlu etkileri; tromboembolik komplikasyonlar ve kan kaybini
azaltmasi gibi avantajlari mevcuttur. Etkisinin postoperatif donemde
de devam etmesi etkili ve glvenli analjezi saglamaktadir. Rejyonal
anestezi kolay uygulanabilir ve ucuz bir yéntem olmasina karsin
hipotansiyona yol agmasi ve post-dural ponksiyon bas agrisi gibi
dezavantajlari da vardir (3).

Spinal anestezi uygulanan hastalarda anestezi kalitesini artirmak,
anestezi siresini uzatmak ve yan etkilerini azaltmak igin lokal
anesteziklere adjuvanlar siklikla ilave edilir (3-6). En sik kullanilan
adjuvan ajanlar opioidlerdir. Opioidlerin intratekal olarak lokal
anesteziklere ilave edilerek kullaniimasi spinal blogun baslama
suresini  hizlandiracagi, yayllimini arttiracagi, daha derin blok
olusturacagi ve erken postoperatif donemde analjezi kalitesini
iyilestirecegi yapilan calismalarda gosterilmistir (4,5). intratekal morfin
eklenmesinin fentanil eklenmesine goére daha uzun postoperatif
analjezi sagladigi gosterilmistir (6).

Calismamizda sezaryen operasyonlarinda analjezik etkinligi artirmak
icin adjuvan olarak opioid kullandik. Amacimiz, sezaryen
operasyonlarinda spinal anestezide intratekal uygulanan bupivakain
ve fentanile eklenen morfinin iki farkli dozunun postoperatif agr ve

yan etkiler Gzerine etkisini arastirmaktir.

Assessment Of The Effect Of Intrathecal Bupivacaine Combined With Opioids On
Postoperative Analgesia in Patients Undergoing Cesarean Section

Gereg ve Yontemler

Calismamiz yerel Etik Kurulu onayr (2011-KAEK-25 2016/06-02) ve
bilgilendirilmis hasta onami alindiktan sonra Mart 2016 - Ocak 2017 tarihleri
arasinda vyapilan prospektif gozlemsel bir galismadir. Galismaya spinal
anestezi ile elektif sezaryen operasyonu planlanan, 18 yas Usti ve ASA
(American Anestezistler Toplulugu) Il sinifinda olan 1110 gebe dahil edildi.
Preterm gebelikler, ¢ogul gebelikler, fetusta anomali, gelisme geriligi,
mekonyum aspirasyon riski olan gebeler, asit baz dengesini etkileyebilecek
patolojiler ve antepartum hemoraji, astim, Rh uyusmazhgi, ASA Il ve Uzeri,
periferik néropati, néromuskuler veya noropsikiyatrik hastaligi olan, alkol ya
da ilag bagimlisi, viicut kitle indeksi >35, lokal anestezik maddelere asiri
duyarhhk hikayesi, sik analjezik kullanim 6ykisi olan, boyu 150 cm'den kisa,
180 cm'den uzun olgular ve acil olgular ¢alisma disi birakildi.

Hastalara periferik damar yolundan 15-20 dk 15 ml/kg serum fizyolojik (%0.9
izotonik sodyum kloriir) inflizyonu uygulandi. Hastalara standart
monitdrizasyon sonrasi oturur pozisyonda L3-4 veya L4-5 araligindan 25 G
“Quincke” uglu spinal igne ile subaraknoid araliga girilerek intratekal olarak
ilag enjeksiyonu yapildi. Spinal anestezide uygulanan ilaglara gore hastalar
{ic gruba ayrildi.

Grup MO: 8 mg %5 hiperbarik bupivakain + 20 mcg fentanil

Grup M50: 8 mg %5 hiperbarik bupivakain + 20 mcg fentanil + 50 mcg morfin
Grup M100: 8 mg %5 hiperbarik bupivakain + 20 mcg fentanil + 100 mcg
morfin

islem sonrasi tiim hastalar supin pozisyona alindi ve masa 15 derece sola
cevrildi. Hastalarin sistolik kan basincinda bazal degere gére %20 azalma
ve/veya sistolik kan basincinin 100 mmHg’nin altinda olmasi hipotansiyon,
kalp atim hizi 50 atim/dakika altina diismesi bradikardi olarak kabul edildi.
Duyusal blok seviyesi, orta klavikiiler hatta bilateral pin-prick testi ile
degerlendirildi. Motor blok seviyesi Bromage skalasi (0: Hig paralizi yok, 1:
Sadece dizini ve ayagini, hareket ettirebiliyor, 2: Dizini bikemiyor ve sadece
ayagini oynatabiliyor, 3: Ayak ve basparmagini oynatamiyor total paralizi
var) ile 6lgildi. Duyusal blok seviyesi T4 dermatomunda ve motor blok
Bromage 3 oldugunda operasyon baslatildi. Agri siddetini belirlemek igin
viztiel analog skala (VAS) kullanildi ve insizyon esnasinda (VAS1), bebek
¢ikiminda (VAS2) ve periton kapamada (VAS3) degerlendirildi.

intraoperatif donemdeki yan etkiler (hipotansiyon, kasinti, bulanti, kusma,
titreme vb.), postoperatif donemde ilk analjezi ihtiyacina kadar gegen siire,
yan etkiler (bulanti, kusma, kasinti, bradikardi, hipotansiyon vb.) ve hasta
memnuniyeti (cok memnun, memnun, memnun degil) kaydedildi. VAS skoru

3 ve Uzeri olan hastalara 75 mg diklofenak sodyum im yapildi.

istatistiksel analiz

Calismada elde edilen verilerin degerlendiriimesinde istatistiksel analiz igin
IBM SPSS 23.0 programi kullanildi. Nicel degiskenler ortalama, medyan
(ortanca), standart sapma, minimum ve maksimum tanimlayici istatistikleri

ile 6zetlendi.
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Shapiro-Wilk testi ile normallik varsayimlari kontrol edildi ve normallik
varsayimi saglanan degiskenler igin grup karsilagtirmalari tek yonli varyans
analizi ile normallik varsayiminin saglanmadigi durumlarda ise Kruskall
Wallis testi ile yapildi. Nitel degiskenler ise sayi ve yilizde bilgileriyle
Ozetlendi. Grup kargilastirmalar ki-kare testi ile incelendi. Tekrarl
Olgimlerde grup karsilastirmalari ise karisik dizayn varyans analizi (Mix
Design ANOVA) ile yapildi. istatistiksel anlamlilik igin tip-1 hata diizeyi 0.05
olarak belirlendi. Yapilan analizlerde gozlenen giig 0.99 olarak hesaplandi.
Bulgular

Sezaryen operasyonu yapilan 1234 hastanin 1110’u ¢alismaya dahil edildi

ve hastalarin 1090 tanesi istatistiksel degerlendirmeye alindi (Sekil 1).

Calismaya Dai Edimesi Planianzn
Hastalar
(n=1234)

Dislanan Hastalar
(r=124)
+ Onam almamayan (n=13)
+ Tirkge bilmeyen (n=24)
+ Fetal anomali (+=22)
+ Fetal distres, ablasyo plasenta (n=35)
+ Diger nedenler (n=25)

1

— D r=110)
;’;@'m_l

G MO (= 372) Gup 60 1= 370) } ‘ Gup3(38)
l =
Gup M0 =372 Gup HB0 =310 Gup 3 =88]

+ Genel anesteziye gegis (n=7) + Genel anesteziye gegis (n=5) + Genel anesteziye gegis (n=5)

==

Guphd (1=365) Grup M50 (1=365) Gup MDD (1=30)

Sekil 1: Aks cizelgesi

Demografik veriler agisindan operasyon sturesi disinda gruplar arasinda
fark gozlenmedi (Tablo 1). Operasyon sireleri Grup M50’de GrupMOQ’a
gore anlamli kisa bulundu (p=0.003).

Tablo 1: Demografik veriler

Grup MO Grup M50 Grup M100 .
(n=365) (n=365) (n=360) P
Yas (yl) 2061+6.36  20.29+5.96 20194601 0568
Boy (cm) 163504426  162.99+456  163.18+4.33 0171
Kilo (kg) 776261157 77.32:1179 75911048  0.092
o
perasyon 51494115  46.39+0.98 4884106 0003

siiresi (dk)**

*ANOVA,
** t-testi Grup M0-M50: 0.003, Grup M0-M100: 0.250, Grup M50-M100: 0.252

Mine AKOZ etal.

T4 diizeyinde duyusal blok olusma zamani Grup M0’da 5.61+1.66 dk, Grup
M50’de 5.41+1.73 dk ve Grup M100’de 5.57+1.65 dk olarak bulundu ve
gruplar arasi anlamli fark bulunmadi (p=0.242). intraoperatif VAS &lgiimleri
agisindan gruplar arasinda anlamh fark bulunmadi (Sekil 2). Gruplar
arasinda sistolik kan basinci degerleri karsilastirildiginda anlamh farklilik

saptanmadi (Sekil 3).

S
£ =)
]
3
w &
- =GRUP MO
Bl & = GRUP M50
4 CRUP M100
0 I I I I I I
VAS 1 VAS 2 VAS 3
Sekil 2: VAS ortalama skorunun gruplara gore dagilimu
(VASI: Insizyon, VAS2: bebek gikarken. VAS3: periton kapama)

135

130 =

5 R

ya)

2 =
T 120 o
E \o .
Q115 S —_—
]

110

105

100

(o} 5.dk 10.dk 15.dk 20.dk 30.ck

zaman

=em=GCrup M0  e=e=Grup M50 Grup M100

Sekil 3: Sistolik kan basiner 8l¢timleri

Grup MOQ’de 40 (%11), Grup M50’de 46 (%12.6) Grup M100’de 43 (%11.9)
hastada ek sedasyon ihtiyaci oldu. Ek sedasyon ihtiyaci agisindan gruplar
arasinda anlamli fark gézlenmedi (p=0.787). intraoperatif bradikardi ve
hipotansiyon agisindan gruplar arasinda istatistiksel agidan anlamh fark
bulunmazken intraoperatif bulanti, kusma ve kasinti degiskeni agisindan
gruplar arasinda istatistiksel agidan anlaml fark bulundu. Fakat gruplarin
bulanti, kusma ve kaginti degiskeni Uzerine etkisi kiiglik olarak bulundu
(Tablo 2).

Tablo 2: intraoperatif Komplikasyonlar

GrupMO  GrupMs0  Grup M100 . Cramery Karsiastirmatare
(n=365) (n=365) (n=360) P arstasarmalarp
n% n% n%
eradikardi 44(12.0) 37(10.0) 30(83) 0253
120(32. 117(32.1; 27. 0.241
Hipotansiyon 0629) @21 seers)
Grup M0-MS0; 0586
Grup M0-M100: 0.063
Bulanty/kusma 74(203)  80(2L9) 54 (15) 0047 0075 Crup MBOMI00:0.015
Grup M0-M50: 0.001
Kasinti 22(6) 50 (13.7) 27(7.5) 0.001 0.116 Grup MO-M100: 0.430

Grup M50-M100: 0.007

*Ki-kare analiz
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ilk analjezi ihtiyaci zamani, gruplar arasinda anlamli farkli bulundu
(p<0.001). Grup M0’da 7.40+2.84, Grup M50’de 15.28+4.73 ve Grup
M100’de 14.36%4.17 saat olarak bulundu (Grup M0-M50, Grup MO-
M100: p=<0.001, Grup M50-M100 p=0.051). Postoperatif donemde
bulanti, kusma, kasinti, bradikardi ve hipotansiyon degiskeni agisindan
gruplar arasindan anlamli fark bulunmadi (Tablo 3). Hasta memnuniyeti

acisindan gruplar arasinda anlamh fark bulundu (p<0.001 Tablo 4).

Tablo 3: Gruplar arasi postoperatif komplikasyonlarin degerlendirilmesi

Grup MO Grup M50  Grup M100 p*
(n=365) (n=365) (n=360)
n% n % n %
Bulanti kusma 25 (6.8) 32(8.8) 22(6.1) 0.362
Kasmt: 32(8.8) 44 (12.1) 48 (13.3) 0.135
Bradikardi 8(2.2) 6 (1.6) 5(1.4) 0.700
Hipotansiyon 8(2.2) 19 (5.2) 15(4.2) 0.099
*Ki-kare

Tablo 4: Hasta memnuniyeti degiskeni agisindan gruplarin
karsilastiriimasi

Hasta Grup MO Grup M50 Grup M100 " Karsilastirmalar™
memnuniyeti (n=365) (n=365) (n=360) P P
n% n% n%

Cok memnun 323(88.5) 345 (94.5) 357(99.2) <ogo  GrupMO-M50:0.003
Memnun 42 (11.5) 20 (5.5) 3(0.8) L Grup M0-M100:<0.001
Memnun degil 0 0 0 Grup M50-M100:<0.001

*Ki-kare

Tartisma

Calismamizda spinal anestezi altinda sezaryen operasyonu yapilan
hastalarda bupivakain ve fentanile eklenen morfinin farkli dozlarinin
etkilerine bakildi. intraoperatif dénemde Grup M100 de bulanti,
kusma diger gruplara gore anlamli daha az gozlenirken kasinti Grup
M50 de anlamli daha ¢ok gézlendi. ilk analjezik ihtiya¢ zamani Grup
MO’da diger iki gruba gore anlamli daha kisa bulundu. Hasta
memnuniyeti morfin kullanilan gruplarda daha yuiksek olarak tespit
edildi.

Assessment Of The Effect Of Intrathecal Bupivacaine Combined With Opioids On
Postoperative Analgesia in Patients Undergoing Cesarean Section

Sezaryen operasyonlarinda spinal anestezide bupivakaine eklenen fentanil
dozu literatirde 6.25-30 mcg (7), morfin dozu 10-1000 mcg arasinda
degismektedir (7-9). Biz gaismamizda 8 mg bupivakain ve 20 mcg fentanile
ek olarak 50 ve 100 mcg morfini kullanmay: tercih ettik.

Sezaryen ameliyatlarinda duyusal blok T4 seviyesinde yeterli oldugu
gorisi belirtiimektedir (10). Ozkan ve ark. (11) sezaryenlerde spinal
anestezide 9 mg bupivakain, 8 mg bupivakain + 10 mcg fentanil ve 7 mg
bupivakain + 20 mcg fentanil ile yaptiklari ¢alismada T4 diizeyinde duyusal
blok olugma suresi 3.7 dk ile en kisa 10 mcg fentanil uyguladiklari grupta
saptanmistir (p<0.001). Alkaya ve ark.’nin (12) sezeryanlarda spinal
anestezide yaptiklari galismada ise maksimum duyusal blok baglama
zamanini 10 mg bupivakain + 1000 mcg morfin uygulanan grupta 7.63 dk,
10 mg bupivakain + 20 mcg fentanil uygulanan grupta 7.8 dk, 12 mg
bupivakain uyguladiklari grupta ise 6.6 dk olarak bulmuslardir.
CGalismamizda ise T4 diizeyinde duyusal blok olusma zamani yaklasik 5.5 dk
bulundu ve gruplar arasinda anlamli fark yoktu.

Alkaya ve ark. (12) 10 mg bupivakain + 20 mcg fentanil, 10 mg bupivakain +
1000 mcg morfin ve 12 mg bupivakain ile yaptiklari galismada 1, 3, 5, 10. dk
bakilan KAH fentanil uygulanan grupta disik ve OAB ise 15, 20, 25 ve 30.
dk morfin grubunda daha disiik bulmuslardir. But ve ark.’nin (13) sezaryen
operasyonlarinda bupivakaine ekledikleri fentanil (25 mcg) ve morfini (100
mcg) karsilastirdiklari ¢alismada, KAH degisiklikleri gruplarda benzer
seyretmekle beraber, SKB fentanil uygulanan grupta anlamli dusuk
bulunmustur. Teoh ve ark. (14) sezaryen operasyonlarinda, 3.75 mg
bupivakain + 25 mcg fentanil + 100 mcg morfin uygulanan grubu, 9 mg
bupivakain uygulanan grup ile karsilastirmislar ve disik doz bupivakain
uygulanan grupta daha az hipotansiyon gelistigini belirtmislerdir. Acar ve
ark.’nin (15) 10 mg levobupivakaine 100 mcg morfin ve 20 mcg fentanil
karsilagtirdiklari galismada KAH ve SKB degerleri agisindan gruplar arasinda
fark tespit edilmemistir. Carvalho ve ark. (16) 12 mg bupivakain ve 200 mcg
morfine ekledikleri 0,5,10,25 mcg fentanil ile yaptiklari ¢alismada kan
basincini gruplar arasinda benzer bulmuslardir. Biz ¢alismamizda, lokal
anesteziklerin tek basina yiksek doz kullanilmasinin yarattigi olumsuz
hemodinamik sonuglari azaltmak igin bupivakaine ekledigimiz opioidlerin
farkli dozlarda kullaniimasinin hastalarin, KAH ve SKB takiplerinde anlamli
bir fark olusturmadigini saptadik.

intraoperatif analjezi kalitesini tic asamada (insizyon, bebek ¢ikiminda,
periton kapama) degerlendirdigimiz galismamizda, ortalama VAS
degerlerinde gruplar arasinda fark saptamadik. Hatun ve ark.’nin (8) yaptigi
calismada ise VAS degerlerini insizyon ve bebek gikarken fentanil (10 mcg)
eklenen grupta en dusuk, periton kapamada ise fentanil ve morfin (10
mcg) eklenen gruplarda benzer oldugunu saptamiglardir. Calismamiza
benzer olarak Carvalho ve ark. (17) 12 mg bupivakaine 50 mcg ve 100 mcg
morfin ilave ettikleri baska bir ¢alismada her iki grupta da benzer

intraoperatif analjezi kalitesi bulmuslar.
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intraoperatif analjezi kalitesini (¢ asamada (insizyon, bebek
¢ikiminda, periton kapama) degerlendirdigimiz ¢alismamizda
ortalama VAS degerlerinde gruplar arasinda fark saptamadik.

Braga ve ark. (18) 25 mcg fentanil ile yaptiklar ¢alismada ilk analjezi
ihtiyag zamanini fentanil grubunda 2.9 sa olarak bulmuslardir. Hatun
ve ark.(8) yaptiklari ¢alismada ilk analjezi zamanini 10 mcg morfin
uyguladiklari grupta 5.02 sa, 10 mcg fentanil grubunda ise 3.16 sa
bulmuglardir. Karaman ve ark.’nin (19) yaptiklari calismada ilk analjezi
saati 200 mcg morfin uyguladiklar grupta 20.5 sa, 25 mcg fentanil
grubunda 4.2 sa, 100 mcg morfin ile 12.5 mcg fentanil grubunda ise
12.7 sa olarak bulunmusgtur. Siti ve ark. (20) 100 mcg morfin ve 25
mcg fentanili karsilastirdiklari calismada postoperatif analjezi stresini
fentanil uygulanan grupta dustk bulmuslardir. Ugur ve ark. (21) 100
mcg morfin ve 20 mcg fentanil ile yaptiklar ¢alismada ilk analjezi
saatini morfin uygulanan grupta 4.2 sa fentanil uygulanan grupta ise 4
sa olarak bulmuslardir. Acar ve ark. (15) 100 mcg morfin ve 20 mcg
fentanil uyguladiklar galismada, morfin grubunda postoperatif ilk
analjezi gereksinimine kadar gecen efektif analjezi suresini anlamh
derecede yiiksek bulmuslardir. Alkaya ve ark. (12) 1000 mcg morfin ve
20 mcg fentanil kullanarak yaptiklari ¢alismada, ilk analjezi saatini
morfin grubunda 22.2 sa, fentanil grubunda ise 3.9 sa olarak
bulmuglardir. Yapilan bir derlemede sadece bupivakain kullanilan 10
calismada ilk analjezi ihtiyaci zamani ortalama 2 sa (1-4sa),
bupivakain + morfin kullanilan 3 g¢alismada 27 sa (11-29sa) ve
bupivakain + fentanil kullanilan 7 ¢alismada ise ortalama 4 sa (2-13sa)
olarak bulunmustur ve ayni zamanda kullanilan intratekal opioid
artan dozlarinin analjezi slresinde artis oldugu gosterilmistir (9).
Spinal anestezide intratekal opioid eklenmesi ile ilgili yapilan
¢alismalarda ilk analjezik gereksinim saati fentanil eklenmesi (8,18,19)
ile ortalama 2.9-4.2 saat araliginda bulunurken morfin+fentanil
eklenmesi ile ilk analjezik gereksinim saati ¢alismalarda 4.2- 12.7 saat
araliginda bulunmustur  (19,21). Bizim ¢alismamizda ilk analjezi
zamani morfin uygulanan gruplarda fentanile goére daha uzun
saptanmasina ragmen artan morfin dozunun analjezi zamanini
uzatmadigl goriildii. ilk analjezik gereksinimi Grup M0’da 5.41 saat,
Grup M50’de 15.2 saat, Grup M100’de ise 14.3 saat olarak bulundu.
Sezaryen operasyonlarinda intratekal kullanilan opioidlerin visseral
agriyr azalttiklan igin bulanti, kusma gorilme sikhgini azalttigini
gOsteren galismalar vardir (22). Carvalho ve ark. (16) nin yaptig baska
bir calismada 200 mcg morfin + 0,5,10,25 mcg fentanil ile yaptiklari
calismada fentanil uygulanmayan kontrol grubunda intraoperatif
bulanti sikhigi yiiksek, intraoperatif hipotansiyon insidansi gruplar
arasinda benzer bulunmustur. Ugur ve ark. (21) 20 mcg fentanil ve
100 mcg morfin uyguladiklari ¢alismada intraoperatif bulanti, kusma,
hipotansiyon  yoniunden  gruplar arasinda anlamli  farkhhk
saptamazken, intraoperatif kasinti morfin grubunda anlamli yiiksek

bulunmustur.
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Karaman ve ark. (19) 200 mcg morfin, 25 mcg fentanil ve 12.5 mcg fentanil
+ 100 mcg morfini karsilastirdiklar ¢calismada intraoperatif bulanti, kusma,
kasinti gorilme sikliginda fark saptanmamistir. Bizim c¢alismamizda da,
intraoperatif hipotansiyonda fark bulunmadi fakat intraoperatif bulanti
kusma Grup M100'de Grup M50’ye goére daha az bulundu. Bulanti
kusmanin nedenlerinden biri de visseral agridir. Visseral agriy1 azaltmada
artan morfin dozu etkili olmus ve sonug olarak bulanti kusma insidansi
yiiksek doz morfin grubunda daha az bulunmustur. intratekal opioid
uygulamalarinda ise doz bagimsiz olarak, ufak dozlarda bile kasinti ile
karsilasilabilmektedir (23). Calismamizda da dusik doz morfin grubunda
intraoperatif kasinti sikayetinin daha fazla gortlmesi kasintinin kullanilan
opioid dozundan bagimsiz oldugunu desteklemektedir.

intratekal kullanilan opioidlerin olumlu etkilerinin yanisira postoperatif
bulanti, kusma, kasinti, bas agrisi, solunum depresyonu gibi yan etkileri de
gorlebilir (23). Sibilla ve ark. (24) spinal opioidlerin (25 mcg fentanil, 100
mcg morfin) kombinasyon halinde kullanilmasi durumunda daha fazla
bulantiya neden olabilecegini gostermiglerdir. Acar ve ark. (15) morfin
grubunda postoperatif kasinti, bulanti, kusma sikhigini fentanil grubuna
gore daha ylksek olarak saptamiglardir. Wong ve ark. (25) 200 mcg morfin
uyguladiklari grupta 100 mcg morfin uygulanan gruba goére daha fazla
bulanti saptamislardir. Carvalho ve ark. (17) postoperatif kasinti gérilme
sikhigini 100 mcg morfin uygulanan grupta 50 mcg morfin uygulanan gruba
gore fazla, bulanti kusmayi ise benzer bulmuslardir. Dahl ve ark.’nin (9)
retrospektif 485 hasta ile yaptiklarn g¢alismada kasinti gorilme sikligi
kullanilan morfin dozu ile birlikte artmakla beraber, gruplar arasinda fark
gorilmemistir. Bunlarin aksine morfin ve fentanil eklenmesi ile bulanti,
kusma ve kasinti agisindan fark bulmayan galismalar da mevcuttur (19,26).
Bizim c¢alismamizda da postoperatif bulanti, kusma ve kasinti sikayeti
acisindan gruplar arasinda anlamli fark gérilmedi.

Yapilan bir galismada hasta memnuniyeti morfin grubunda en yiksek
olarak bulunmustur (8). Acar ve ark.’nin (15) yaptiklari galismada da
postoperatif hasta memnuniyetini morfin grubunda fentanil grubuna gore
anlaml yuksek bulmuglardir. Biz de galismamizda diger ¢alismalara benzer
olarak, 100 mcg morfin uyguladigimiz grupta hasta memnuniyetini anlamli
yiksek bulduk. Bunun nedeni Grup M100’deki olgularin intraoperatif
bulanti, kusma ve kasinti sikayetlerinin Grup M50’e gére daha az olmasi
olabilir.

Calismamizin baslica limitasyonlari tek merkezli olmasi, kontrol grubunun
olmamasi ve postoperatif VAS degerlerine bakilmamasidir. Spinalden
yapilan ilag volimunin her grupta farkl olmasi da limitasyonlarimizdandir.
Sonug olarak sezaryen operasyonlarinda, intratekal bupivakain ve fentanile
eklenen 50 ve 100 mcg dozlarinda morfinin, hemodinamik ve intaoperatif
VAS degerleri ve postoperatif yan etkileri agisindan fark yaratmadan ilk
analjezi gereksinim zamanini uzattigini bulduk. Ancak intraoperatif bulanti,
kusma ve kasintinin daha az, hasta memnuniyetinin daha fazla olmasi

nedeniyle 100 mcg morfinin daha avantajli oldugunu diisinmekteyiz.
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Evaluation of Health Care Workers exposed to COVID 19 Patients

COVID-19 Hastalari ile Temasi Olan Saghk Calisanlarinin Degerlendirilmesi

Abstract

Objective: The COVID19 pandemic is still present all over the World and there is little
data about healthcare workers being exposed to the virus. In this study we aimed to
evaluate the data of healthcare workers exposed to COVID 19 in a tertiary healthcare
center.

Methods: The data of the healthcare workers exposed to COVID 19, who attended to
our outpatient clinic of Infectious Diseases Department was collected retrospectively
from the hospital patient record system. Demographic data, symptoms, risk
stratification, comorbidities, laboratory findings, PCR test, antibody test, radiological
tests, prophylaxis and theraphies were recorded. The data was analyzed with the
SPSS programme.

Results: Between 11.03.2020-30.05.2020 the number of healthcare workers exposed
to COVID 19 was 231, with 71 males(%31) and 159 females (%69). The range of age
was 20-65, the mean age was 38.619.3. The rate of comorbidities was low because of
the young aged study group. Among them %19 were doctors, %53 were nurses and
%26 were other healthcare workers. The most encountered symptoms were cough, a
sore throat and respiratory distress %33,%15,%10 respectively. The PCR test
positivity rate was obtained in 17 cases (%7). In the healthcare workers who had high
risk exposure, the PCR positivity rate was %16; while this was lower in median and
low risk groups,%3.2 and %1 respectively. This result was statistically
significant(p<0.001). Pulmonary computed tomography revealed COVID 19 findings
in 22 patients(10%). Besides this the prophlaxis and therapeutical interventions were
also evaluated.

Conclusion: Because the healthcare workers are frontline against COVID 19, they are
at higher risk of contracting the virus. Our study claimed that in the high risk
exposure group of healthcare workers, the PCR positivity rate was higher, which is
similar to literature data, despite all precautions. In order not to transmit the disease,
education and other precautions are crucial.

Keywords: COVID 19, healthcare workers, exposure

Oz

Girig: COVID-19 pandemisi halen tim dinyada devam etmekte olup, COVID-19
hastalarina bakim veren, hastalik ile temas eden saglik calisanlari ile ilgili veriler
literattirde sinirlidir. Bu ¢alismada 3. basamak bir tiniversite hastanesinde COVID-19
ile temas eden saglik ¢alisanlarinin verilerinin incelenmesi amaglanmistir.

Yontem: Hastanemiz Enfeksiyon Hastaliklari Poliklinigine bagvuran COVID-19 ile
temas eden saglik calisanlarinin verileri retrospektif olarak hastane veri sisteminden
arastirildi.  Demografik  verilerin  yaninda temasllarin  semptomlari,  risk
siniflandirmasi, komorbid hastaliklar, yapilan temel laboratuar tetkikler, PCR, antikor
testi, radyolojik bulgular, profilaksi alma durumlar ve tedavileri incelendi. Veriler

SPSS programi ile analiz edildi.
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Bulgular: 11.03.2020 ve 30.05.2020 tarihleri arasinda COVID-19 ile
temas eden saglik calisani sayisi 231 olup bunlarin 71’si erkek(%31),
159’u kadindi(%69). Yas araligi 20-65 olup yas ortalamasi 38.6 9.3
olarak saptandi. Komorbid hastalik oranlarn dislk saptandi, bu
¢alismaya alinan popiilasyonun geng yas grubunda olmasina baglandi.
Meslek farkhhgi olarak temashlarin %19’u doktor, %53'lG hemsire ve
%26's1 personel idi. Semptom olarak en sik oksiiriik %33, bogaz agrisi
%15 ve nefes darligl %10 oraninda gorildii. PCR pozitifligi 17 olguda
olup %7 olarak degerlendirildi. Yiksek riskli temasi olan saghk
¢alisanlarinda PCR pozitiflik orani %16, orta riskli temasli grupta ve
diistk riskli grupta bu oran sirasiyla %3.2 ve 1 idi. Yiksek riskli temash
gruptaki PCR pozitifligi oranindaki ylkseklik istatistiksel olarak anlamli
idi(p<0.001). 22 olgunun akciger tomografisi COVID 19 ile uyumlu olup
oran %10 idi. Ayrica laboratuar, profilaksi ve tedavi durumlari da
degerlendirildi.

Sonug: Saglik calisanlari COVID 19 ile savasta 6n saflarda yer almalari
nedeniyle bulas agisindan risk altindadirlar. Bu g¢alismada ozellikle
yuksek riskli temas grubundaki saghk calisanlarinda PCR pozitiflik
oranlari tim o6nlemlere karsin literatlir verileriyle uyumlu olarak
yiksek saptanmistir, hastaligin bulasinin 6nlenmesi icin egitim ve
diger onlemler hayati 6nem arz eder.

Anahtar Kelimeler: COVID 19, saglk galisani, temas

Introduction

The SARSCoV-1 infection began in December, 2019 in Wuhan China
and widely spread creating a worldwide pandemic. Using masks,
practicing proper hand hygiene and social distancing are the major
factors in preventing the virus spreading. However healthcare workers
are at great risk of infection because they are in charge of these
patients. Healthcare workers are at frontline in the war between
humans and the virus. It is important to protect healthcare workers
from transmission of the virus, not only in the work place but also in
public. Also it is important because transmission to healthcare
workers will lead to problems in the medical system.

In this study we aimed to investigate the data of healthcare workers
exposed to COVID 19, who attended our Infectious Diseases
outpatient clinic, between 11.03.2020 ve 30.05.2020. Demographic
data, risk levels of exposure, PCR test, pulmonary computed
tomography, laboratory findings, comorbidities, prophylaxis and
theraphy protocols were examined.

Materials and methods:The data of of healthcare workers exposed to
COVID 19 who attended our Infectious Diseases outpatient clinic,

were evaluated from the hospital record system.

COVID-19 Hastalari ile Temas: Olan Sadlik Calisanlarinin Dederlendirilmesi

Demographic data, risk groups and symptoms were also examined. Risk
groups are determined according to the Turkish Public Health General
Directorate Guide of COVID 19(1). According to this, high risk exposure
procedures contain intubation, aspiration, non invazive mechanic
ventilation, cardiopulmonary resusitation, bronchoscopy, endoscopy,
dental, ophtalmologic and otolaryngology procedures without the use of
medical masks or being in a distance closer than 1.5 meters for more than 15
minutes (with or without a medical mask). Exposure at more than 1.5 meters
for longer than 15 minutes is classed as medium risk. Exposures such as
entering a patient’s room for a short time, being in the same corridor and
having standard protective barriers are described as low risk. Also
comorbidities, basic laboratory evaluations, PCR test, antibody test,
radiological tests, prophylaxis and theraphy protocols were evaluated. The

data was analyzed with the SPSS programme.

Results

The number of COVID 19 exposed healthcare workers between 11.03.2020
and 30.05.2020 was 231 including 71 males (31%), 159 females(69%). The
range of age was 20-65 and the mean age was 38.6 £9.3. Comorbid diseases
were diabetes mellitus in 3 (1%)cases, cardiovascular disease in 1 case(0%),
also bronchial asthma in 1 (0%)case, chronical obstructive pulmonary
disease in 1 (0%)case and hypertension in 3 cases(1%). The occupational
features were as followed 43 physicians(19%), 123 nurses (53%), 59 other
healtcare workers(26%), 3 hospital workers (1%), one technician(0.3%)and
one security personnel(0.3%). The risk groups were defined according to the
COVID 19 guide of Ministry of Health Population Directorate. The high risk
group contained 86 (34%) healthcare workers, 62(27%) were in the medium
risk group and 92 (36%)were in the low risk group. Of the high, medium and
low risk groups PCR positivity rates were 16%, 3.2% and 1%,respectively.This
result was statistically significant(p<0.001).

Cough was the most frequent symptom in 76 cases (33%), while sore throat
was present in 35 cases (15%) and respiratory distress in 24 cases (10%). The
PCR positivity for COVID 19 was obtained in 17 cases(7%), antibody test was
performed only in 68 cases, resulting positive in 12 cases (5%). Other
laboratory interventions included hepatic enzyme elevations in 12 patients
(5%), lymphopenia in 6 patients (3%). Pulmonary computed tomography was
performed in 89 cases which had oscultation findings and low oxygen
saturation levels and having chest or backpain. Of these patients 22(24%)

had COVID 19 findings in pulmonary computed tomography.
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Of the 17 exposed healthcare workers who tested PCR positive, 9(52%)
had positive computed tomography findings for COVID 19. In 5(22%)cases
despite tomography positivity, PCR test were negative. 3 cases (1%) were
hospitalized for COVID 19. 22 (10%) patients were treated with oseltamivir,
chloroquine ve azithromycin, according to the guide of Ministry of Health
Population Directorate. In that period favipravir was not widely used
worldwide, also our country’s guide was not recommending it. The high
risk group of 52 cases (%23) had chloroquine prophylaxis for 3 days. The
general properties of the cases have been shown in Table-1.

Tablel. The general properties of the cases.

Age 38.7:93
Gender

Male n (%) 159 (69)
Female n (%) 71 (31)
Occupation

Physician n (%) 43 (19)
Nurse n (%) 123 (53)
Personnel n (%) 59 (26)
Medical personnel n (%) 3(1)
Security n (%) 1(0)
Technician n (%) 1(0)
Exposure Risk

High n (%) 92 (36)
Medium n (%) 62 (27)
Low n (%) 86 (34)
symptoms

Fever n (%) 20 (9)
(Cough n (%) 76 (33)
Respiratory distress n (%) 24 (10)
Fatigue n (%) 109)
Sore throat n (%) 35 (15)
Myalgia () 5(2)
Headache n (%) 11 (5)
Sputum n (%) 4 2)
Runny nose n (%) 16 (7)
Nausea n (%) 8 (@)
Diarrhea n (%) 9 (4)
|Anosmia n (%) 1(0)
Ageusia n (%) 2(1)
Chest pain n (%) 4(2)
Laboratory

PCR (+) n (%) 17 (7)
Antibody test n (%) 12 (5)
Pulmonary radyogram n (%) 14 (6)
Pulmonary Computed Tomography n(%) 22 (10)
Lymphopenia n (%) 6 (3)
Risk Factors

Renal dysfunction n (%) 0 (%)
Hepatik dysfunction n (%) 12 (5)
Diabetes mellitus n (%) 3(1)
Hypertension n (%) 3(1)
Malignity n (%) o (0)
Rheumatoid arthritis n (%) 1(0)
Chronic obstructive pulmonary disease 100

n (%)

Cardiac disease n (%) 1(0)
Prophylaxis n (%) 52 (23)
Theraphy

(Chloroquine n (%) 3(1)
Klorokin plus oseltamivir plus azithromycin n (%) 22 (10)
Hospitalization n (%) 3(1)

Banu KARACA etal.

Discussion

Healthcare workers play a very important role against COVID 19. They are at
risk for transmission of the disease. In one study; healthcare workers were
shown to have 3 times the risk of a COVID 19 infection when compared to
the general population(2). For this reason many authors recommend
protective equipment use, periodic fever and respiratory symptom
monitorizing, especially in high risk wards such as intensive care unit,
emergency department, infectious diseases units and chest diseases wards.
(3). Also the healthcare workers working in COVID 19 departments should
not be assigned to non COVID 19 departments, in order to prevent
transmission(4). The risks of transmission for healthcare workers include
infected patients, infected air, infected enviroment and also infected
colleagues in resting rooms while talking, eating or drinking. It is
recommended to maintain a 1.5 meter distance while working. The
infection prevention recommendations should be applied in all hospital
cirumstances(5). The risk of public origined infections should not be ignored
because of the pandemic. It is reported that until 7 April 2020 there were
more than 12680 infected healthcare workers and 100 physicians, 26 nurses
died because of the virus in Italy(3). CDC notified 9282 PCR positive
healthcare workers between 12 February-9 April 2020, this was 16% of the
total PCR positive individuals(6).

Long working hours and a high viral load increase the risk for transmission in
healthcare workers(3). The risk of infection their family members or friends
leads to depression and anxiety(7,8). This situation also causes carelessness
in using personal protection equipment, ending with transmission.

There are few study evaluating data of COVID 19 exposed healthcare
workers. In this study we evaluated the data of 231 healthcare workers
admitted to Infectious Diseases outpatient clinic of a tertiary healthcare
center for COVID 19 exposure. The mean age was 38.7+9.3, the number of
females was 159(69%) compatible with other studies in literature. The
female dominacy may be explained with the large number of nurse
population(6,9). When we look at the occupational status of the exposed
groups, the most frequent exposed group was the nurse group 123(53%),
the second one was medical personnel 59 (26%) and the third group was
physicians 43(19%). This is due to close and long time contact during their
working shifts. In literattire Jin et al reported the highest risk group was also
nurse group with 55% in another study the authors claimed that nurses were
2/3 of the total cases(7,10). In this study from 86 persons(34%) the high risk
group PCR positivity was in 14 case (16%). In the medium risk group PCR
positivity was in 2 cases with %2. These results were statistically

significant(p<0.001).
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The comorbid diseases were diabetes mellitus in 3(1%)cases,
cardiovascular disease in 1 case (0.3%), bronchial asthma in 1 case
(0.3%), chronic obstructive pulmonary disease in 1 (0.3%)case and
hypertension in 3 (1%)cases. The low comorbidity rate was due to our
study populations’ young age. Similar to our findings Wei et al. found
comorbidity only in one patient instead of 14 COVID 19 healthcare
worker patients(11). The most symptoms were cough 33%, a sore
throat 15% and respiratory distress 10%.

From the group of 231 exposed healthcare workers , 17 (7%) were
found PCR positive. This is similar to the study of Celebi et al revealing
PCR positivity of 7.1% in 703 healthcare workers.(12). Pulmonary
computed tomography was conducted according to physical
examination and symptoms in 89 cases. 22 had (24%) radiological
findings of COVID 19. The PCR test was negative in 5 cases with positive
radiological findings, because the PCR test has a positivity rate of 40%-
60% totally, the 5 cases were diagnosed as probabale cases according
to our national COVID 19 guide. The 8 cases which were PCR positive
but had no radiological findings were thought be in the early stage of
infection, asypmtomatic or a mild infection. The asymptomatic or mild
infection is also important because of viral shedding, so healthcare
workers should be tested on the 7th day after high risk exposure and
monitorizing fever and other symptoms is recommended(13). In
laboratory findings we obtained hepatic enzyme elevations in 12
cases(%5) and lymphopenia in 6 patients(3%). Hepatic dysfunction may
be due to SARSCoV2 infection itself. Lymphopenia can be seen in all
viral infections and is a negative prognostic factor in COVID 19. But our
study population was in a young age group and comorbidity rate was

low so no mortality or morbidity was obtained.

COVID-19 Hastalari ile Temasi Olan Sadlik Calisanlarinin Dederlendirilmesi

According to our national COVID 19 guide the 22 patients who were
diagnosed as a case or probable case underwent chloroquine,
oseltamivir and azithromycin theraphy. The ECG controls were done on
the first and 3rd days of theraphy. They had no arrhythmia. 3 cases were
hospitalized because of low oxygen saturation levels and serious COVID

19 pneumonia.

Conclusion

The frontline healthcare workers are at risk for COVID 19 physically and
psychologically. The monitorizing symptoms and PCR tests are
recommended in pandemic clinics and intensive care units. Using
preventive equipment and education must be obligatory. Prevention of
gathering together during rest and eating time, prohibition of food
consumption and drinking in resting rooms, providing airflow in resting
rooms could be examples of arrangments to the prevention of
transmission. The supporting departments could be in charge in order to
help healthcare workers working in risky departments for depression and
anxiety. Shortening working hours in order to decrease viral load
exposure, calling 6.th grade medical faculty students and entired
professionals back to work are recommended options. In this study
despite all the precautions in high risk group healthcare workers, high
PCR positivity rate is obtained similar to literature, so education and

other preventive measures are important.
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Tiirkiye’de Anesteziyoloji ve Reanimasyon Uzmanlik Egitimi: Egiticilerin Bakis
Agisi

Anaesthesiology and Reanimation Education in Turkey: Educators’ Views

0Oz

Amag: Calismamizda Anesteziyoloji ve Reanimasyon alaninda gorev alan egiticilerin
bakis agisi ile kurumlarindaki uzmanlik egitimi programlarinin ve egitim
uygulamalarinin degerlendirilmesi amaglanmistir.

Gere¢ ve Yontem: Calismamiz Turkiye'deki Egitim ve Arastirma Hastaneleri ve
Universite Hastanelerinde, Anesteziyoloji ve Reanimasyon alaninda gérev yapan egitici
niteligine sahip katihmcilara web bazh anketin; bilgisayar ortaminda e-mail ile
gonderilmesi ile gergeklestirildi. Anket formu; demografik o6zellikleri, kurumlari ve
egitim ile ilgili bilgi ve uygulamalari sorgulayan 83 sorudan olugsmaktaydi.

Bulgular: Calismamiza %23.5’i Saghk Bakanligl Egitim Arastirma, %68.6'si Universite,
%7.8’i de afiliye hastanelerinde olmak Ulzere toplam 51 egitici katildi. Egiticilerin
%35.3'0 profesor, % 31,4’U dogent, %25.5'i doktor 6gretim Uyesi, %5.9'u 6gretim
gorevlisi, %2’si ise basasistandi. Katilimcilarin %64.7’si gbrev yaptiklari egitim
kurumlarinda bir Cekirdek Egitim Mufredati bulundugunu, %31,4’0 mifredat
bulunmadigini, %3,9’u ise bilgisi olmadigini belirtti. Kurumunuzda TUO’ leri en fazla
bilgiyi kimden 6grenmektedir sorusuna katiimcilarin %78,4’i kidemli TUQ’ ler, %76,5'i
ise egiticiler olarak cevap verdi. Egiticilerin %49’u kurumlarinda 6n planda egitim ve
hizmetin verildigini belirtti. Egiticilerin %60.8’inin Anesteziyoloji ve Reanimasyon
TUKMOS komisyonu hakkinda bilgisi bulunmakta oldugunu ve %54.9’'u TUKMOS
Anesteziyoloji ve Reanimasyon v.2.1 cekirdek egitim mifredat ve standartlarini
bildigini ifade etmistir. Bununla birlikte rastgele secilen 6rnek yeterliliklerin bilinme
oranlari %8 ile %78 arasinda degismekte olup, ortalama %40,7 olarak hesaplanmistir.
Egiticilerin  %64’U  kliniklerinde egitimlerinin  TUKMOS mdfredatinin  tamamini
karsilamadigini  belirtmistir. Bunun nedeni olarak katihmcilar en ¢ok siklikta
kurumlarinda cerrahi branslarda eksiklerin olmasi, is yogunlugu, donanim, egitim arag
mekan eksikliklerini belirtmistir.

Sonug: Egiticiler arasinda TUKMOS ve c¢ekirdek egitim mufredati hakkindaki farkindalik
ve bilgi yeterli diizeyde degildir ve egiticilerin yarisindan fazlasi kurumlarinda TUKMOS
mufredatinin  tamaminin  karsilanmadigini  distinmektedir. Bunun nedeni olarak
kurumlarda cerrahi branglarda eksiklerin olmasi, is yogunlugu, donanim, egitim arag
mekan eksiklikleri belirtilmektedir.

Anahtar Kelimeler: Anestezi, anesteziyolog, egitim, egitici

Abstract

Objective: In our study, it was aimed to evaluate the specialty training programs and
educational practices in their institutions with the perspective of educators working in
the field of Anaesthesiology and Reanimation.

Material and Method: A web-based survey was sent by email to educators in
Anesthesiology and Reanimation at Education and Research hospitals in Turkey. The
survey form comprised 83 questions about demographic characteristics, institution

and training characteristics, and information and practices regarding education.
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Tiirkiye de Anesteziyoloji ve Reanimasyon Uzmanlik Egitimi: Editicilerin Bakis
Acisi

Results: A total of 51 educators participated in our study, 23.5% of
them from Ministry of Health Education Research, 68.6% from
university and 7.8% from affiliate hospitals. 35.3% of the educators
were professors, 31.4% were associate professors, 25.5% were doctor
lecturers, 5.9% were lecturers, and 2% were specialist. 64.7% of the
participants stated that there is a Core Education Curriculum in the
educational institutions they work in, 31.4% did not have the
curriculum and 3.9% did not have any knowledge. To the question of
who gets the most information about the residens(TUO) in your
institution, 78.4% of the participants answered as senior TUOs and
76.5% as educators. 49% of the educators stated that education and
service are given in the foreground in their institutions. 60.8% of the
educators stated that they had information about the Anesthesiology
and Reanimation TUKMOS commission and 54.9% of them knew the
core training curriculum and standards of TUKMOS Anesthesiology
and Reanimation v.2.1. However, the rate of knowledge of randomly
selected sample qualifications ranges from 8% to 78%, and the
average was calculated as 40.7%. 64% of the educators stated that
their Clinical training did not meet the entire TUKMOS curriculum. The
reason for this is that the participants mostly stated that there are
deficiencies in surgical branches in their institutions, workload,
equipment, training tools and space deficiences.

Conclusion: The awareness and knowledge of TUKMOS and its core
curriculum among the educators is not sufficient and more than half
of the trainers think that the TUKMOS curriculum is not fully met in
their institutions. The reason for this is stated that there are
deficiencies in surgical branches in institutions, workload, equipment,

training tools and space deficiencies.

Keywords: Anaestheisa, anesthesiologists, educators, education

Girig

Tip alaninda olusturulan uzmanlik egitimi programlari, Tipta Uzmanlik
Ogrencilerinin  (TUO) mesleki ve kisisel agidan gelisimlerinin
saglanmasi ile hastalarin giivenli ve uygun saglik hizmeti almalari igin;
TUO'ne, egiticilerin rehberlik ve gdzetiminde sunulan, organize egitim
programlaridir (1, 2). Uzmanlik egitimi programlari boyunca, TUO'ne
egitmenleri araciligiyla alanindaki klinik ve temel teorik ve pratik tibbi
egitim verilmesinin yaninda etkin tibbi hizmeti sunacaklari yetkinlikleri
edinmeleri hedeflenmektedir. Egitim programlari TUQ'lerinin dogru
tutum ve davranislari, alanlari ile ilgili temel arastirma becerileri ve
idari, yonetsel becerileri kazanmalari da hedef edinmistir (1, 2). Son
yillarda egitimde gelistirme ve iyilestirme ¢abalari Diinya’da oldugu

gibi Ulkemizde de giderek ilerleyen bir ivme kazanmistir (3).

Anaesthesiology and Reanimation Education in Turkey: Educators’ Views

Gegmis ¢alismalarda pek gok anabilim dalinda egitim alan TUO’nin bakis agisi
ile ilgili uzmanlik egitimlerinin degerlendirildigi bilimsel ¢alismalar mevcuttur
(2-6). Onat L ve ark (1) Anesteziyoloji ve Reanimasyon Anabilim Dali
alaninda egitim alan TUQlerinin bakis agisiyla, egitim veren kurumlardaki
durumu, aldiklari egitimi, ¢alisma ortami ile ilgili verileri degerlendiren bir
¢alisma yapmiglardir. Bununla birlikte yaptigimiz literatiir analizinde,
Ulkemizdeki tipta uzmanlik egitimini, egitim surecinin diger bir paydasi olan
egiticilerin goziinden degerlendiren galisma bulunmamaktadir.

Bu g¢alismanin amaci Ulkemizde Anestezi ve Reanimasyon uzmanhk
egitiminde gorev alan egiticilerin kurumlarindaki uzmanlik egitimi programi
ve uygulamalari, TUO calisma kosullari ve nébet sistemlerinin belirlenmesi
ile uzmanhk egitiminin mevcut durumunun egiticilerin bakis agisi ile

saptanmasidir.

Gereg Ve Yontem

Bu calisma kesitsel bir anket ¢alismasidir. Dokuz Eyliil Universitesi Girisimsel
Olmayan Etik Kurul (Karar no:2017/22-18, Tarih:14.09.2017), onayi
alindiktan sonra yapilmistir. Turkiye’deki Egitim ve Arastirma Hastaneleri ve
Universite Hastanelerinde, Anesteziyoloji ve Reanimasyon alaninda gérev
alan egiticilere 83 soru igeren web bazl anket formu bilgisayar ortaminda e-
mail ile gonderilerek gergeklestirildi. Egiticilerin e-mail adresleri kurumlar
aracihgl ile elde edildi. Ankete katilmak zorunlu degildi, anket formu
egiticilere 15.09.2017 tarihinden itibaren haftalik olarak 15.10.2017 tarihine
dek 4 defa yollandi. Bir ay igerisinde anketi doldurmamis egiticiler ankete
katilmayi kabul etmemis olarak degerlendirildi.

Anket formu; demografik ozellikler, kurum ozellikleri, egitimle ve
uygulamalarla ilgili  bilgiler, TUO sartlarinin  egiticiler gdziinden
degerlendirilmesi, egiticilerin gekirdek egitim programina yaklagimlari ve bu
konudaki genel bilgileri gibi konulara deginen 83 sorudan olusan anket
seklinde diizenlenmistir.

Ulkemizde Tiirk Anesteziyoloji ve Reanimasyon Derneginin yayinladigi Egitim
kurumlari rehberine gore saglk bakanligi ve liniversite hastanelerinde egitici

olarak gorev yapan toplam 706 kisinin timine e-mail ile anket yollandi.

istatistiksel Analiz

Ankette yoneltilen sorulara verilen yanitlardan elde edilen veriler Windows
icin Statistical Package for the Social Sciences (SPSS Inc, Chicago, IL, USA)
15.0 versiyon paket programi kullanilarak analiz edildi. Ortalama belirten
veriler mean t standart sapma olarak, siklik belirten veriler sayi(n) ve

yuzde(%) olarak belirtildi.
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Bulgular

Calismamiza Anesteziyoloji ve Reanimasyon alaninda egitici olarak gérev
yapan ve Turk Anesteziyoloji ve Reanimasyon Derneginin yayinladig Egitim
kurumlari rehberine yer alan anketin gonderildigi 706 egiticinin 51
(%7.22)’iyanitlari ile katild.

CGalismamiza katilan 51 egiticinin %23.5’i Saglik Bakanligi Egitim Arastirma,
%68.6'sI Universite, %7.8'i de afiliye hastanelerinde gorev yapmaktaydi.
Egiticilerin %35.3’0 profesor, % 31,4’U dogent, %25.5’i doktor 6gretim
Uyesi, %5.9’u Ogretim gorevlisi, %2’si ise basasistandi. Katilimcilarin
%54.9’unun erkek, %45.1’inin kadin oldugu belirlendi.

Anketimize katilan egiticilerin ¢alistiklari merkezlerdeki ameliyathane
salonu-galisma noktasi sayisinin ortalama 23,13+1,31 oldugu, ortalama
TUO sayisinin 18,05+1,37 oldugu, islerin aksamadan yiritilebilmesi igin
katiimcilara gére ortalama 30,84+2,42 TUO olmasi gerektigi belirlendi.
Egiticilere gére kurumlarda TUO’lerinin haftalik ¢alisma saati 72,05+2,35
saat olarak bulundu. Calismamiza katilan egiticilerin sadece %3.9'u,
bélimlerinde TUQ'lerinin nébet sonrasi izin kullanabildigini belirtmistir.
Bunula birlikte %72.5’i TUQ’lerinin ndbet sonrasi izin kullanmasi gerektigini
desteklerken, %21.6’si nobet sonrasi izin kullanilmasina karsi oldugunu
bildirmistir. Egiticilerin %66.7’si kliniklerinde TUQ’lerini temsil eden bir
TUO temsilcisi oldugunu belirtmistir.

Calismamiza katilan egiticilerin %64.7’si gorev yaptiklari egitim kurumlarda
yapilandirilmis bir “Tipta Uzmanhk Ogrencisi Egitimi Programi” ya da
“Cekirdek Egitim Mdufredati” bulundugunu, %31,4’G boyle bir mufredat
bulunmadigini, %3,9’u ise bu konuda bir bilgisi olmadigini belirtti.
Egiticilerin  %60.8’inin Anesteziyoloji ve Reanimasyon Tipta Uzmanlhk
Kurulu Mufredat Olusturma ve Standart Belirleme Sistemi (TUKMOS)
komisyonu hakkinda bilgisi bulunmakta oldugunu ve %54.9’u TUKMOS
Anesteziyoloji ve Reanimasyon cgekirdek egitim mufredat ve standartlarini
bildigini ifade etmistir. Bununla birlikte rastgele segilen drnek yeterliliklerin
bilinme oranlari %7.84 ile %78.43 arasinda degismekte olup, ortalama
%40,78 olarak hesaplanmistir (Tablo 1). Calismamiza katilan egiticilere,
“TUK tarafindan kabul edilen TUKMOS Anesteziyoloji ve Reanimasyon v.2.1
cekirdek egitim mufredat ve standartlari hakkindaki dusinceleriniz
nelerdir?” sorusu yoneltildiginde, egiticilerin %42’si “Yeterli / Olumlu /
Uygun” %32’si “Fikrim yok / Bilgim yok / Gorls bildirmeyen”, %16’s1 “Eksik
/ VYetersiz / Gelistirilmeli”, %8’i “Pratikte uygulanmasi zor / Pratik
uygulamayi kosullar belirliyor”, %4’G “Fazla ayrintil”, %2’si “Zorunlu

yapilmali” ve yine %2’si “TARD goriisi temel alinmali” yanitini vermistir.

Volkan HANCI et al.

Tablo 1. Calismamiza katilan egiticilerin Anesteziyoloji ve Reanimasyon
TUKMOS yetkinliklerini bilme oranlari (n, %)

[ [
_ Klinik Yetkinlik 25 (%49.01)
_ Klinik Yetkinlik 27 (%52.94)
_ Klinik Yetkinlik 39 (%76.47)
_ Klinik Yetkinlik 39 (%76.47)
_ Klinik Yetkinlik 40 (%78.43)
_ Girisimsel Yetkinlik 17 (%33.33)
_ Girigimsel Yetkinlik 29 (%56.86)
_ Girisimsel Yetkinlik 24 (%47.05)
_ Girigimsel Yetkinlik 20 (%39.21)
_ Girigimsel Yetkinlik 26 (%50.98)

Egiticilere kliniklerinde verilen egitimin, TUK tarafindan kabul edilen
TUKMOS Anesteziyoloji ve Reanimasyon ¢ekirdek egitim mufredat ve
standartlarini ne dlglide kapsamadigl sorusu yoneltildiginde, %25,5'i
kliniklerinde mufredatin Uzerinde yetkinligin aktarildigini belirtirken,
%39.2'si, mufredattaki yetkinliklerin timundn kliniklerindeki egitim
mufredatinda yer aldigini, %35.5'i ise miufredattaki yetkinliklerden
daha azinin  Kkliniklerindeki egitim mufredatinda yer aldigini
bildirmektedir. Bununla birlikte diger soruda egiticilere “Sizce
kliniginizde verilen egitim TUK tarafindan kabul edilen TUKMOS
Anesteziyoloji ve Reanimasyon v.2.1 gekirdek egitim mifredat ve
standartlarinin  yizde kagini karsilamaktadir” sorusu iletildiginde,
egiticilerin %64°U kliniklerinde verilen egitimin, TUK tarafindan kabul
edilen TUKMOS Anesteziyoloji ve Reanimasyon cekirdek egitim
mufredat ve standartlarinin tamamini karsilayamadigini belirtmigledir.
Bu egiticilerin verdikleri oranlar %25 ile %95 arasinda degismekte olup,
ortalama %752%2 olarak belirlenmistir. Egiticilere “Sizce kliniginizde
verilen egitim TUK tarafindan kabul edilen TUKMOS Anesteziyoloji ve
Reanimasyon v.2.1 gekirdek egitim mifredat ve standartlarini tam
karsilamiyorsa  bunun  nedenleri ne/neler olabilir?”  sorusu
yoneltildiginde egiticilerin %40'1 eksik cerrahi branglarin olmasi, %30’u
egitici ve TUQ'lerinin is yogunlugu, %26’si donanim, egitim araglari,
mekan eksiklikleri, %15’i i¢ rotasyon (yogun bakim - algoloji)
eksiklikleri, %10’u egitici eksikligi, %8'i ydnetim / organizasyon eksikligi,
%8'i egitici isteksizligi / acemiligi, %4’i TUO eksikligi, %4’( farkindalik
eksikligi, %2’si, ise dig denetim / akreditasyon olmamasi yanitini

vermistir.
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Kurumunuzda TU®’leri en fazla bilgiyi kimden égrenmektedir sorusuna
katiimcilarin %78,4’i kidemli TUO’ler, %76,5’i egiticiler, %51’i klasik
kitaplar, %17.6’sI ise anestezi teknikeri, teknisyeni olarak cevap verdi.
Egiticilerin %49’u kurumlarinda 6n planda egitim ve hizmetin, %43.1’i
egitim, arastirma ve hizmetin, %5.9'u sadece hizmetin, %2’si arastirma
ve hizmetin verildigini belirtti. Egiticilerin %86.3’U egitim siresi olarak 5
yihin vyeterli bir stre oldugunu belirtirken, %11.8'i uzun bir slre
oldugunu, %2’si ise kisa bir suire oldugunu belirtmektedir.

Calisgmamiza katilan egiticiler kurumlarinda Anesteziyoloji ve
Reanimasyon TUKMOS kurulunun onerdigi i¢ rotasyonlarin bulunma
oranlarini %100 ile %32 arasinda olarak belirtmistir (Tablo 2). i¢
rotasyonlar arasinda bulunan ayni zamanda yan dal da olan yogun
bakim alaninda %72.5 oraninda yan dali olan egiticinin bulundugu ve
%82.4 oraninda egitimin sure olarak yeterli oldugu bildirilirken, algoloji
alaninda ise %60.8 oraninda yan dali olan egiticinin bulundugu,
bununla beraber egitimin sure olarak ancak %23.5 oraninda yeterli
oldugu bildirilmektedir. Katilimcilarin  tamami kurumlarinda USG
oldugunu, %82.4’G ise USG egitimi verildigini bildirmektedir.
Katihmcilarin %80.4’G TUQ'lerinin eksik i¢ rotasyonlari icin baska bir
merkezde gorevlendirilmedigini, %17.6’s1 ise eksik i¢ rotasyonlarin
baska merkezlerde tamamlanabildigini belirtmektedir. Dis rotasyonlar
ile iligkili olarak, egiticilerin %66.7’si kardiyoloji, %60.8'i gogis
hastaliklari rotasyonlarinin kurumlarinda aktif sekilde vyapildigini
belirtirken, TUO’lerinin dis rotasyonlarda aldiklari egitimler egiticiler
tarafindan %41.2 oraninda orta, %21.6 oraninda iyi, %15.7 oraninda
¢ok kotl, %11.8 oraninda koti olarak degerlendirilmektedir.

Tablo 2. Calismamiza katilan egiticilerin kurumlarin i¢ rotasyonlarin

bulunma oranlari (n, %)

30 (%58.8)
47 (%92.2)
47 (%92.2)
48 (%694.1)
43 (%84.3)
51 (%100)
42 (%82.4)
47 (%92.2)
50 (%98)

47 (%92.2)
50 (%98)

51 (%100)
46 (%690.2)
50 (%98)

47 (%92.2)
26 (%51)

30 (%58.8)

17 (%33.3)

Anaesthesiology and Reanimation Education in Turkey: Educators’ Views

Calismamizda katihmcilarin kurumlarinda seminerlerin diizenli sekilde
uygulandigl, makale saati ve olgu sunumu toplantilarinin ise kismen
uygulandigi tespit edildi (Tablo 3). Katihmc egiticilerin %88.2’si
kurumlarinda diizenli olarak TUQ teorik yazili sinavinin yapildigini
bildirmislerdir. Ancak tiim katiimcilar sinavin TUO kidemine etkisi
olmadigini  belirtmektedir. Egiticilerin  %47.1’i  kurumlarinda elle
doldurulan, %25.5'i elektronik ortamda doldurulan TUO karnesi
oldugunu belirtirken %27.5 oraninda katiimci kurumlarinda TUO karnesi

olmadigini belirtmistir.

Tablo 3. Calismamiza katilan egiticilerin kurumlarda egitim etkinliklerinin
duzenli yapilma oranlari (n, %) ve donanim bulunma oranlari (n, %)

32 (%62.7)
49 (%96.1)
25 (%49)

10 (%19.6)
22 (%43.1)
13 (%23.5)
6 (%11.8)

41 (%80.4)
24 (%47.1)
48 (%94.1)
42 (%82.4)
29 (%56.9)
13 (%25.5)
48 (%94.1)

7 (%13.7)

Anketimize katilan egiticilerin kendi bakis acilariyla TUO’lerinin egitim
sureglerini degerlendirmeleri istendiginde; katilimcilarimizin gok 6nemli
bir kismi egitim sireglerini stresli ve yorucu olarak degerlendirmistir.
Calismamiza katilan egiticilerin bu soruya en ¢ok verdikleri Gglinct yanit

“u s

ise egitim sureglerinin “egitici” oldugu olarak belirlendi. Egiticilere
“Egitim verdiginiz kurumda kisi yada kisilerin egitim verme yeterliligini
ortalama olarak nasil degerlendirirsiniz sorusu” yoneltildiginde,
egiticilerin %47.1’i iyi, %25.5"i yeterli, %13.7’si kismen yeterli, %9.8’i cok
iyi, %3.9’u ise yetersiz yanitini verirken, Egiticiler “Egitim verdiginiz
kurumda egitim alan Tipta Uzmanhk Ogrencilerinin, egitim alma
isteklerini ortalama olarak nasil degerlendirirsiniz?” sorusuna ise
egiticilerin %35.3'U iyi, %35.3'U kismen yeterli %17.6’si yeterli, , %9.8’i

cok iyi, %s’si ise yetersiz yanitini verdi (Tablo 4).
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Tablo 4. Egiticilerin TUO egitim siireclerini kendi perspektiflerinden
degerlendirilmesi

48 (%94.1)
47 (%92.2)
38 (%74.5)
34 (%66.7)
27 (%52.9)
5 (%9.8)
0 (%0)
1(%29
2 (%3.9)

—
Q
3
o
“
3
Q

Anket calismamizda tlkemizde Anestezi ve Reanimasyon uzmanlik egitimi
veren kurumlarda verilen egitim ve TUKMOS hakkinda egiticiler tarafindan
doldurulan anketimiz incelenmis ve degerlendirilmistir. Calismamiza
Anesteziyoloji ve Reanimasyon alaninda egitici olarak gérev yapan ve Tirk
Anesteziyoloji ve Reanimasyon Derneginin yayinladigi Egitim kurumlari
rehberine yer alan ve anketin gonderildigi 706 egiticinin 51 (%7.22)’i
yanitlari ile katildi.

Gegmis calismalarda pek ¢ok anabilim dalinda egitim alan TUO'nin, egitime
bakisinin degerlendirildigi bilimsel galismalar mevcuttur (1-6). Yaptigimiz
bir ¢alismada, Onat L ve ark (1) Anesteziyoloji ve Reanimasyon alaninda
egitim alan TUQ’leri bakis agisiyla (lkemizdeki Anesteziyoloji ve
Reanimasyon egitimini degerlendirmistir. Bununla birlikte yaptigimiz
literatlir analizinde, Glkemizdeki tipta uzmanlik egitimini ve TUKMOS'u
egitim surecinin diger bir paydasi olan egiticilerin goéziinden degerlendiren
¢alisma bulunmamaktadir. Yurt diginda da, Anesteziyoloji ve Reanimasyon
egitiminin egiticiler tarafindan bir biitiin olarak degerlendirildigi tek
¢alisma bulunmaktadir (7).

Anketimize katilan egiticiler kurumlarda TUQ'lerinin haftalik calisma saati
72,05+2,35 saat olarak bildirmislerdir. Onat ve ark (1) yaptiklar
calismalarina katilan TUQ ise haftada ortalama 91,69+36,69 saat calistigl
belirtmislerdir. 2010 yilinda genel cerrahi TUO'leri arasinda yapilan bir
calismada (2), TUQ'lerinin ndbetler dahil haftalik ortanca calisma siiresi
100 saat olarak saptanmistir. Gégis ve Kalp damar cerrahisi TUQleri
arasinda Citak ve ark. (5) yaptigi galismada benzer sekilde haftalik ¢alisma
saatinin siklikla 90 saat ve Uzerinde oldugu izlenmistir. Bu agidan
bakildiginda, egitim gorevlilerinin, TUQ’lerinin ¢alisma saatleri konusunda
farkindaliklarinin disiik oldugu dusintlmstar.

Calismamiza katilan egiticilerin sadece %3.9'u, bélimlerinde TUQ'lerinin
nobet sonrasi izin kullanabildigini belirtmistir. Onat ve ark (1)
Anesteziyoloji TUO ile yaptiklari c¢alismada da bu oran %3,7 olarak
belirlenmistir. Cicek ve Terzi'nin (4) g¢alismasinda nébet sonrasi izin

kullanim orani yalnizca %7.4'tu.

Volkan HANCI et al.

Onat ve ark (1) calismasinda Anesteziyoloji ve Reanimasyon TUQlerinin
tamami nobet sonrasi izin kullaniimasini desteklerken, yaptigimiz bu
¢alismada Anesteziyoloji ve Reanimasyon alanindaki egiticilerin %72.5'i
TUQ'lerinin ndbet sonrasi izin kullanmasi gerektigini desteklerken,
%21.6’s1 ndbet sonrasi izin kullanilmasina karsi oldugunu bildirmistir.
Egiticilerin %33.3’G  kliniklerinde TUQ’lerini temsil eden bir TUO
temsilcisi olmadigini belirtmistir. Onat ve ark (1) calismasinda da bu
oran %36.3'dur. Cicek ve Terzi’'nin (4) calismasinda katiimcilarin
%20.6's1 kurumunda TUO temsilcisi olmadig yanitini vermistir. Bizim
calismamizda elde edilen veriler TUO temsilcisi bulunma oraninda bir
dusus yasandigini disundurebilir.

Calismamiza katilan egiticilerin - %31,4’4  gorev vyaptiklar egitim
kurumlarda yapilandirilmis bir “Tipta Uzmanlik Ogrencisi Egitimi
Programi” ya da “Cekirdek Egitim Programi (CEP)” bulunmadigini
belirtmistir. Onat ve ark (1) calismasinda Anesteziyoloji TUO arasinda
bu oran %52,6 olarak belirlenmistir. Bu konuda 6zellikle kidem olarak
daha diisiik TUO arasinda farkindaligin disiik olmasi, her iki grup
arasindaki farkin nedeni olabilir. Bir diger bakis agisiyla ise, bir CEP
olmasina ragmen, egitim faaliyetlerinin TUQ’lerine yansimamasi da bu
farkin nedeni olarak karsimiza gikabilir.

Calismamizda egitim gorevlilerine TUO'lerinin bilgiye erisim yollari
soruldugunda, katiimcilarin %78,4’i kidemli TUO'ler, %76,5'i egiticiler,
%51'i klasik kitaplar olarak yanit verirken, Onat ve ark (1) ¢alismasinda
ayni soruya TUO'nin %79,3'i kidemli TUO, %39.3'U klasik kitaplar,
ancak %24.1'i egiticiler cevabini vermistir. Katiimcilarin alanlarindaki
bilgileri siklikla kidemli TU®’den edinmeleri sonucu tip egitimindeki
usta-girak iliskisi yerini akran egitimine ve cirak-girak iliskisine
birakmaktadir (1). Bu durum artan hizmet vyikiu ile beraber
egitmenlerin TUO’leri agisindan giderek daha az ulasilir olmasina
baglanmistir (1). Calismamizda da egiticilerin de en ¢ok kidemli TUO
yanitini vermesi, Onat ve ark (1) bulgularini destekler niteliktedir.
Kurumunuzun 6n planda verdigi hizmeti nasil tanimlarsiniz sorusuna
egiticilerin %49’u egitim ve hizmet, %43.1’i egitim, arastirma ve hizmet,
%5.9’u sadece hizmet, %2’si arastirma ve hizmet yanitini verirken Onat
ve ark (1) calismasinda Anesteziyoloji TUO’lerinin %57’si kurumunun
verdigi hizmeti “sadece hizmet” olarak belirtti. Cigek ve Terzi'nin (4)
calismasina gére TUO hekimlerin %59.5'i egitim kurumlarinda sadece
hizmete O6nem verildigini belirtirken, egitime daha fazla ©6nem
verildigini belirtenlerin orani %2.5’de kalmistir. G6glis Kalp Damar
cerrahlar arasinda yapilan bir galismada (5) katiimcilarin %64.2’si
sadece hizmet gorevi yuruttiklerini belirtirmistir. Bu agidan farkl
yillarda ve farkli TUO topluluklarina yapilan calismalarda benzer
sonuglarin TUQ'lerinin

gtkmasina ragmen, egitici ve

degerlendirmelerinin farkhlig dikkat gekicidir.
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Daha énce yapilan bir ¢alismada (6) TUO egitiminin teorik bilgilerle
desteklenmesi, teorik ders, olgu sunumlari, seminerler, makale saati,
mortalite/morbidite saatinin egitimin destekleyici bilesenler oldugu
belirtilmistir. Caismamizda da egitimciler kurumlarinda yiiksek oranda
bilimsel sunumlarin yapildigini bildirmislerdir. Onat ve ark. (1) da
TUQ'lerinin - %87,4’tinin  bulundugu kurumlarda bilimsel sunum
yapildigi bildirilmistir. Calismamizda da, Onat ve ark (1) ¢alismasina
benzer sekilde katihmcilarin kurumlarinda seminerlerin dizenli sekilde
uygulandigl, makale saati ve olgu sunumu toplantilarininsa kismen
uygulandigi belirlendi.

Calismamizda egiticilerin bakis acgisiyla TUO'lerinin egitim siiregleri
stresli ve yorucu olarak degerlendirirken, Onat ve ark (1) calismasinda
da TUO’lerinin neredeyse hepsi egitim siireclerinin yorucu ve stresli

uy

oldugunu belirtti. Egiticilerin en ¢ok verdigi Uglincl yanit “egitici” iken,
TU®’lerinin bu soruyu dgiinci siklikla %41 gibi biyiik bir oranda onur
kirici olarak yanitladigi belirtilmektedir(1). Citak ve ark. (5) TUO ile
yaptiklari  galismalarinda katiimcilarinin = %69.3’Unin i yerinde
mobbinge ugradigini tespit etmislerdir. Yaptiklari calismada TUQlerinin
%37.8'i egitimlerini onur kirici olarak tanimlamislardir. Cerrahi
branglarda kidem anlayigi ve ast-st iliskileri igin yeni diizenlemeler
yapilmasi gerektigini belirtmislerdir (5). Aykut ve ark. (8) Turkiye’deki
Anesteziyoloji ve Reanimasyon kliniklerinde egitim alan TU®’lerinin
mobbing maruziyetini degerlendirmek icin yaptiklari galismada 101
katihmcinin %69,3G uzmanlik egitimi stiresince en az bir kez mobbinge
maruz kaldigini belirtmistir.

Calismamizda egiticiler, egiticileri %9.8 ok iyi, %47.1 iyi, %25.5 yeterli,
%13.7 kismen yeterli, %3.9 ise yetersiz bulurken, ayini konuda Onat ve
ark (1). Calismasinda TUO'leri egiticileri %2.2 cok iyi, %16.7 iyi, %25.9
yeterli, %37 kismen yeterli, %18.1 ise yetersiz buldugunu belirtmistir.
Calismamizda egiticilerin TUKMOS hakkindaki goérius ve bilgileri de
degerlendirilmistir. Calismamiz bu agidan Ulkemizdeki ilk ve tek
¢alismadir. Galismamiza katilan egiticilerin %60.8’inin Anesteziyoloji ve
Reanimasyon TUKMOS komisyonu hakkinda ve %54.9'u TUKMOS
cekirdek egitim mdufredat ve standartlarini bildigini ifade etmistir.
Bununla birlikte rastgele segilen 6rnek yeterliliklerin bilinme oranlar
%7.84 ile %78.43 arasinda degismekte olup, ortalama %40,78 olarak
hesaplanmistir. Calismamiza katilan egiticilere, “TUK tarafindan kabul
edilen TUKMOS Anesteziyoloji ve Reanimasyon v.2.1 gekirdek egitim
mifredat ve standartlari hakkindaki dislinceleriniz nelerdir?” sorusu
yoneltildiginde, TUKMOS ulkemizde saglik bakanlig tarafindan
olusturulan zorunlu mufredatlari kapsamasina ragmen egiticilerin
%32’sinin “Fikrim yok / Bilgim yok / Goéris bildirmeyen”, %2’sinin
“Zorunlu yapilmall” ve yine %2’sinin “TARD gorisu temel alinmali”
yanitini vermesi, egiticilerin TUKMOS ve ilgili mufredat ve mufredat
hedefleri konusunda bilgilendirilmesi ve bir farkindalik olusturulmasi

gerektigini kuvvetle dustindiirmektedir.

Anaesthesiology and Reanimation Education in Turkey: Educators’ Views

Egiticilere yoneltilen “Sizce kliniginizde verilen egitim TUK tarafindan
kabul edilen TUKMOS Anesteziyoloji ve Reanimasyon v.2.1 gekirdek
egitim mufredat ve standartlarinin ylzde kagini karsilamaktadir” sorusu
iletildiginde, egiticilerin  %64’U  kliniklerinde verilen egitimin, TUK
tarafindan kabul edilen TUKMOS Anesteziyoloji ve Reanimasyon g¢ekirdek
egitim mufredat ve standartlarinin  tamamini  karsilayamadigini
belirtmeleri, egiticilerin verdikleri oranlarin %25 ile %95 arasinda
degismesi ve ortalama %75+%2 olarak belirlenmesi, bu konuda
kurumlarin hem i¢c hem de dis denetimlerinin yapilmasi gerektigi
konusunu dusindirmektedir. Ayrica, kurumlarda olan eksik mufredat
hedefleri igin kurum disi rotasyonlar da mutlaka uygulamaya
gegirilmelidir.

Egiticilere “Sizce kliniginizde verilen egitim TUK tarafindan kabul edilen
TUKMOS Anesteziyoloji ve Reanimasyon v.2.1 gekirdek egitim mifredat
ve standartlarini tam karsilamiyorsa bunun nedenleri ne/neler olabilir?”
sorusu yoneltildiginde egiticilerin %40"1 eksik cerrahi branslarin olmasi,
%30'u egitici ve TUO'lerinin is yogunlugu, %26’si donanim, egitim
araclari, mekan eksiklikleri, %15’i i¢ rotasyon (yogun bakim — algoloji)
eksiklikleri, %10’u egitici eksikligi, %8’i yonetim / organizasyon eksikligi,
%8'i egitici isteksizligi / acemiligi, %4’t TUO eksikligi, %4't farkindalik
eksikligi, %2’si, ise dis denetim / akreditasyon olmamasi yanitini
vermistir. Gergekten de hem g¢alisgmamiz hem de Onat ve ark (1).
calismasi birlikte degerlendirildiginde, egitici ve TUQ’lerinin is yiki
yogunlugu, eksik i¢ rotasyonlar, TUO eksikligi oldukca dikkati
¢ekmektedir. Egitim kurumu olarak yetkilendirilmis kurumlarda eksik ya
da egitim vermeyen cerrahi branslarin varligi da énemli bir sorundur ve
Saghk Bakanhgl TUK sayfasindan giincel olarak ulasilan yetkilendirilmis
uzmanlk egitim programlari (YUEP) listede bu tip kurumlarin sayilarinin
arttigi gorulebilmektedir (9).

Sonug olarak; ¢alismamiza katilan egitimcilerin TUKMOS ve gekirdek
egitim mifredati konusunda farkindaliklarinin ve bilgilerinin eksik
oldugu, egiticilerin kurumlarinin énemli bir kisminda TUKMOS egitim
mifredat hedeflerinin tamaminin  karsilanmadigl, bazi i¢ ve dig
rotasyonlarin yetersiz oldugu ve egitim hedefine ulagilamadig, 6zellikle
algoloji egitiminin yetersiz olarak degerlendirildigi, bazi kurumlarda bazi
i¢ rotasyonlarin uygulanma oraninin disik oldugu belirlenmistir. Bunun
nedeni olarak egiticiler tarafindan, kurumlarinda cerrahi branslarda
eksiklerin olmasi, is yogunlugu, donanim, egitim arag mekan eksiklikleri
belirtilmektedir. Calismamizda egiticilerin de TUO’lerinin  egitim
sureglerini genel olarak yorucu ve stresli olarak nitelendirdigi

belirlenmistir.
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Evaluation of Inflammation With Plateletcrit, RDW, Sedimentation and CRP

in Patients With Restless Legs Syndrome

Huzursuz Bacak Sendrom Hastalarinda inflamasyonun Plateletkrit, RDW,
Sedimantasyon ve CRP ile Degerlendirilmesi

Abstract
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Introduction: While restless legs syndrome (RLS) pathophysiology is unclear, it is
understood that inflammatory processes play a role. In this research, the role of red
cell distribution width (RDW), plateletcrit, erythrocyte sedimentation rate (ESR), C-
reactive protein (CRP) as an inflammatory biomarker in the RLS was investigated.
Methods: One hundred and eight patients diagnosed with RLS and one hundred and
six healthy control group with similar demographic characteristics were included in
this study. Total blood count (RDW, WBC, platelet, neutrophil, lymphocyte,
plateletcrit, neutrophil lymphocyte ratio (NLR)), CRP, ESR, glucose, creatinine,
ferritin, and vitamin B12 were compared in both groups. Demographic and
laboratory values were recorded in SPSS.
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P gy y Results: RDW, plateletcrit, platelet and ESR results were statistically higher in the RLS
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v & group compared to the control group. Neutrophil, CRP and NLR were higher in the
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RLS group without significance. There was positive correlations between RDW and

Diseases, Istanbul, Turkey. RLS group, CRP, ESR, platelet and NLR. In multivariate analysis, RDW was found as a
significant independent predictor of RLS after adjusting for other risk factors
(p=0.027). In a receiver operating characteristic curve analysis, an RDW value of
13.55% was identified as an effective cut-off RLS (area under curve=0.597, 95%
Cl=0.518-0.675, p=0.014). An RDW value of more than 13.55 % yielded a sensitivity
of 60.2% and a specificity of 60.4%.

Conclusion: Our study first investigated RDW and plateletcrit as an inflammatory
biomarker in RLS patients and revealed that RDW is an independent predictor in RLS
patients.
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arastirmada HBS'de kirmizi hiicre dagilim genisligi (RDW), platelekrit, eritrosit
sedimantasyon hizi (ESR), C-reaktif protein (CRP)'nin inflamatuar bir biyobelirteg
olarak rolu arastirilmistir.

Yoéntem ve Geregler: Calismaya HBS tanisi almis 108 hasta ve benzer demografik
ozelliklere sahip 106 saglikli kontrol grubu dahil edildi. Toplam kan sayimi (RDW,
WBC, trombosit, nétrofil, lenfosit, platelekrit, notrofil lenfosit orani (NLO)), CRP, ESR,
glukoz, kreatinin, ferritin ve B12 vitamini her iki grupta karsilagtirildi. Demografik ve

laboratuvar degerleri SPSS'ye kaydedildi.
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Results

A total of 214 people, including 108 patients admitted to the
neurology clinic with the diagnosis of RLS and 106 healthy controls
from the general population were included in the study. The mean
age of the RLS group was 46.68+15.72 years and the mean age of the
control group was 44.27+13.1 years (p=0.23). There were 53 women in
the RLS group and 57 women in the control group (p=0.49). The initial
demographic, laboratory and clinical characteristics of the study
groups were summarized in Table 1.

The results of plateletcrit, platelet count, RDW and ESR were

statistically higher in the RLS group compared to the control group

Huzursuz Bacak Sendrom Hastalarinda inflamasyonun Platelekrit, ROW,
Sedimantasyonve CRP ile Dederlendirilmesi

We performed univariate and multivariate analysis to determine the factors
associated with RLS. For multivariate analysis, possible factors identified by
univariate analysis were further entered into logistic regression analysis to
determine the independent predictor of RLS (RDW, platelet and neutrophil
counts, ESR, plateletcrit). Among these values, RDW level was independently

higher in the RLS group compared to the control group (p=0.027) (Table 2).

Table 2. Univariate and multivariate analyses for independent predictors

RLS.

(p=0.014, p=0.008, p=0.003, p=0.017, respectively). Although Univariate Multivariate
neutrophil, CRP and NLR were higher in the RLS group, the results did
OR cl p OR cl p
not reach statistical significance. Ferritin and hemoglobin levels were
lower in the RLS group and there was no statistically significant RDW 1.259 1.074-1.475 0004 1196  1.021-1415 0027
difference, compared to the control group (Table 1).
Platelet 1.006 1.002-1.011 0009 1.003  0.997-1.009 0.31
Table 1: Baseline characteristics of study patients ESR 1.034 1.005-1.063 0019 1023  0993-1.052  0.14
RLS group Control group pvalue Neutrophil 1.182 0.980-1.426 0.080 1.115 0.906-1.356 0.32
(n=108) (n=106)
Age, years 46.68+15.72 24974131 023 Plateletcrit 62.36 2.203-1765 0015 1384  0.304-754.8 0.17
Male (n) (%) 55 (51) 49 (46) 0.49
Female (n) (%) 53 (49) 57(54)
Hypertension 19 (17.6) 18 (17) 0.9 RLS= Restless legs syndrome, RDW= Red blood cell distribution width, ESR=
White blood cell (103/mm3)  7.26+2.04 7.01+ 1.69 0.35 Erythrocyte sedimentation rate, OR= odds ratio, Cl= confidence interval
Neutrophil(10/mm3) 4.31+1.64 3.96+1.27 0.08
Lymphocyte(103/mm?) 2.200.60 2.29+0.66 0.29 The correlation analysis between RDW and other parameters was shown
Platelet(10%/mm3) 272.90£63.80  251.67+51.85 0.008 in Table 3. There was a positive correlation between RDW and RLS group,
Neurophil-lymphocyte ratio  2.121.12 1.90+1.18 0.16 CRP, ESR, platelet count and NLR. There was a negative correlation
(NLR) between RDW and hemoglobin.
Plateletcrit, (%6) 0.30+0.10 0.27+0.06 0.014
0,
RDW (%) 14.22¢2.28 1347120 0.008 Table 3: Correlations analysis between red blood cell distribution width
Glucose (mg/dL) 98.93+12.40 98.80+17.58 0.82
and other parameters
Creatin (mg/dL) 0.720.19 0.76:0.16 0.2
ESR (mm/h) 14.91+10.6 11.54£9.91 0.017 RDW
CRP (mg/dL) 3.98+4.48 3.14+4.71 0.18 r p
Ferriti L 41.53+31.42 45.86+46. 41
erritin (ng/mL) 53+3 5.86+46.9 0 RLS group 0.168 0.014
Haemoglobin (g/dL) 13.51+1.9 13.83+1.55 0.18
B12 2725:133  246.7+106 0.12 Platelet 0190 0.005
NLR 0.155 0.023
Mean values (standart deviation) and % (n) are reported for Haemoglobin -0.223 0.001
continuous and categorical variables, respectively. RLS= Restless
legs syndrome, RDW= Red cell distributation width, ESR= ESR 0.250 0.001<
Erythrocyte sedimentation rate, CRP= C-reactive protein.
CRP 0.207 0.002

RLS= Restless legs syndrome, NLR= Neurophil-lymphocyte ratio, CRP= C-reactive
protein, ESR= Erythrocyte sedimentation rate,
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In a receiver operating characteristic curve analysis, an RDW of
13.55% was identified as an effective cut-off RLS (AUC=0.597, 95%
Cl=0.518-0.675, p=0.014). An RDW value above 13.55 % provided a
sensitivity of 60.2% and a specificity of 60.4% (Figure 1).

Figure 1. In a receiver operating characteristic curve analysis, an RDW
of 13.55% was identified as an effective cut-off RLS (AUC=0.597, 95%
Cl=0.518-0.675, p=0.014). An RDW value above 13.55 % provided a
sensitivity of 60.2% and a specificity of 60.4%.
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Discussion

In this study, RDW, plateletcrit, platelet count and ESR results were
statistically higher in the RLS group compared to the control group.
However, neutrophil count, CRP and NLR were higher in the RLS group,
but were not statistically significant. There was a positive correlation
between RDW and RLS group, CRP, ESR, platelet count and NLR. To our
knowledge, our study is the first study in which RDW and plateletcrit
was investigated as inflammatory biomarkers in patients with RLS and
revealed that RDW can be used as an independent predictor.

The theories for the pathogenesis of RLS include iron deficiency,
dopamine irregularity and peripheral neuropathy. RLS has been found
to be associated with chronic inflammatory diseases and
immunological processes(6). In our study, although ferritin and
hemoglobin levels were lower in the RLS group, no statistically
significant difference was found. RDW, considered as an inflammatory
marker in multivariate analysis, was found to be a significant
independent predictor of RLS after adjustment for other riskfactors
(p=0.027).

Many different biochemical and hematological parameters have been
accepted as indicator of systemic inflammation so far. Coupled with
the evidence from the literature, CRP, ESR and WBC have been found
to be associated with inflammatory diseases as an indicator of
inflammatory cycle(3, 12, 14,17). Another important thing to remember
is that, especially in chronic diseases, it is important to determine the

inflammation with cheap and simple parameters.

Zeynep BASTUG GUL etal.

The evaluation of complete blood count parameters such as platelet
count, plateletcrit, NLR and RDW is quite easy and practical.

RDW is a numerical value that indicates the diversity of the erythrocyte
circulating cell type and can be routinely measured as part of an
automated complete blood count examination, as in the plateletcrit
which is an indicator of total platelet mass. Platelets release many
mediators such as thromboxanes, leading to increased
inflammation(16, 18). Platelets play a vital role in inflammation,
thrombosis and cardiovascular pathology(19, 20). Inflammatory
cytokines and oxidative stress suppress bone marrow function, causing
immature erythrocytes to be released into the circulation, which
ultimately affects the RDW value. Consequently, these mechanisms
including chronic inflammatory state, neurohormonal activation and
accelerated atherosclerotic process may contribute to poor clinical
outcome(21, 22).

Looking at the literature, in the study of Tak et al.it was found that NLR
and PLR values were similar in the RLS and control groups, but the
number of neutrophils was significantly higher in the RLS group. It was
thought that it was caused by the fact that hematological parameters
such as neutrophil, lymphocyte and platelet count could be easily
affected by various conditions or low number of patients was a
limitation(13). In comparison, in our study, RDW, plateletcrit, ESR, CRP
were evaluated and the number of patients was sufficient.Similarly,
Sonkaya et al. evaluated the role of inflammation in the
pathophysiology of RLS only with NLR and did not observe a significant
relationship(23).0n the contrary, the results of the study of Varim and
his colleagues supported that higher NLR values were associated with
chronic systemic inflammation, thus, systemic inflammation could play
a role in RLS(14). In another study, high levels of CRP, N-terminal pro-B
type natriuretic peptide, interleukin-6, ferritin and 8-hydroxy-2p-
deoxyguanosine were observed in the RLS subgroup of patients
undergoing hemodialysis, which highlights a chronic inflammatory
condition and oxidative stress in patients with RLS(24). Consistent with
previous studies, our research supports the role of inflammatory
mechanisms in RLS by showing that patient with RLS have higher RDW,
plateletcrit, platelet count and ESR.

Cardiovascular and cerebrovascular diseases mainly consist of heart
failure,  myocardial infarction, atherosclerosis, arrhythmia,
hypertension and stroke. It is clearly known that there are many
similarities in the pathophysiologies of these diseases. A better
understanding of the underlying pathophysiologies and finding
possible biomarkers for early diagnosis, treatment, and intervention
has been the main goal of research of interest. In terms of similar
mechanisms such as increased sympathetic system, neuroinflammation
and tachycardia, it has been identified that, there is a relationship
between cardiovascular  and

restless legs syndrome and

cerebrovascular diseases are associated in chronic patients.
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Evaluation of Inflammation With Plateletcrit, RDW, Sedimentation and CRP in

Patients With Restless Legs Syndrome

The parameters such as RDW or plateletcrit have been proposed as
predictive or independent risk factors for many diseases, particularly
cardiovascular disease, but studies are not enough for RLS. Moreover,
there are many studies showing that, high RDW has been associated
with inflammatory bowel disease acute and chronic heart failure,
vascular occlusive diseases, atrial fibrillation, atherosclerosis, stroke,
inflammatory diseases(25-29). It has been reported that this is due to
RDW reflecting the increase in inflammatory markers (interleukin 6,
tumour necrosis factor alpha, hepcidin) in the blood. In our study, RDW
values were significantly higher in the RLS group compared to the
control group, and it was found to be correlated with inflammatory
parameters such as CRP, ESR, NLR and platelets.

Limitations of the Study: Firstly, our study was single-center study and
the number of patients was limited. The second limitation was that
interleukin-6, tumor necrosis factor alpha and B-type natriuretic
peptide and other markers of oxidative stress or other
proinflammatory cytokines were not evaluated because such
inflammatory biomarkers are expensive and cannot be routinely used

in daily practice.

Huzursuz Bacak Sendrom Hastalarinda inflamasyonun Plateletkrit, ROW,
Sedimantasyonve CRP ile Dederlendirilmesi

Thirdly, it is known that higher RDW values are more common in
anemic patients. In this study, although ferritin and hemoglobin
levels were evaluated and were not associated with the high values
of RDW in the RLS group, iron levels or iron binding capacity were

not investigated.

Conclusion:To our knowledge, our study is the first study
investigating the predictive value of RDW in patients with RLS. RDW
can be used as an inflammatory biomarker in restless legs
syndrome in which neuroinflammation plays a role in the
pathophysiology. Complete blood count parameters such as RDW,
plateletcrit, NLR are easily accessible and cost-effective, and

provide valuable information in RLS as in many other diseases.
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TNF-a ile Olusturulan in Vitro insan Safen ven Ateroskleroz Modelinde
Atorvastatin ve Pitavastatinin Matriks Metalloproteinaz 2 Uzerine Etkilerinin

Karsilastiriimasi

Comparison of the Effect of Atorvastatin and Pitavastatin on Matrix
Metalloproteinase 2 in TNF-a Induced in vitro Human Saphenous Vein

Atherosclerosis Model

0z

Girig: Ateroskleroz, arteryal duvarda kolesterol iceren disik dansiteli lipoprotein
parcaciklarinin birikmesi ile tetiklenen farkh tip hiicreler ve ekstraselller matriks
birikiminin kalinlasmaya sebep oldugu kronik inflamatuvar bir hastalktir.
Aterosklerotik siiregte subendotelyal matriks modifikasyonuna dahil olan basta
matriks metalloproteinazlari (MMP) olmak Uzere birgok yapisal proteinlerin ve
enzimlerin sentezi ile saliniminda artiglar goérilir. Patolojik vaskller dokularda
ozellikle MMP-2, -3 ve -9 ekspresyonunda ve bu enzimlerin proteolitik aktivitelerinde
artis meydana gelir. Statinler, 3-hidroksi-3-metilglutaril-koenzim A rediiktaz enzimini
inhibe ederek kolesterol sentezini azaltan lipid duslrici ajanlardir, ateroskleroz ve
vaskiler endotelyal hasara karsi koruyucu etkilere sahiptir. Statinler, direkt olarak
vaskiler ve immin hicrelerinin inflamatuvar fonksiyonlarini etkileyerek pleiotropik
anti-inflamatuvar etki gosterirler.

Gere¢ ve Yontemler: Calismamizda, insan safen ven endotelyal hicrelerinde
(HSaVEC) tumor nekroz faktoru alfa (TNF-a) ile uyararak olusturdugumuz
aterosklerozun inflamatuvar siireci modelinde, koroner bypass cerrahisi sonrasi
siklikla regetelenen statinlerden atorvastatin ve pitavastatinin anti-inflamatuvar
etkilerini karsilastirdik. HSaVEC'lere 10 ve 50 pM atorvastatin ve 1 ve 2 uM
pitavastatin uygulamalarinin ardindan, TNF-a ile inflamasyon olusturduk, laktat
dehidrogenazi (LDH) spektrofotometrik olarak olgerek sitotoksisiteleri belirledik.
MMP-2 ekspresyon seviyelerini qRT-PCR ile tespit ettik.

Bulgular: DMSO grubu ile karsilastirildiginda, her iki ilag uygulamasinin yapildigi
gruplardaki LDH duzeylerinin daha dislk oldugunu belirledik. TNF-o. uygulamasi
sonucunda, MMP-2 ekspresyon seviyesinin kontrol grubuna gore anlamli olarak
azaldigini goézlemledik (p<0.05). Buna karsin farkli dozlarda atorvastatin ve
pitavastatin uygulamasinin ardindan TNF-o. ile uyarilan hicrelerde MMP-2
ekspresyon seviyesinin anlamli dizeyde arttigini tespit ettik (p<0.05).

Tartigma: Disuk sitotoksik etki gosteren bu iki statin uygulamasinin, in vitro
ateroskleroz modelinde MMP-2 ekspresyonu (izerindeki etkileri saptanarak,
inflamasyonda duzenleyici etkilere sahip olduklar gézlemlenmistir.

Anahtar Kelimeler: Ateroskleroz, safen ven, statin

Abstract

Introduction: Atherosclerosis is a chronic inflammatory disease, in which variety of
cell types and extracellular matrix accumulation leads to thickening, that is induced
by accumulation cholesterol-containing low-density lipoprotein on arterial wall. In
the atherosclerotic process, there is an increment in synthesis and release of several
functional proteins and enzymes for subendothelial matrix modification, like matrix

metalloproteinases (MMPs).
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Especially MMP-2, -3, and -9 enzyme expressions and their proteolytic
activities increase in pathological vascular tissues. Statins are lipid-
lowering agents, which inhibit 3-hydroxy-3-methylglutaryl-coenzyme
A reductase enzyme, leading to decrease the cholesterol synthesis
and they have protective roles against vascular endothelial damage.
Statins directly affect inflammatory functions of vascular and immune
cells with their pleiotropic anti-inflammatory effects.

Material and Methods: In our study, we compared anti-inflammatory
effects of atorvastatin and pitavastatin, which are commonly
prescribed after bypass surgery, in the inflammatory process model of
atherosclerosis, which we generated by inducing human saphenous
vein endothelial cells (HSaVECs) with tumor necrosis factor alpha
(TNF-a). Following the pretreatment of 10 and 50 uM of atorvastatin
and 1 and 2 uM of pitavastatin on HSaVECs, inflammation was
induced by TNF-a and cytotoxicity was detected by
spectrophotometrics measurement of lactate dehydrogenase (LDH).
MMP-2 expression levels were detected by qRT-PCR method.

Results: LDH levels of the treatment groups were lower when
compared with the DMSO group. MMP-2 expression level was
decreased after TNF-a induction in comparison with the control group
(p<0.05). On the other hand, there was a statistically significant dose-
dependent increase in MMP-2 expression levels in the cells, that were
induced with TNF-a after atorvastatin and pitavastatin treatments
(p<0.05).

Discussion: We observed the regulatory function of treatment of
these two statins, with low cytotoxicity, in an in vitro atherosclerosis
model by detecting their effects on MMP-2 expression.

Keywords: Atherosclerosis, saphenous vein, statin

Girig

Ateroskleroz, vaskiler endotelyal disfonksiyona sebep olan karmasik
inflamatuvar bir sirectir. Ozellikle, hipertansiyon ile birlikte,
dislipidemiye neden olan artan plazma disiuk dansiteli lipoprotein
(LDL) diizeyi aterosklerozun en temel risk faktérlerindendir (1). Okside
olmus LDL, sitokinler veya akis bozuklugu gibi gesitli uyaranlara yanit
olarak meydana gelen endotelyum aktivasyonu, aterosklerozun erken
patogenez evresi olarak tanimlanabilir. inflamasyon; vaskiiler
endotelyal hicrelerde disfonksiyona veya hasara yol agan gesitli stres
faktorlerine yanit olarak gelisir. Boylece endotelde olusan
vazokonstriksiyon, inflamatuvar hucrelerin  birikimi, diz kas
hiicrelerinin  migrasyonu, sitokin Uretiminin artisi gibi olaylar

aterosklerotik plak olusumuna neden olur (2).

Comparison of the Effect of Atorvastatin and Pitavastatin on Matrix Metalloproteinase 2 in TNF-a

Inducedin vitro Human Saphenous Vein Atherosclerosis Model

Aterosklerotik plak olusum mekanizmasinda immiunitenin rold; plaklarda
makrofaj ve T hicreleri ile birlikte, IL-6, timor nekroz faktori alfa (TNF-a)
gibi  proinflamatuvar sitokinlerin, c¢esitli adezyon molekillerinin,
kemokinlerin, CD40, CD40 ligand ve C reaktif proteinlerin varligi ile
aciklanabilir. Bununla birlikte; IL-1, TNF-a ve CD40L gibi proinflamatuvar
sitokinlerin, matriks metalloproteinazlarin (MMP’lerin) ekspresyonunu ve
aktivasyonunu dizenledigi de bilinmektedir (3). Dokularin yeniden
sekillenmesinde ve onariminda 6nemli bir rol oynayan MMP'lerin
diizensizligi ateroskleroz dahil olmak (izere cesitli patolojik durumlarda
goriliir. MMP’lerin hiperaktivasyonu, buylyen aterosklerotik plaklarin
neovaskularizasyonu ile iligkilidir (4).

Statinler; kolesterol sentezinde rol oynayan, 3-hidroksi-3-metilglutaril
koenzim A (HMG-CoA) rediktaz enziminin inhibitorleridir (5). Statinler,
direkt olarak vaskiler ve immiin hicrelerin, hepatositlerin ve adipositlerin
inflamatuvar fonksiyonlarini etkiler. Boylece, aterojenik lipidlerin plazma
degerlerini ve plak hacmini azaltmanin yaninda; anti-inflamatuvar,
antioksidan, immiinmodulatér, endotelyal fonksiyonlari gelistirici, matriks
dengeleyici ve antitrombotik etkiler gibi pleiotropik etkilere de sahiptirler
(6). Statinler, MMP-2 ve MMP-9 da dahil olmak tzere birgok MMP’nin
aterogenetik lezyonlarda rolii olan makrofajlardaki ekspresyon ve islevini
azaltirlar. MMP dulzeyindeki azalma, trombotik etkiyi olumsuz yonde etkiler
ve bu antiinflamatuvar etki sayesinde, statinlerin ateroskleroz tedavisinde
oldukea etkili olduklari diisiiniilmektedir (7). ikinci nesil statinlerden olan
atorvastatin; kalp yetmezligi hastalarinda, hastaneye yatma oranini
distrdigt kanitlanan ilk HMG-CoA rediktaz inhibitoridur. Aterogenez
olusumu sirasinda gorilen inflamatuvar siiregler ve endotelyal disfonksiyon
lizerinde, atorvastatinin iyilestirici etkisi oldugu bilinmektedir (8).
Pitavastatin ise Uglincl nesil statinlerdendir ve plazma LDL dizeylerini
diisirmenin yaninda, endotelyal hiicreler lizerinde anti-inflamatuvar etkiye
de sahiptir (9).

Otolog insan safen veni kullanilarak yapilan koroner arter bypass cerrahisi,
siklikla kullanilan ileri ateroskleroz tedavi yontemidir. Koroner arter bypass
greftinin bir yil sonrasinda gézlenen en dominant lezyonu, aterosklerozdur
(10). Bu lezyonlarin progresyonu sirasinda gergeklesen doku yeniden
modellenmesi ve MMP aktivitesindeki artis sebebi ile vaskuler patolojinin
iyilestirilebilmesi amaglanarak yapilacak olan bir terapétik girisimde
MMP’ler, potansiyel tedavi hedefi olarak dustndlebilir (11). Yaptigimiz
calismada; koroner bypass operasyonu sonrasinda rutin olarak kullanilan
statinlerin anti-inflamatuvar etkilerini incelemeyi hedefledik. TNF-a ile
aterosklerozun inflamatuvar siirecini olusturdugumuz insan safen ven
endotelyal hticre kultiri modelinde, rutin tedavide siklikla kullanilan
atorvastatin ve pitavastatinin ateroskleroz gelisimi Uzerindeki anti-
inflamatuvar  etkilerini MMP-2 mRNA seviyelerini tespit ederek

karsilagstirmayi amagladik.
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Gereg ve Yontemler

insan Safen Ven Endotelyal Hiicre Kiiltiirii

insan safen ven endotelyal hiicreleri (HSaVEC) daha énce belirtildigi
sekilde kaltire edildi (12).
(Promocell, C-12231, Heidelberg, GE) tip | Kollajen (ThermoFisher,

Dondurularak saklanmig HSaVEC'ler

Waltham, USA) kapl flasklara, 2x10* hiicre/cm? olacak sekilde endotelyal
hiuicre buyime medyumu iginde (C-22010, Promocell, Heidelberg, GE)
ekildi. %90-100 konfluense ulasan hiicreler, Promocell Detach Kit (C-
41200, Heidelberg, GE) kullanilarak kaldirildi ve ilag uygulamasina hazir
hale gelmek lizere % 5-6 konfluens ile tip | Kollajen kapl 6 kuyucuklu
plaklara ekildi. Hucreler %70-80 konfluense ulastiginda, farkh ilag
konsantrasyonlarindaki atorvastatin (10 ve 50 uM) ve pitavastatin (1 ve 2
uM) ile 24 saatlik 6n ilag uygulamasi yapildi. inflamasyonun tetiklendigi
gruplardaki hiicreler, 6n ilag uygulamasinin son 6 saatinde, TNF-o. (10
ng/mL) ile muamele edildi. Deney gruplari ve uygulanan ilag dozlari ile
sureleri Tablo 1’de gosterilmistir. Atorvastatin ve pitavastatin uygun
dozlarda hazirlanirken, ¢6zlici olarak dimetil sulfoksit (DMSO)

kullanilmigtir.

Tablo 1: insan safen ven endotelyal hiicrelerine uygulanan ilaglar ve

dozlari
Grup Adi Atorvastatin Pitavastatin TNF-a
(ATV) (PTV)
Kontrol - - -
DMSO - - -
TNF - - 6 sa (10ng/mL)
ATV1 24 sa (10 pM) - -
ATV2 24 sa (50 uM) - -
PTV1 - 24 sa (1 uM) -
PTV2 - 24 sa (2 uM) -
ATV1+TNF 24 sa (10 uM) 6 sa (10ng/mL)
ATV2+TNF 24 sa (10 pM) 6 sa (10ng/mL)
PTV1+TNF 24 sa (1 pM) 6 sa (10ng/mL)
PTV2+TNF 24 sa (2 uM) 6 sa (10ng/mL)

DMSO: Dimetil stilfoksit, ATV: atorvastatin, PTV: pitavastatin, TNF: Tumor

nekroz faktorl, TNF-a: TUmor nekroz faktori alfa

Deniz OZEN et al.

Sitotoksisite Olgiimii

Yapilan uygulamalarin sitotoksisitesi, Roche Cytotoxicity Detection Kit
(11644793001, Basel, Switzerland) kullanilarak; 6lmus veya hasarli
hiicrelerden salinan laktat dehidrogenaz (LDH) miktarinin 6lgllmesi ile
belirlendi. ilag uygulamalari tamamlandiktan sonra her bir kuyucuktaki
Gst sivida, salinan LDH miktarlari 492 nm dalga boyunda
spektrofotometrik 6lgiim ile belirlendi. Her 6lgtim iki kez tekrarlandi.
Kantitatif RT-PCR Reaksiyonu

HSaVEC'ler 18 saatlik 10 ve 50 puM atorvastatin veya 1 ve 2 uM
pitavastatin 6n uygulamasinin ardindan, 6 saat boyunca 10 ng/mL TNF-
o ile indlklendi. Total RNA izolasyonundan 6nce hiicrelerin Ust sivilari
toplandi ve hiicreler PBS ile yikandiktan sonra, PromoCell Detach Kit ile
kaldirildi. HSaVEC'ler tutunduklari ylzeylerden kazindi ve gRT-PCR
uygulamasi igin; hicre lizatlarindan RNA izolasyonu, Thermo Fisher
Pure Link RNA Mini Kit (12183018A, Waltham, MA, USA) kullanilarak
yapildi. Nano Drop One UV-Vis Spektrofotometre kullanilarak, izole
edilen RNA orneklerinin saflik ve miktarlari tayin edildi. Ardindan, her
bir RNA 0rnegi, Thermo Fisher High-Capacity RNA-to-cDNA Kit
(4387406, Waltham, MA, USA) kullanilarak cDNA’ya reverse transkripte
edildi. MMP-2 ekspresyon duzeyleri, Thermo Fisher TagMan Gene
Expression Assay (Hs01548727_m1 — 4331182, Waltham, MA, USA)
protokolu takip edilerek; aktin beta ekspresyon (Hs01060665_gl —
4331182) ile goreceli olarak belirlendi. qPCR sirasinda; 95°C’de 10 dk.
boyunca baslangi¢ denatirasyonunun ardindan 35 dongu halinde
95°C'de 15 sn. ve 60°C'de 60 sn. boyunca denatlrasyon, primer
baglanmasi ve uzama asamalari  gercgeklestirildi.  Dongler
tamamlandiktan sonra 60°C’de 5 dk. boyunca son uzama basamagi
gergeklesti. Boylece hedef genler ¢cogaltiimis oldu.

istatistiksel Analiz

istatistiksel analiz, GraphPad Prism 8 yazilimi (San Diego, CA, USA)
kullanilarak gergeklestirildi. Tanimlayici istatistikte standart sapma,
ortalama ve medyan degerleri kullanildi. Goreceli ekspresyon
duzeylerinin istatistiksel analizi ise Mann Whitney-U test ile belirlendi.
P<0.05 degeri anlamli kabul edildi.

Bulgular

Sitotoksisite deneyi sonuglarina gore LDH salinimi yiizdeleri Sekil 1’de
sunulmustur. ilaglarin ¢éziictisii olan DMSO’ nun tek basina uygulandig
gruptaki LDH dizeyinin, higbir uygulama yapilmayan kontrol grubu ile
yalnizca TNF-a uygulamasi yapilan TNF grubuna gore istatistiksel olarak
anlamh derecede daha yuksek oldugu belirlendi (p<0.05). Benzer
sekilde, yalnizca 10 puM atorvastatin uygulamasi yapilan gruptaki
hiicrelerden salinan LDH seviyesi, DMSO grubu ile karsilastirildiginda
anlaml derecede daha disiik olarak tespit edildi (p<0.01). ilag
uygulamasi yapilan diger gruplar ile DMSO grubu arasinda anlamli bir
fark olmasa da; ilag gruplarindaki LDH diizeyinin daha disik olmasi,
uygulanan ilag dozlarinin hiicreler Uzerinde toksik etkiye sebep

olmadigini gosterir niteliktedir (Sekil 1).
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sekil 1: insan safen ven endotelyal hiicre gruplarindaki laktat dehidrogenaz
(LDH) salinim vyiizdeleri (ATV: Atorvastatin; PTV: Pitavastatin; TNF: Tumor nekroz
faktoér alfa (10 ng/mL); ATV1: 10 uM Atorvastatin; ATV2: 50 um Atorvastatin;
PTV1: 1 pM Pitavastatin; PTV2: 2 uM Pitavastatin).*p<0.05 DMSO grubu ile
karsilastirildi; **p<0.01 DMSO grubu ile karsilagtirildi.

Uygulamalarin ardindan gRT-PCR yontemi kullanilarak belirlenen
MMP-2 ekspresyon seviyeleri Tablo 2’de gosterilmektedir. Herhangi bir
uygulama yapilmayan kontrol grubu ile DMSO grubu kiyaslandiginda,
MMP-2 mRNA seviyeleri arasinda istatistiksel olarak anlamli bir fark
bulunmadi (p=0.0952). Yalnizca TNF-a uygulamasi yapilan TNF
hicrelerindeki MMP-2 mRNA ekspresyon seviyelerinin, kontrol
grubuna gore anlamh olarak daha dusik oldugu gozlemlendi
(p=0.0093). Her iki ilacin her iki dozu ile 6n uygulama yapildiktan sonra,
TNF-a ile indiiklenen gruplar, TNF grubu ile kiyaslandiginda; ilag
uygulamasinin MMP-2 mRNA ekspresyon seviyelerini istatistiksel olarak
anlamh derecede artirdigi belirlendi (p=0.0003). Atvl ve Atv1+TNF
(p=0.0023), Atv2 ve Atv2+TNF (p=0.0204), Ptv2 ve Ptv2+TNF (p=0.0169)
gruplarinda tespit edilen MMP-2 mRNA ekspresyon seviyeleri kendi
icinde karsilastinldiginda, ilag ile birlikte TNF-a. uygulamasi ekspresyon
dizeyini anlamli olarak disiirdii. Ancak; 1 uM pitavastatin uygulanan
Ptvl grubu ile Ptvl+TNF grubundaki MMP-2 mRNA ekspresyon
seviyeleri arasinda istatistiksel olarak anlaml bir fark bulunamadi
(p=0.9178). 50 uM atorvastatin 6n uygulamasinin ardindan TNF-a ile
indiklenen hicrelerde eksprese edilen MMP-2 mRNA duzeyleri,
sirastyla  Atvl+TNF, Ptvl+TNF ve  PTV2+TNF  gruplan ile
karsilastinldiginda; Atv2+TNF grubundaki MMP-2 mRNA ekspresyon
seviyelerinin anlamli derecede yiksek oldugu gozlemlendi (p=0.0006)

(sekil 2).

Comparison of the Effect of Atorvastatin and Pitavastatin on Matrix Metalloproteinase 2 in TNF-a
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Tablo 2: gRT-PCR metodu ile saptanan matriks metalloproteinaz 2
(MMP-2) ekspresyon seviyeleri

MMP-2
p
ORT £ SS Medyan Min-Mak
Kontrol 0,0411+0,072 0,0386 0,0340 - 0,0529
DMSO 0,0508+0,0041 0,0518 0,0454 - 0,0563
TNF 0,0335+0,00312 0,0339 0,0294 - 0,0377
Atvl 0,0820+0,0076 0,0816 0,0684 —0,0921
Atv1+TNF 0,0672+0,00640¢ 0,0684 0,0563-0,0748
Atv2 0,1323+0,0181 0,1276 0,1127 - 0,1550
0,000
Atv2+TNFf 0,1122+0,005804 0,1088 0,1066 — 0,1207
Ptvl 0,0697+0,0103 0,0733 0,0529 - 0,0786
Ptv1+TNF 0,0691+0,0079° 0,0743 0,0579 - 0,0759
Ptv2 0,1060+0,0148 0,1111 0,0836 — 0,1241
Ptv2+TNF 0,0859+0,01460¢ 0,0786 0,0718-0,1051

ORT: Ortalama, SS: Standart sapma, Min: Minimum, Mak: Maksimum,
DMSO: Dimetil sulfoksit Atv: atorvastatin, Ptv: pitavastatin, TNF-a:
Tumor nekroz faktori alfa

a P<0.05 Kontrol grubu ile karsilastirildi.

b P<0.05 TNF grubu ile karsilastirildi.

¢ P<0.05 Atv1 grubu ile karsilastirildi.

d P<0.05 Atv2 grubu ile karsilastirildi.

e P<0.05 Ptv2 grubu ile karsilastiridi.

f P<0.05 Statinlerin diger dozlari + TNF uygulanan gruplar
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Goreceli MMP-2 mRNA Ekspresyon Seviyeleri

ilag Gruplan

Sekil 2: insan safen ven endotelyal hiicre gruplarindaki géreceli MMP-2 mRNA
ekspresyon seviyeleri (ATV: Atorvastatin; PTV: Pitavastatin; TNF: Timor nekroz
faktoér alfa (10 ng/mL); ATV1: 10 uM Atorvastatin; ATV2: 50 um Atorvastatin;
PTV1: 1 pM Pitavastatin; PTV2: 2 puM Pitavastatin).*P<0.05 TNF grubu kontrol
grubuna gore karsilastirildi; #p<0.05 TNF grubu ile karsilastirildi; tp<0.05
Atv2+TNF grubuna gore karsilastirildi.

Tartisma

Vaskiler endotelyal patoloji; ateroskleroz, tumor anyijogenezi,
metastaz ve kronik allogreft rejeksiyonu gibi birgok hastaligin
merkezinde yer almaktadir. Bu nedenle, vaskiler endotelyum
arastirmalarinda olusturulan in vitro modellerde uygun endotelyal
hicrelerin kullanilmasi 6nemlidir (13-15). Umbilikal venin kolay bir
sekilde elde edilmesi, bu dokunun siklikla primer endotelyal hicre
kaynagi olarak kullanilmasina sebep olur; ancak safen ven endotelyal
hicreler ile karsilastirildiginda, iki hiicre tipi arasinda; sitokin ve ox-LDL
stimilasyonuna verilen yanit ve antijen sunumu gibi 6zellikler agisindan
dnemli farklar oldugu belirtilmistir (16). insan safen ven endotelyal
hicreleri, primer arteryal endotelyal hiicrelere islevsel olarak daha
benzerdir ve yetiskin vaskiler endotelyal patofizyolojiyi ¢alismak igin
daha iyi bir model olusturabilir (17). Bunun yaninda, bircok adezyon
molekilinin ekspresyon seviyesi de iki hiicre tipi arasinda farkllik
gostermektedir (18). insan umbilikal ven endotelyal hiicrelerinde
adezyon molekiillerinin yukari-regiilasyonu, insan safen ven endotelyal
hucrelerindeki inflamatuvar sitokinlerden dort kat daha distktar (19).
Buna ek olarak, insan umbilikal ven endotelyal hicrelerinde bazi
adezyon molekiillerinin ekspresyonunu tetiklemek igin HSaVEC ve
arteryal endotelyal hiicrelere gore 10 kat daha yilksek konsantrasyonda
ox-LDL gerekmektedir. Bunlar gbz oniinde bulunduruldugunda; insan
safen ven endotelyal hicrelerinin hem ateroskleroz hem de immin-
endotelyal etkilesimleri iceren patolojileri incelemek igin daha iyi bir
model olusturacagi anlagilmaktadir (17). Biz de ¢alismamizda, koroner
bypass cerrahisi sonrasi rutin tedavide yaygin olarak regetelenen
atorvastatin ve pitavastatinin inflamatuvar sureglerdeki etkilerini
gozlemek amaciyla 6ncelikle LDH sitotoksisite testi yaparak, her iki
ilacin da HSaVEC hiicrelerinde DMSO’nun sebep oldugu sitotoksisiteyi

azalttigini gosterdik.

Deniz OZEN et al.

Hem uygulanan ilag dozlarinin hem de inflamasyonu tetikledigi bilinen
10 ng/mL TNF-o. uygulamasinin ciddi toksik etkilerinin olmadigini
belirledik.

Statinler; fibrinolitik aktiviteyi, vaskiiler tonusu ve matriks dénglisiinu
kontrol eden endotelyal proteinlerin ekspresyonunu dizenler.
Statinler, aterosklerotik lezyonlarda T hiicre aktivasyonu ve gogalmasini
azaltarak, adezyon molekdillerinin etkilesimlerini engellemekle birlikte,
kemokinler ve MMP’lerin Gretimini de inhibe ederler (7). MMP’ler,
ekstraseliler matriks yeniden modellenmesinde ve degredasyonunda
gorev alan proteinazlardir. Aterosklerozda MMP aktivitesinin
bozuldugu goézlemlenmistir. Kardiyovaskiiler hastaliklarda, arteryal
intima  hiperplazisinin  olusumunda ve gelismis aterosklerotik
lezyonlarin zayiflamasi ile bozulmasinda MMP’ler 6nemli role sahiptir
(20). Aterosklerotik arterlerin 6zellikle kopmaya yatkin ug bolgelerinde
ve makrofajlar ile koplk hicrelerinin biriktigi bolgelerdeki plak
dokusundaki MMP diizeyleri yiiksektir. Ozellikle MMP-2 ve MMP-9
metalloproteinazlari, ateromatoz plakta aktif olarak sentezlenir. Ayni
zamanda, onemli bir pro-inflamatuvar mediyatér olan TNF-a’nin
proteolitik kesiminde gorev alarak aktivitesini diizenleyen MMP-2 ve
MMP-9; inflamatuvar hiicre gogl lzerinde de etkilidir (21). TNF-o’nin;
diger sitokinlerin ve kemokinlerin salinmasini kontrol ederek ve
endotelyal hiicrelerin inflamasyon bolgesine aktive edilmis I6kositlerin
goglinli saglayan adezyon molekdlleri ile reaktif oksijen tirlerini
eksprese etmesine yol agarak inflamasyonu diizenledigi bilinmektedir
(22).

Statinler, dokular arasindaki kollajenazlar (MMP-1, MMP-13),
jelatinazlar (MMP-2, MMP-9) ve MMP-3 gibi birgok MMP’nin,
makrofajlardaki ekspresyonunu ve islevini azaltirlar (23). insan
ateromunda, tavsanlarda ve in vitro ¢alismalarda statinlerin; makrofaj
ve diz kas hicrelerindeki MMP-1,-2,-3 ve -9 ekspresyon ve salinimini
azalttigr  gozlemlenmistir  (24). Bir baska c¢alismada, karotis
endarterektomisi ardindan pravastatin tedavisi goren hastalarda,
aterosklerotik plaklardaki lipid miktarinda azalma ve hem inflamasyon
hem de MMP aktivitesinde diisiis oldugu bildirilmistir (25). insan
umblikal ven endotelyal hiicreleri ile yapilan bir calismada; simvastatin
ve atorvastatinin hem endotelyal proanjiyojenik potansiyeli, hem de
COX-2 ve MMP-9 ekspresyonunu inhibe ettigi gosterilmistir (26).Biz de
¢alismamizda; literatlre gore (12) inflamasyonu tetikledigi bilinen TNF-
o uygulamasi sonucunda, insan safen ven endotelyal hiicrelerindeki
goreceli MMP-2 mRNA ekspresyon seviyesinin kontrol grubuna gore
anlamli olarak azaldigini gézlemledik. Bunun yaninda, 10 uM ve 50 uM
atorvastatin ile 1 uM ve 2 uM pitavastatin uygulamasinin ardindan TNF-
o ile uyarilan hicrelerde ise MMP-2 mRNA ekspresyon seviyesinin

arttigini tespit ettik.
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Bu da her iki statinin, TNF-a’nin MMP-2 ekspresyonunu azaltici
ozelligini geri gevirebildigini gostererek; inflamasyonun ¢éziimlenme
evresinde etkili anti-inflamatuvar ajanlar olarak kullanilabileceklerini
distindirmustar.

inflamasyon  sirasinda  salinan  pro-inflamatuvar  sitokinlerin
diizenlenmesi  enzimatik sire¢ ile gerceklesir. inflamasyonun
¢ozimlenebilmesi igin ise farkh tiir kemokinler ve sitokinlerin varligi ile
sinyal yolaginin pro-inflamatuvardan anti-inflamatuvar evreye gegmesi
gerekir. Kemokinlerin proteolitik aktiviteye maruz kalmasi, onlari
reseptor antagonistlerine donustirebilir ve bu da MMP’lerin
inflamasyonun ¢oziimlenmesine nasil  katki sagladigini  aciklar
niteliktedir (27). Akut inflamasyonun ¢6ziimlenme evresinde gorev alan
farkli MMP alt tirleri tanimlanmistir ve bu MMP’lerin inhibisyonu
sonucunda, kronik inflamasyona bagh doku hasarinin meydana
gelebilecegi bildirilmistir (28). Eksprese edildikleri sartlara bagh olarak;
MMP’ler proteolitik aktivite sonucunda sitokinler ile kemokinlerin
biyolojik islevlerini aktive, inaktive veya antagonize edebilirler. Ornegin;
MMP-2, -3 ve -9, inflamatuvar yanitta 6nemli bir araci olan IL-1B'yi
aktive edebilecegi gibi, bu enzimlerin proteolitik aktiviteleri sayesinde
IL-1’nin  aktif formunu degrade ettigini gosteren ¢alismalar da
mevcuttur  (29). MMP-2’nin; inflamatuvar hcrelerin  dokudaki
inflamasyon  boélgesine  ¢agrilmasinda  6nemli  rol oynayan
kemokinlerden CCL-8'in potent inhibitéri oldugu bilinmektedir (30).
MMP-2 ayni zamanda, CC-kemokin ligandi 7’yi (MCP-3) keserek, hala
reseptore baglanabilen ancak antagonist goérevi goren CC-kemokin
antagonistine dénusmesine sebep olarak; inflamatuvar yaniti inhibe
eder (31). MMP-2'nin hepatik iskemi-reperflizyon hasarindaki rolinin
incelendigi bir ¢alismada, MMP-2-eksik farelerin karacigerlerinde asiri
derecede lokosit infiltrasyonu oldugu ve pro-inflamatuvar sitokin
seviyelerinin ylkseldigi gézlemlenmistir (32).

Calismamizda in vitro inflamatuvar yanit modelinde, her iki ilacin artan
dozlarda MMP-2 mRNA ekspresyon seviyelerini arttirdigi belirlendi.
Ozellikle 50 pM atorvastatin uygulamasi, 10 uM atorvastatin ile 1 uM
ve 2 UM pitavastatin uygulamalari ile kiyaslandiginda MMP-2 mRNA

ekspresyon seviyesini anlamli bir sekilde artirdigi tespit edildi.

Comparison of the Effect of Atorvastatin and Pitavastatin on Matrix Metalloproteinase 2 in TNF-a

Inducedin vitro Human Saphenous Vein Atherosclerosis Model

Bu veriler goz 6ntinde bulunduruldugunda artan MMP-2 ekspresyonu
ve aktivitesi; inflamatuvar yanitin ¢éziimlenmesi ile bagdastirilabilir ve
inflamasyonu dizenleyici bir etki olarak gorilebilir. Bu baglamda
galismamizda inflamatuvar yanit olusturulan insan safen ven
endotelyal hicrelerinde, 50 uM atorvastatin uygulamasinin anti-
inflamatuvar etkisinin daha yiksek oldugu 6ne surilebilir.

Sonug olarak; TNF-a ile aterosklerozun inflamasyon basamagi
olusturulan galismamizda insan safen ven endotelyal hicrelerine
yapilan atorvastatin ve pitavastatin uygulamalarinin MMP-2 mRNA
ekspresyon seviyelerini artirdigi gozlemlenmistir.

inflamasyonun baslangi¢ evresinde MMP-2’nin pro-inflamatuvar etkiye
sahip oldugu bilindiginden, statinlerin bu evredeki anti-inflamatuvar
etkileri MMP-2 mRNA ekspresyon seviyesi disinda bir parametre
tarafindan belirlenebilir. Bunun yaninda hem aterosklerozun ileri
seviyelerindeki hem de inflamasyonun ¢6ziimlenme evresindeki MMP-
2 aktivitesinin koruyucu roli goz 6ninde bulunduruldugunda ise; elde
ettigimiz verilere gore atorvastatinin, koroner bypass cerrahisinde
kullanilan safen vende gozlenen restenozun geciktirilmesi/énlenmesi
anlaminda daha etkili bir tedavi sunabilecegi dustinulebilir. Daha net
sonuglar elde edebilmek amaci ile bu statinlerin dahil edilecegi ileri
calismalarda Ozellikle aterosklerotik yolakta gérev alan pro-
inflamatuvar ve anti-inflamatuvar molekillerin arastiriimasina ihtiyag
vardir.
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Meme Karsinomu Nedeniyle Sentinel Lenf Nodu Biyopsisi Yapilan Hastalarda
Preoperatif Meme Ultrason ve Mamografi ile Aksiller Bdlgenin
Degerlendirilmesi

Evaluation of the Effectiveness of Preoperative Breast Ultrasound and
Mammography to Detect Axillary Lymph Node Metastasis in Patients
Undergoing Sentinel Lymph Node Biopsy Due to Breast Carcinoma

0z

Girig: Klinik olarak aksilla negatif meme kanseri hastalarinda sentinel lenf nodu
biyopsisi (SLNB) aksiller evreleme igin rutin uygulanan bir prosedirdir. Sentinel lenf
nodu (SLN) hastalarin énemli bir kisminda aksiller lenf metastazinda tek odaktir. Biz de
galismamizda, hastanemizde SLNB uygulanan hastalarda, preoperatif dénemde yapilan
meme ultrasonografi ve mamografinin glvenilirligini arastirmayi amagladik.

Gere¢ ve Yontem: Calismaya meme kanseri nedeniyle metilen mavisi ve/veya
Teknesyum-99m Suilfuir Kolloid ile SLNB uygulanan 95 hasta dahil edildi. Hasta dosyalari
retrospektif olarak incelendi. Galisma grubu, premenopozal ve postmenopozal olarak
iki gruba ayrildi. Preoperatif yapilan meme ultrason ve mamografisi ile postoperatif
SLN durumu, yas, timor taraf ve kadran dagilimi, uygulanan cerrahi tedavi sekli, primer
timor buydklaga, aksiller lenf nodu metastaz durumu, TNM evresi, hormon reseptor
durumu, c-erbB2 geni durumu, Ki-67 proliferasyon indeksi orani degiskenler olarak
kaydedilip gruplar arasinda karsilastiriidi.

Bulgular: Hastalarin yas ortalamasi 53,05+9,86 (29-81) idi. Hastalarin 22’sinde (%23,2)
SLN benign ve 73’linde (%76,8) SLN malign saptandi. Hastanin yasi, timor g¢api, timor
lokalizasyonu, hormon reseptor pozitifligi/negatifligi, Ki 67 ve p53 durumu ile SLN
metastazi arasinda istatistiksel anlamli sonug elde edilmedi (p>0,05). TNM evresi
agisindan gruplar arasinda istatistiksel olarak anlamli fark bulundu (p<0,05).

Tartisma ve sonug: Gereksiz biyopsileri azaltmak igin meme ultrasonografi ve
mamografinin duyarlihgi ve 6zgulligi arttirimahdir. Bu goriintileme yéntemleri meme
hastaliklari konusunda uzman radyologlar tarafindan degerlendirilmelidir.

Anahtar Kelimeler: Mamografi; meme kanseri; meme ultrasonografisi; sentinel lenf

nodu biyopsisi

Abstract

Introduction: Sentinel lymph node biopsy (SLNB) is a routine procedure for axillary
staging in clinically negative breast cancer patients. Sentinel lymph node (SLN) is the
only focus in axillary lymph metastasis in most patients. In this study, we aimed to
investigate the reliability of preoperative breast ultrasonography and mammography
in patients who underwent SLNB.

Materials and Methods: Ninety-five patients who underwent SLNB with methylene
blue and / or Technetium-99m Sulfur Colloid for breast cancer were included in the
study. Patient files were analyzed retrospectively. The study group was divided into
two groups as premenopausal and postmenopausal. Preoperative breast ultrasound
and mammography, postoperative SLN status, age, tumor side and quadrant
distribution, surgical treatment type, primary tumor size, axillary lymph node
metastasis status, TNM stage, hormone receptor status, c-erbB2 gene status, Ki-67

proliferation index rate was recorded as variables and compared between groups.
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Evaluation of the Effectiveness of Preoperative Breast Ultrasound and Mammography to Detect
Axillary Lymph Node Metastasis in Patients Undergoing Sentinel Lymph Node Biopsy Due to
Breast Carcinoma

Meme Karsinomu Nedeniyle Sentinel Lenf Nodu BiyopsisiYapilan Hastalarda Preoperatif Meme
Ultrason ve Mamografi ile Aksiller Bélgenin Dederlendirilmesi

Results: The mean age of the patients was 53.05 + 9.86 (29-81). SLN
was found benign in 22 (23.2%) of the patients and SLN was found to
be malign in 73 (76.8%). No correlation was obtained between the
patient's age, tumor size, tumor localization, hormone receptor
positivity / negativity, Ki 67, p53 status and SLN metastasis (p> 0.05). A
statistically significant difference was found between the groups in
terms of TNM stage (p <0.05).

Discussion and conclusions: The sensitivity and specificity of breast
ultrasonography and mammography should be increased in order to
reduce unnecessary biopsies. These imaging modalities should be
evaluated by radiologists who are expert on breast diseases.
Keywords: mammography; breast cancer; breast ultrasonography;

sentinel lymph node biopsy

INTRODUCTION

Breast cancer is one of the most important issues for general surgeons
and oncologists. An important reason for this interest is the
availability of effective screening programs and the availability to
make a diagnosis in subclinical status. Another reason is the
prevalence of breast cancer in the female population. Carcinomas are
the most common breast malignancies, and breast cancer is the most
common non-skin malignancy in women. The probability of
developing breast malignancy in a woman living to the age of 90 is
one in eight. Approximately 1.38 million new cases are added every
year to breast cancer cases, which are the most common in women
and constitute 23% of female cancers (1, 2). Breast cancer is the
second leading cause of death in women after lung malignancy-
related deaths. Nevertheless, with effective screening methods and
developing treatment methods, there has been a significant decrease
in breast cancer death rates (2).

While all breast cancers were treated with aggressive surgical
methods such as radical mastectomy in the past, breast-conserving
surgical procedures have been applied in appropriate and selected
patients since the second half of the 20t century. In breast cancer
surgery, axillary dissection has three goals: Providing local control, the
correct staging of the disease, and directing adjuvant therapy (3).
Today, parameters such as tumor size, histological grade, histological
subtype, lymphovascular and axillary lymph node (ALN) invasion are
known as the most important factors in determining breast cancer
prognosis. However, the presence of estrogen receptor (ER),
progesterone receptor (PR) and human epidermal growth factor
receptor-2 (HER-2) in the tumor cells has also been added to this list

(4,5).

ALN metastasis is an important prognostic factor in early-stage breast
cancer; tumor size, lymphovascular invasion, tumor grade and patient's age
are predictive factors for ALN involvement (6).

Nevertheless, none of these predictive factors could replace the histological
examination in determining ALN involvement. Therefore, determining the
status of ALNSs is still the standard procedure for breast cancer surgery (3, 7).
In this study, we aimed to evaluate the sensitivity and specificity of
preoperative breast ultrasonography (US) and mammography (MMG) for
ALN metastasis in patients who underwent sentinel lymph node (SLN) biopsy

for breast carcinoma in our clinic.

MATERIAL-METHODS

Ethics committee approval was obtained from the Non-Interventional
Clinical Researches Ethics Committee of izmir Katip Celebi University
(Decision date: 05.02.2015, Decision no: 3). This research was conducted
according to the principles of the World Medical Association Declaration of
Helsinki “Ethical Principles for Medical Research Involving Human Subjects”,
(amended in October 2013). Written informed consents were obtained from
the patients who participated in this study for this study.

This study includes the retrospective analysis of 233 female patients who
applied to izmir Katip Celebi University Atatiirk Training and Research
Hospital General Surgery Clinic between January 2009 and August 2014 due
to breast cancer and underwent SLN biopsy. The evaluation was done using
hospital computer software system and patient files. SLN biopsy was
performed in patients with node-negative axilla or a suspicious metastatic
appearance in a single lymph node on the US and/or MMG. Radiologically,
lymph node size> 1cm, halo loss and loss of the ovoid shape of the lymph
node were accepted as positive criteria for lymph node metastasis. The
patients with radiological appearance compatible with multiple ALN
metastases underwent a fine-needle aspiration biopsy (FNAB)
preoperatively and these patients were excluded from the study. The
patients whom breast US and MMG performed in another hospital or with
insufficient file information were also excluded.

Physical examination, US and MMG were performed for all patients for
diagnosis and treatment planning. The method of surgery was decided with
clinical findings and patient consent. Mastectomy + SLN biopsy or
mastectomy + ALN dissection or breast-conserving surgery + ALN dissection
or breast-conserving surgery + SLN biopsy were performed in patients.

The patients were divided into two groups as premenopausal and
postmenopausal. As variables, preoperative breast US and MMG,
postoperative SLN status, age, tumour side and quadrant distribution,
surgery type, tumour size, ALN metastasis status, TNM stage (7thedition of
The American Joint Committee on Cancer, Cancer Staging Manual), hormone
receptor status, c-erbB-2 gene status, KI-67 proliferation index ratio was

recorded as variables and compared between groups.

183



Kiirsat YEMEZ ve Ark.

Statistical Analysis

Statistical analysis of the data was done with 95% confidence in SPSS
15.0 (Statistical Package Programme for the Social Sciences) (IBM Corp. in
Armonk, NY). Pearson Chi-Square and Fisher's Exact test analyzes were
used for comparisons between groups. Radiology and SLN positivity were
evaluated with Kappa analysis, and the relationship between lymph
node and tumor diameter was evaluated with Gamma correlation. P

<0.05 was considered statistically significant.

RESULTS

95 patients with breast cancer who underwent SLN biopsy were included
in our study. 36 (37.8%) of these cases are in premenopause and 59
(62.2%) are in the postmenopausal period. The mean age of the
premenopause group was 42.86 * 5.13 (29-52), while the mean age of
the postmenopause group was 59.27 + 6.62 (44-81). The general mean
age was 53.05 + 9.86 (29-81). Mastectomy + SLN biopsy was performed
in 10 patients, breast-conserving surgery + ALN dissection in 19 patients,

breast-conserving surgery + SLN biopsy in 66 patients (Table 1).

Table 1. Menopause status, surgery, mammography, ultrasound and SLN

positivity rate distribution of the cases (n = 95)

n %
Menopause status Premenopausal 36 37,9
Postmenopausal 59 62,1
Surgery Mastectomy+SLN Biopsy 10 10,5
BCS+ALND 19 20,0
BCS+SLN Biopsy 66 69,5
Mammography Negative 85 89,5
Positive 10 10,5
Ultrasound Negative 85 89,5
Positive 10 10,5
SLN Biopsy Benign 73 76,8
Malign 22 23,2

SLN: Sentinel lymph node; BCS: Breast-conserving surgery; ALND: Axillary
lymph node dissection

When the distribution of SLN positivity rates according to the age groups
and histopathological characteristics of the cases was examined, a
statistically significant difference was found between the groups in terms
of TNM staging (p <0.05). No statistically significant difference was found

between the groups in terms of other variables (p>0.05) (Table 2).

Kiirsat YEMEZ et al.

Table 2: Distribution of sentinel lymph node positivity rates according
to histopathological characteristics of the cases

SLN metastasis (-| SLN  metastasis | p
) )
n (%) n (%)
Tumour Side Right 28(38,4) 10 (45,5)
Left 45 (61,6) 12 (54,5) 0,551
Quadrant of | Upper outer 42 (57,5) 15 (68,2)
Tumour Upper inner 12 (16,4) 1(4,5)
Lower outer 5(6,8) 1(4,5)
Lower inner 3(4,1) 3(13,6) 0:409"
Central 10(13,7) 2(9,1)
Occult 1(1,4) 0(0)
TNM Stage Stage 0 2(2,7) 0(0)
Stage | 39 (53,4) 0(0)
Stage Il 27 (37) 14 (63,6) <0,001°
Stage 111 3(4,1) 6(27,3)
Stage IV 2(27) 2(9,1)
Stage Early Stage (Stage | 68 (93,2) 14 (63,6)
0-1-11)
Advanced  Stage|5 (6,8) 8(36,4) 0.002°
(Evre 111-1V)
Tumour diameter | Tx 1(1,4) 0(0)
T0 1(1,4) 0(0)
Tis 2(27) 1(4,5)
T1 41(56,2) 9(40,9) 0,713
T2 24 (32,9) 11 (50)
T3 3(4,1) 1(4,5)
T4 1(1,4) 0(0)
Lymph Node | NO 73 (100) 0(0)
Metastasis N1 0(0) 17 (77,3)
N2 0(0) 2(9,1)
N3 0(0) 3(13,6)

SLN: Sentinel lymph node. a:Pearson Chi-Square, b:Fisher’s Exact
test

Specificity of breast US and MMG was found to be 89.4%, sensitivity
was 9.09%, a false-negative rate 90.9%, false positive rate 10.95%,
positive predictive value 20%, negative predictive value 76.4%, and
accuracy 70.2% in the study group. Breast US and MMG specificity
was 92.8% and sensitivity was 12.5% in premenopausal patients.
The accuracy was calculated as 69.2%. In postmenopausal patients,
specificity was 86% and sensitivity was 6.25%. The accuracy was
calculated as 64.4%. Kappa coefficient was calculated as -0.023 in
the Kappa analysis performed to match the presence of SLN
metastasis with MMG and US results. The calculated Kappa p-value

was not statistically significant (p> 0.05) (Table 3).
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Table 3. Sensitivity and specificity of MMG and US results in
premenopausal and postmenopausal patients and the Kappa analysis
results for the presence of SLN metastasis

SLN SLN Kappa | Kap
Metastasis | Metastasis | Value | pap
*) ¢

n (%) n (%)

n(%) n(%)

MMG and US | Positive 1(%2,8) 2(%5,6)

(Premenopausal)
(n=36)
MMG  and US| Positive | 1(%1,7) 6(%10,1)
(Postmenopausal)
(n=59)

Negative |7(%19,4) |26 (%72,2)

Negative | 15(%254) |37(%62,8)

MMG and US | Positive 2(%2,1) 8(%8,4)

(Whole study group) -0,023
(n=95) Negative 20(%21,1) | 65(%68,4)
n=

0,80

US: Ultrasonography; MMG: Mammography; SLN: Sentinel lymph node

There was no correlation between MMG and US results and SLN
metastasis. In the ROC analysis, the power of MMG and US for
detection of SLN metastasis was not found statistically significant (AUC:

0.49195% Cl: 0.353-0.628 p: 0.895 p> 0.05) (Figure 1).
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o
=
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Diagonal segments are produced by ties.

Evaluation of the Effectiveness of Preoperative Breast Ultrasound and Mammography to Detect
Axillary Lymph Node Metastasis in Patients Undergoing Sentinel Lymph Node Biopsy Due to
Breast Carcinoma

It was observed that breast cancer was mostly in the upper outer
quadrant. There was no statistically significant difference between the
groups according to the quadrant distribution (p> 0.05). T1 tumours
were the most common tumours (in 19 (52.8%) premenopausal
patients and 31 (52.5%) postmenopausal patients). When the
distribution of the groups according to tumour diameter, TNM stage,
lymph node metastasis, ER status, PR status, P53 status, c-erbB-2
status, and KI-67 proliferation index was examined, no statistically
significant difference was found between the groups (all p> 0.05)

(Table 4).

Table 4: Comparison of the clinicopathological characteristics of study

Figure 1: Receiver operating characteristic (ROC) curve for the
compatibility of mammography and ultrasonography results with the

presence of sentinel lymph node metastasis

groups
Premenopausal Postmenopausal
n(%) n (%) p
Quadrant of | Upper outer 19 (52,8%) 38 (64,4%)
Tumour Upper inner 7 (19,4%) 6 (10,2%)
Lower outer 1(2,8%) 5 (8,5%)
Lower inner 4 (11,1%) 2 (3,4%) 0,833
Central 5 (13,9%) 7 (11,9%)
Occult 0 (0%) 1(1,7%)
Tumour Tx 0 (0%) 1(1,7%)
diameter TO 1(2,8%) 0 (0%)
Tis 1(2,8%) 2 (3,4%)
T1 19 (52,8%) 31 (52,5%) 0,705b
T2 12 (33,3%) 23 (39%)
T3 2 (5,6%) 2 (3,4%)
T4 1(2,8%) 0 (0%)
Lymph  Node|NO 29 (80,5%) 44 (74,6%)
Metastasis N1 6 (16,7%) 11 (18,6%)
N2 0 (0%) 2 (3,4%) 0875
N3 1(2,8%) 2 (3,4%)
TNM Stage Stage 0 1(2,8%) 1(1,7%)
Stage | 17 (47,2%) 22 (37,3%)
Stage Il 15 (41,7%) 26 (44,1%) 0,770
Stage 111 2 (5,6%) 7 (11,9%)
Stage IV 1(2,8%) 3(5,1%)
ER Negative 10 (27,8%) 9 (15,3%)
Positive 26 (72,2%) 50 (84,7%) 013%°
PR Negative 9 (25%) 20 (33,9%)
Positive 27 (75%) 39 (66,1%) 0,361
P53 Negative 19 (52,8%) 26 (44,1%)
Positive 17 (47,2%) 33 (55,9%) 0.409°
c-erbB-2 Negative 22 (61,1%) 29 (49,2%) 0,257
Positive 14 (38,9%) 30 (50,8%)
KI-67 <15 18 (62,1%) 37 (75,5%)
15-45 4(13,8%) 5 (10,2%) 0,4112
>45 7(24,1%) 7 (14,3%)

a:Pearson Chi-Square, b:Fisher’s Exact test

Of the 22 axillary metastases, 7 (31.8%) were in the premenopausal
group, and 15 (68.2%) were in the postmenopausal group. Although
the highest ALN metastasis was in T2 tumours (n = 12), no statistically
significant correlation was found between lymph node metastasis

and tumour diameter (p> 0.05).

185




Kiirsat YEMEZ ve Ark.

DISCUSSION

Age is the most important independent risk factor for breast cancer, in
which dependent and independent risk factors are at varying degrees.
Female breast cancer is diagnosed at a median age of 62. Eighty-two per
cent of the women breast cancers are diagnosed 50 years old and older
ages. Additionally, 9 out of 10 deaths due to women breast cancer occur in
women aged 250 years. In other words, breast cancer is more common in
the postmenopausal period (2). The most important factor in determining
the prognosis of breast cancer and choosing the adjuvant treatment
protocol is the status of the axillary lymph nodes (8). Axillary dissection can
lead to a number of complications that impair quality of life, such as
lymphedema, seroma formation, nerve damage, paresthesia, and
limitation in shoulder movement. SLN is defined as the first lymph node to
receive lymphatic flow in the axilla. SLN biopsy is a less-invasive method
that provides information about axillary involvement and prognosis (3, 9).
Although SLN biopsy emerged as an alternative method to routine axillary
dissection, its use has become widespread rapidly. It has been determined
that SLN biopsy reduces complications such as lymphedema, arm pain, and
numbness compared to routine axillary dissection, as well as shortening
the length of hospital stay, reducing the cost, and allowing more accurate
and precise determination of adjuvant therapy (7, 10, 11). SLN biopsy has
been a standard approach in patients with clinically negative axilla in
determining the status of axillary metastasis of breast cancer (12). It was
reported that menopausal status has no correlation with SLN metastasis
(13, 14). In our study, 22 (23.1%) of 95 patients had ALN metastasis, 7 of
these patients were premenopausal (7.3%) and 15 were postmenopausal
(15.8%). Similar to the literature, it was observed that the rate of ALN
metastasis was higher in the postmenopausal patients in our study group
but the difference was not statistically significant. No correlation was
found between the side of breast cancer and the risk of SLN metastasis.
Similarly, it has been reported that the quadrant where the tumour is
located is not an effective parameter for SLN metastasis (13-15). Similar to
previous studies, we found that the side and quadrant have no prognostic
significance for SLN metastasis. Tumour diameter impacts ALN
involvement. As the diameter increases, there is an increase in the number
of metastatic nodes in addition to the axillary involvement. It has been
reported that the risk of axillary metastasis increases especially in tumours
larger than 2 cm (13-15, 16, 17). In addition, some authors (13, 14, 17)
reported that tumour size is an independent risk factor for SLN metastasis.
In our study, axillary lymph node metastasis was detected in 8 (16%) of 50
patients with T1 tumours, 12 (34.2%) of 35 patients with T2 tumours, and 1
(25%) of 4 patients with T3 tumours. In our study, although the relative risk
of axillary metastasis increased with increased tumour size, no statistically
significant difference was found between tumour size and axillary
metastasis. Dividing our patients into many groups between TO and T4
may have a role in this different result. Many methods including physical
examination, MMG, US, computed tomography, positron emission
tomography, and magnetic resonance imaging (MRI) are performed to

detect ALN metastasis (18).

Kiirsat YEMEZ et al.

MMG is the first step imaging for screening breast disease. Only the lower
part of the axillamay be seen on the MMG sections because MMG
positioning makes a larger part of the axillary tissue push out of the image.
This condition decreases the sensitivity of the MMG on axillary screening
(19). The sensitivity and accuracy of MMG were reported to be 21% and
79.5%, respectively (18). On the other hand, detecting suspicious nodes on
MMG was reported to reveal lymph nodes are metastatic with a specificity
rate of 99.5% (19). Axillary US is another indispensable imaging method for
evaluation of the status of ALN. Valente et al. (18) reported that sensitivity
and specificity of US were 21% and 99.5%, respectively. Another study from
China revealed that US had 69.4% sensitivity and 81.8% specificity for
detecting ALN metastasis of breast cancer (16). In another study, sensitivity,
specificity and accuracy of axillary US for ALN metastases was reported to be
47.6%, 95.7% and 78.7%, respectively (17). However, it was advocated that if
both US and MMG were negative for ALN metastasis, 82.8-86% of final SLNB
pathology would be benign (18, 20). In the presented study, the specificity of
breast US and MMG was found to be 89.4%, sensitivity was 9.09%, positive
predictive value 20%, negative predictive value 76.4%, and accuracy 70.2%.
Our results are consistent for specificity, but the sensitivity of US and MMG
in our series is lower than prior studies. This may be due metastatic patients
have mostly had 1-3 lymph node metastasis (N1) in our series.

A macroscopic sized tumour involvement is required to detect ALN
metastasis in scanning. Microscopic metastasis cannot be revealed by
imaging preoperatively. A negative US and MMG cannot exclude lymph
node metastasis due to high rates of false-negative (20). Combination of US
and MMG or any other imaging modalities are considered to not to be as
safe and sensitive as SLN biopsy on the evaluation of the axilla (18, 20). On
the other hand, preoperative imaging and FNAB were reported to be
effective for detecting 42% of the cases with ALN metastasis
(18).Preoperative FNAB may be applied to determine patients who are
candidates for neoadjuvant therapies in cases with suspicious ALN
metastasis on breast US and MMG (21).

This study has some limitations to be pointed out. It is a retrospective study
conducted in a single centre. Additionally, the sample size is inadequate.
Finally, US and MMG of our patients were evaluated by multiple

radiologists.

CONCLUSION

The sensitivity and specificity of MMG and breast US should be increased in
order to reduce unnecessary biopsies. Since breast US and MMG are human-
dependent diagnostic and screening tools, a high percentage of false
positives or false negatives may be found. Thus, these imaging modalities
should be evaluated by radiologists who are expert on breast diseases. In
addition, we believe that radiologists working in the field of MMG and US

should be periodically subjected to training and exams for proficiency.
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Uciincii Basamak Bir Universitesi Hastanesine Basvuran Tiirk Ve Miilteci
Gebelerin Toxoplasma Gondii, Rubella Ve Sitomegaloviriis Seropozitifliklerinin

Karsilastirilmasi

Comparison Of Toxoplasma Gondii, Rubella And Cytomegalovirus
Seropositivities Of Turkish And Refugee Pregnant Women Presented To A
Tertiary University Hospital

0z

Amag: Toxoplasma gondii, Rubella virlisii ve Sitomegalovirtis (CMV) gebelik doneminde
gegcirildiklerinde fetlste kalici hasarlara yol agabilmektedir. Amacimiz bdlgemizdeki
gebelerde T. gondii, rubella ve CMV seropozitifligini belirlemek ve miilteci gebeler ile
Tirk gebelerin seropozitifligini kargilastirmaktir.

Gere¢ ve Yontemler: Calismada Ocak 2017 ile Aralik 2019 yillari arasinda Karabik
Universitesi Egitim Arastirma Hastanesine bagvuran Tiirk ve miilteci gebelerin T. gondii,
rubella ve CMV IgM, IgG ve IgG avidite test sonuglari retrospektif olarak incelenmistir.
istatistiksel analiz igin SPSS 22.0 programi kullanilmistir.

Bulgular: Calismaya dahil edilen 3432 gebenin 3260 (%95) 1 Turk, 172 (%5) si multecidir.
Gebelerin yas ortalamasi 30.5445.5 dir. Tiirk gebelerde T. gondii, rubella ve CMV igin IgM
pozitifligi sirasiyla % 0.4, % 0.2 ve % 1.5; miltecilerde ise % 0.5, % 0.6 ve % 0.6 iken; Tirk
gebelerde T. gondii, rubella ve CMV igin IgG pozitifligi sirasiyla % 15, % 91.4 ve % 98.7;
miiltecilerde % 17.4, % 79 ve % 98.2 dir. Tirk gebelerde rubella IgG pozitiflik orani
miilteci gebelere gore daha yiiksek oranda olup aradaki fark anlamli bulunmustur
(p=0.001). 1gG avidite testi galigilan 51 kisinin %96 sinda yuiksek avidite indeksi saptanmig
primer akut enfeksiyon diglanmistir.

Sonug: Galismamizda T.gondii 1gG seropozitifligi literatlirdeki diger galismalara gore
distk oranlarda bulunmustur. Gebeler mutlaka T.gondii enfeksiyonunun bulas yollarina
karsi koruyucu tedbirler almalidir. Bolgemizdeki milteci gebelerde rubella IgG
seropozitifligi diusik oranlarda bulunmustur. Bu nedenle dogurgan yastaki milteci
kadinlar mutlaka rubella agisindan taranmali ve seronegatiflik durumunda bu kadinlara
asl yapilmasi saglanmalidir.

Anahtar Kelimeler: Gebe, Toxoplasma gondii, rubella, sitomegaloviris

Abstract

Aim: Our aim is to determine seropositivity of Toxoplasma gondii, rubella and
Cytomegalovirus (CMV) in pregnant women in our region and to compare the
seropositivity of Turkish and refugee pregnant women.

Materials and Methods: In the study, T. gondii, rubella and CMV IgM, IgG and IgG avidity
test results of Turkish and refugee pregnant women presented to Karabuk University
Training and Research Hospital between January 2017 and December 2019 were
retrospectively analyzed.

Result: Of the 3432 pregnant women included in the study, 3260 (95%) are Turkish and
172 (5%) are refugees. The mean age of pregnant women is 30.54 + 5.5. IgM positivity
for T. gondii, rubella and CMV was 0.4%, 0.2% and 1.5%, respectively, in Turkish
pregnant women; and 0.5%, 0.6% and 0.6%, respectively, in refugees; while IgG
positivity for T. gondii, rubella and CMV was 15%, 91.4% and 98.7%, respectively, in
Turkish pregnant women; and 17.4%, 79% and 98.2%, respectively, in refugees. Rubella
1gG positivity in Turkish pregnant women was higher than that of refugee, and the

difference was significant (p=0.001).
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Primary acute infection with high avidity index was excluded in 96% of
51 individuals.

Conclusion: In our study, Toxoplasma gondii IgG seropositivity was
found to be lower compared to other studies. Pregnant women must
necessarily take protective measures against transmission routes of
T.gondii infection. Rubella 1gG seropositivity was found to be at low
rates in refugee pregnant women. Therefore, refugee women of
fertile age should definitely be screened in terms of rubella, and
should be vaccinated in case of seronegativity.

Keywords: Pregnant, Toxoplasma gondii, Rubella, Cytomegalovirus

Introduction

Toxoplasma gondii, rubella virus and Cytomegalovirus (CMV) are
classified as TORCH pathogens, and they may lead to adverse
outcomes when pregnant women have these infections during their
pregnancies (1, 2). Toxoplasma gondii infection is usually transmitted
by consuming foods that are contaminated with cat feces containing
oocyst or undercooked or raw meats, and it has an asymptomatic or
mild course in individuals with a strong immune system. However, it
may lead to miscarriages, stillbirths or intrauterine malformations in
the fetus in individuals who are infected during pregnancy (3, 4).
Rubella virus may cause congenital rubella syndrome when pregnant
women have it in the first two months of pregnancy (5). This
syndrome results in multiorgan damage, such as congenital heart
disease, glaucoma, cataract, hearing disorders, and mental
retardation. In addition, an important step has been taken toward
control of rubella infection with the increase in the number of
countries implementing the vaccination program (6, 7). CMV, another
TORCH group infection, is considered to be the virus that is the most
common cause of intrauterine infections at a rate of 0.3-2.4%. This
virus is transmitted through saliva, urine and genital secretions.
Vertical transmission may be observed after primary infection of
pregnant women and reactivation in seropositive individuals.
Congenital CMV infection leads to serious fetal defects such as growth
intracerebral

(2,8,9).

retardation, microcephaly, hearing loss, and
calcifications

TORCH screening in pregnant women can facilitate early diagnosis of
infections, but no definite opinion has been reported about the
necessity of screening. This is because the prevalence of TORCH
infection varies between countries and regions. Therefore
seropositivity rates for a particular region should be known first in
order to decide whether routine screening of these agents should be

performed in pregnant women in that region (8, 10, 11).

Comparison OfToxoplasma Gondii, Rubella And Cytomegalovirus Seropositivities Of Turkish And
Refugee Pregnant Women Presented To A Tertiary University Hospital

The hospital in our province is one of the tertiary healthcare centers of the
Western Black Sea Region, and there are many patients from the
surrounding provinces. In addition, there are about ten thousand refugees,
mostly Syrian, in our province who migrated from other countries. Tests
used for screening in TORCH infections are IgM and IgG antibody tests, and
IgG avidity tests also help distinguish between primary acute infection and
recurrent or past infection (12). High avidity index in the first trimester
indicates that the individual had the infection at least three months ago.
Low avidity test results indicate the possibility of a primary acute infection
(13). In the present study, our aim is to determine seropositivity of T. gondii,
rubella and CMV in pregnant women in our region and to compare

seropositivity in refugee pregnant and Turkish pregnant women.

Material and Method

The present study is retrospective, and T. gondii, rubella and CMV IgM, 1gG
and 1gG avidity test results of Turkish and refugee pregnant women who
presented to Karabuk University Training and Research Hospital between
January 2017 and December 2019 were included in the study. Toxoplasma
gondii, rubella and CMV IgM and 1gG tests were conducted in the serum
samples using Enzyme Linked Immunosorbent Assay (ELISA) method on the
ARCHITECT i2000 SR device (Abbott Diagnostics, USA). In the system; for T.
gondii IlgM, values below 0.5 IU/ml are considered negative, values between
0.5 and 0.59 IU/ml are considered borderline, and values equal to and above
0.6 IU/ml are considered positive; for T. gondii 1gG, values below 1.6 IU/ml
are considered negative, values between 1.6 and 2.9 IU/ml are considered
borderline, values equal to and above 3 IU/ml are considered positive; for
Rubella IgM, values below 1.2 IU/ml are considered negative,
values between 1.2 and 1.59 IU/ml are considered borderline, and values
equal to and above 1.6 IU/ml are considered positive; for Rubella IgG,
values below 5 IU/ml are considered negative, values between 5 and 9.99
IU/ml are considered borderline, and values equal to and above 10 IU/ml
are considered positive; for CMV IgM, values below 0.85 I1U/ml are
considered negative, values between 0.85 and 0.99 IU/ml are considered
borderline, and values equal to and above 1 IU/ml are considered positive;
for CMV IgG, values below 6 IU/ml are considered negative, and
values equal to and above 6 IU/ml are considered positive. For T. gondii,
CMV or rubella, when IgM and IgG are both positive, the IgG avidity test was
additionally run on the VIDAS® device. The avidity index was reported to be
high if it was greater than 0.29, and low if it was less than 0.2 for
Toxoplasma gondii; high if it was greater than 60%, and low if it was less
than 40% for rubella; and high if it was greater than 0.65, and low if it was
less than 0.40 for CMV. This study was approved by the Noninvasive Clinical
Research Ethics Board of Karabuk University (approval number:2020/235).
Statistical analysis SPSS 22.0 program (SPSS Inc, Armonk, NY, USA) was used

for statistical analysis of the data obtained in the study.
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Descriptive statistics were expressed in numbers (n), percentages (%),
and median values. Pearson chi-square test and fisher exact test were
used for group comparisons. p <0.05 was considered statistically
significant.

Results

3432 pregnant women who presented to our hospital within the period
2017-2019 were included in the present study, and 3260 (95%) of these
women were Turkish, while 172 (5%) of them were refugee pregnant
women. The mean age of the pregnant women was 30.54 + 5.5. IgM
positivity for T. gondii, rubella and CMV was 0.4%, 0.2% and 1.4%,
respectively; and IgG positivity was 15.2%, 90.8% and 98.7%, respectively
in all pregnant women. T. gondii, rubella and CMV IgM and 1gG positivity
rates of Turkish and refugee pregnant women are given in Table 1.
Rubella 1gG positivity rates among Turkish pregnant women and refugee
pregnant women were 91.3% and 79%, respectively, and the difference
was significant (p: 0.001). The results of IgG avidity test for T. gondii,
rubella and CMV in Turkish and refugee pregnant women are given in
Table 2.

Table 1. Toxoplasma gondii, Rubella and Cytomegalovirus IgM and IgG

seroprevalence in Turkish and refugee pregnant women

Turkish pregnant women Refugee pregnant women p value
n % n %
T. gondii IgM
Positive 12 0.4 1 0.5 0.482
T. gondii IgG
Positive 490 15 30 174 0.6°
Rubella IgM
Positive 5 0.2 1 0.6 0.392
Rubella IgG
Positive 2979 91.4 136 79 0.001°
CMV* IgM
Positive 48 15 1 0.6 0.5
CMV 1gG
Positive 3218 98.7 169 98.2 0.492

a: Fisher’s exact test. b: Pearson’s chi-square test.
*: Cytomegalovirus

Table 2. IgG avidity test results of T. gondii, rubella and CMV IgM and
1gG positive cases

1gG avidity index (n (%))

Low High Not tested Total
T. gondii 1gG (+) IgM (+) 2(15) 7(54) 4(31) 13(100)
Rubella 1gG (+) IgM (+) - 5 (84) 1(16) 6 (100)
CMV IgG (+) IgM (+) - 39 (80) 10 (20) 49 (100)

Sibel MUTLU et al.

Discussion

Although TORCH infections have an asymptomatic or mild course
during pregnancy, they may cause permanent damage to the fetus.
Serological tests have high sensitivity and specificity in the diagnosis of
these infections (8). In the present study, we determined T.gondii,
rubella and CMV seropositivity in pregnant women in our province,
where there is a high refugee immigration. We also compared
seropositivity of these infections between refugee and Turkish
pregnant women. If we first examine T.gondii seropositivity, T. gondii
IgM positivity was found to be 0.4% in Turkish pregnant women vs.
0.5% in refugee pregnant women, and T. gondii 1gG seropositivity was
found to be 15% in Turkish pregnant women vs. 17.4% in refugee
pregnant women, which were close to each other, in the present study.
In the study by Altunal et al. (8) comparing the seropositivity of TORCH
group agents between Syrian pregnant women and Turkish pregnant
women, T. gondii 1IgM positivity was similar to the present study,
whereas T. gondii 1gG positivity rate was 26.3% in Turkish pregnant
women and 58.3% in Syrian refugees. Sirin et al. (12) found that IgM
positivity was 1.9%, and IgG positivity was 32.3% for T. gondii in
pregnant women, while Aynioglu et al. (11) found T. gondii 1gM
positivity to be 2.5%; and T. gondii IgG positivity to be 43.9% in 1800
pregnant women. It may be seen that T. gondii IgG positivity is lower in
the present study compared to other studies. Nine patients with
positive Toxoplasma gondii 1IgM and IgG were tested for avidity, and
low avidity indices were observed in two individuals. Since the present
study is retrospective, it could not be clarified whether these two
pregnant women had a primary infection.

Rubella infection screening in pregnant women is recommended for
those who have not been vaccinated and those who have not had this
infection before. Rubella vaccination has been routinely performed in
Turkey since 2006, and IgG seropositivity is observed at high rates
thanks to the effect of the vaccine (14). In the studies conducted, Kader
et al. (15) found IgM/IgG seropositivity to be 0.1/94% in pregnant
women in Yozgat province; Asik et al. (14) found it to be 1.8/92.5% in
pregnant women in Afyon province; and Obut et al. (16) found it to be
0.1/94.1% in Diyarbakir province. This rate was 0.2/90.8% in the
present study, which was similar to the data of Turkey. Rubella IgM
antibodies can be positive in tests for a year or longer after natural
infection, vaccination, or asymptomatic infection. Therefore, the IgG
avidity index must definitely be analyzed (17). In the present study, five
of six patients with positive rubella IgM and IgG were tested for IgG
avidity, and a high index was found in all of them. This excludes
primary infection. One of the remarkable results in the present study is
that the rubella IgG positivity rates among Turkish and refugee
pregnant women were 91.3% and 79%, respectively, and the difference
was significant. Similar to the present study, Altunal et al. (8) reported
that rubella IgG positivity was 93.8% in Turkish pregnant women, while

it was lower (87.4%) in Syrian pregnant women.
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This may be explained by the sending country not having followed the
vaccination program for rubella.

CMV infection during pregnancy is the most common cause of
congenital malformations (18). While CMV seroprevalence is 50 to 85%
in developed countries, the prevalence in developing countries is close
to 100% (7). CMV IgM positivity has varied between 0.2% and 1.6%;
and CMV IgG positivity has varied between 98% and 100% in the
studies conducted in Turkey (7, 8, 16, 19). In the present study, CMV
18G positivity was 98% in both Turkish and refugee pregnant women,
while CMV IgM positivity was 1.5% in Turkish pregnant women, and
0.6% in refugee pregnant women. Thirty-nine of 49 pregnant women
who were found positive for CMV IgM were tested for avidity, and all
of them had a high avidity index, which did not suggest primary CMV
infection.

The main limitations of this study are that it is retrospective, and the
numbers of Turkish and refugee pregnant women are not evenly

distributed.

Comparison OfToxoplasma Gondii, Rubella And Cytomegalovirus Seropositivities Of Turkish And
Refugee Pregnant Women Presented To A Tertiary University Hospital

In conclusion, since T.gondii 1gG seropositivity was found at very low
rates in the present study, pregnant women should necessarily be
informed about the transmission route of T.gondii infection as well as
the permanent damage to the fetus it may cause, and protective
measures should be taken. In addition, rubella 1gG seropositivity was
significantly lower in pregnant refugees in our region compared to the
data of Turkey. Therefore, refugee women of fertile age should
definitely be screened in terms of rubella, and these women should be

vaccinated in case of seronegativity.
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Kollajen Doku Hastaligi ile iliskili interstisyel Akciger Hastahgi ile idiopatik

Pulmoner Fibrozisin BT Bulgulari Arasindaki Farklar

Differences Between CT Findings of Collagen Tissue Disease Associated

Interstitial Lung Disease and Idiopathic Pulmonary Fibrosis

0z

Amag: Bu galismada kollajen doku hastaligi ile iliskili interstisyel akciger hastaligi (KDH-
iAH)'ni interstisyel pulmoner fibrozis (iPF)’den ayirt etmede kullanilabilecek yiiksek
¢ozUnurlaklu bilgisayarli tomografi (YCBT) bulgularinin tanimlanmasi amaglanmaktadir.
Gereg¢ ve Yontem: Hastane veri tabani retrospektif olarak taranarak 2016-2020 yillari
arasinda tani alan ve YCBT incelemeleri bulunan KDH-IAH ve iPF olgulari calismaya dahil
edildi. YCBT'de olagan interstisyel pnémoni (OiP), olasi OiP ve nonspesifik interstisyel
pndémoni (NSIP) paternleri, retikiilasyon, balpetegi, biyiik balpetegi kist, traksiyon
bronsektazisi, buzlucam, diiz kenar bulgusu ve anterior Ust lob bulgusu KDH-IAH ve iPF
gruplari ve KDH'nin romatoid artrit (RA), skleroderma ve Sjégren sendromu subgruplari
arasinda karsilagtirildi.

Bulgular: Calismaya 50’si IPF, 50’si KDH olmak iizere 100 hasta dahil edildi. KDH
grubunun %30’u (n=15) RA, %8’i skleroderma (n=29) ve %12’si (n=6) Sjégren sendromu
taniliydi. IPF grubunda retikiilasyon, balpetegi ve traksiyon bronsektazisi (OiP paterni),
KDH grubunda ise buzlucam (NSIP paterni) anlamli olarak daha fazlaydi. Anterior st lob
bulgusu ve diiz kenar bulgusu agisindan iPF ve KDH-IAH gruplari arasinda anlamli fark
yoktu. Ancak diiz kenar bulgusu Sjégren’de KDH’nin diger subgruplarina gére anlaml
olarak daha fazlaydi. Skleroderma grubu iPFe gére daha gen¢ ve kadin agirlikli
olgulardan olusmaktaydi. Sklerodermada buzlucam ve NSIiP paterni iPF’ye gore daha
fazla, retikiilasyon, balpetegi, bliyiuk balpetegi kistler ve traksiyon bronsektazisi daha az
oranlarda saptandi.

Sonug: YCBT, iPF ve KDH-IAH tanisi ve ayirici tanisinda 6nemli bir rol oynamaktadir. Diiz
kenar bulgusu Sjégren’e bagli IAH’ni, RA ve sklerodermanin akciger tutulumundan ayirt
ettirebilir. Anterior (st lob bulgusu iPFde ve KDH-iAH’da OIiP paternine eslik
edebilmektedir.

Anahtar Kelimeler: Akciger; bilgisayarli tomografi; interstisyel pulmoner fibrozis; kollajen

doku hastaligi

Abstract

Aim: In this study, it is aimed to define high resolution computed tomography (HRCT)
findings that can be used to distinguish collagen tissue disease associate dinterstitial
lung disease (CTD-ILD) from interstitial pulmonary fibrosis (IPF).

Material and Methods: The hospital database was scanned retrospectively and CTD-ILD
and IPF cases diagnosed between 2016-2020 with HRCT examinations were included.
Usual interstitial pneumonia (UIP), probable UIP and nonspecific interstitial pneumonia
(NSIP) patterns, reticulation, honeycombing, large honeycomb cysts, traction
bronchiectasis, ground-glass, straight edge sign and anterior upper lobe sign were
compared between CDH-ILD and IPF groups and rheumatoid arthritis, scleroderma and

Sjogren's syndrome sub groups.
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Fibrozisin BT Bulgulari Arasindaki Farklar

Results: There were 100 patients (50 IPF and 50 CTD-ILD). Among CTD
group 30% (n=15) was RA, 8% (n=29) was scleroderma and 12% (n=6)
was Sjogren’s syndrome. Reticulation, honeycombing and traction
bronchiectasis (UIP) were significantly higher in the IPF group, and
ground-glass (NSIP) was significantly higher in the CDH group. There
was no significant difference between IPF and CDH-ILD groups in
terms of anterior upper lobe and straight edge signs. Straight edge
sign was significantly higher in Sjogren than other subgroups of CTD.
The scleroderma group consisted of younger and mostly female cases
compared to IPF. Ground-glass and NSIP patterns were found more
commonly in scleroderma than IPF, while reticulation, honeycombing,
large honeycomb cysts and traction bronchiectasis were found less.
Conclusion: HRCT plays an important role in the diagnosis and
differential diagnosis of IPF and CTD-ILD. Straight edge sign can
distinguish Sjogren's sydrome ILD from lung involvements of RA and
scleroderma. Anterior upper lobe sign may accompany the UIP
pattern in IPF and CTD-ILD.

Keywords: Collagen tissue disease; computed tomography; interstitial
pulmonary fibrosis; lung

Girig

Romatoid artrit (RA), skleroderma, Sjogren sendromu gibi kollajen
doku hastaliklarinin (KDH) akcigerlerde siklikla olusturdugu interstisyel
akciger hastaligi (iAH) énemli bir mortalite ve morbidite nedenidir (1).
idiopatik pulmoner fibrozis (iPF) ise sebebi bilinmeyen, kronik,
ilerleyici akciger fibrozisi olup fatal seyir géstermektedir (2). Her iki
hastaligin da akciger tutulumlarinin tanisinda yuksek ¢ozunurliklu
bilgisayarli tomografi (YCBT) 6nemli bir rol oynamaktadir. Bu
hastaliklarin akcigerlerde olagan interstisyel pnémoni(QOiP), olasi OIP
ve nonspesifik interstisyel pnédmoni (NSIP) paterni gibi ortak radyolojik
bulgular olusturdugu bilinmektedir. Anterior Ust lob bulgusu ve diz
kenar bulgusu gibi spesifik YCBT bulgularinin  bu hastaliklari
birbirinden ayirt etmede kullanilabilecegi bildirilmistir (3). Ancak bu
konuda literatiir verileri yetersizdir. Bu ¢alismada KDH ile iliskili IAH ni
(KDH-IAH), iPF’den ayirt etmede kullanilabilecek YCBT bulgularinin
arastirilmasi amaglanmaktadir.

Gereg ve Yontemler

Bu c¢alisma Helsinki ilkelerine uygun olarak yapildi ve Katip Celebi
Universitesi etik kurulu tarafindan onaylandi (02.07.2020, 793).
Retrospektif olmasi nedeni ile aydinlatiimis onam formundan feragat
edildi. Hastanemizin elektronik veri tabani ICD-10 kodlari kullanilarak
tarandi ve 2014-2020 yillari arasinda IPF ve KDH tanisi alan hastalar
saptandi. KDH, romatoid artrit (RA), skleroderma ve Sjogren
subgruplarina ayrildi. Bu hastalardan YCBT incelemesi yapilmis olanlar

¢alismaya dahil edildi.

Differences Between CT Findings of Collagen Tissue Disease Associated Interstitial Lung Disease
and Idiopathic Pulmonary Fibrosis

Yas, cinsiyet, YCBT'lerdeki akciger tutulum bulgulari Fleischner Dernegi’'nin
toraks gorintileme terimleri soézlugiine goére (4) buzlucam opasite,
retiklilasyon, balpetegi, traksiyon bronsektazisi ve Amerikan Toraks Dernegi
ydnergesine gére (5) OIP, olasi OIP ve NSIP paternleri olarak adlandirildi.
YCBT'de iki cm’den biylk capl balpetegi kistler buyik balpetegi kistler
olarak tanimlandi. Koronal reformat kesitlerde akciger bazallerine sinirli olan
fibrozisin kraniokaudal yénde diiz ve keskin bir hat ile sonlanmasi diiz kenar
bulgusu, balpeteginin veya diger fibrozis bulgularinin aksiyel kesitlerde st
loblarin anterior kesimlerinde yogun olarak goriilmesi ise anterior Ust lob
bulgusu olarak tanimlandi (3). Bulgular iPF ve KDH gruplari ve KDH’nin
subgruplari arasinda karsilastirildi.

istatistiksel Analiz

istatistiksel analiz SPSS (versiyon 22.0) programi ile yapildi. Parametrik
veriler igin bagimsiz gruplarda iki ortalama arasindaki farkin nemlilik testi
(student’s t test) ve Varyans analizi; non-parametrik veriler igin, Kruskal-
Wallis testi, Mann Whitney U testi, sayimlarla elde edilmis verilerin
degerlendirilmesi igin Ki-kare ve Fisher’ Exact testi kullanildi. p<0,05
istatistiksel olarak anlamli kabul edildi.

Bulgular

Calismada 50 KDH (38 kadin, 12 erkek, yas ortalamasi 61,2+12,9) ve 50 IPF
(12 kadin 38 erkek, yas ortalamasi 69,4+9,5) olmak {izere 100 hasta vardi. iPF
grubu, yas ortalamasi KDH grubuna gore anlamh olarak daha yiiksek
(p=0,001) ve ¢ogunlugu erkek olan (p<0,001) hastalardan olusmaktaydi. KDH
grubunda hastalarin %30’u (n=15) RA, %8'’i skleroderma (n=29) ve %12’si
(n=6) Sjégren tanili idi. IPF grubunda OIP paterni, retikiilasyon, balpetegi ve
traksiyon brongektazisi (Resim 1), KDH grubunda ise NSIiP paterni ve

buzlucam anlamli olarak daha fazla oranlarda saptandi (Resim 2).

Resim 1: iPF tanili 58 yasinda kadin (a) ve 73 yasinda erkek (b,c) olgulara ait
YGCBT kesitlerinde; bilateral akciger bazallerinde periferik dominansi gosteren
OiP paterni ile uyumlu retikiilasyon (a), balpetegi kistler (ok baslari), biyiik
balpetegi kist (*) ve traksiyon bronsektazileri (oklar) gérilmektedir.
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Resim 2: Skleroderma tanili 63 yasinda kadin olguya ait YCBT kesitinde;
her iki akciger bazalinde traksiyon bronsektazileri (oklar) iceren simetrik
periferal buzlucam opasiteler, NSIiP paterni ile uyumludur. Subplevral
parankimin ince bir hat seklinde korunduguna dikkat ediniz (ok baslan).

OiP paterni, iPF'de %80, KDH’da %52 oraninda izlendi ve aralarinda
anlaml fark vardi (p<0,001). Olasi OiP paterni agisindan iki grup

arasinda anlamli fark bulunmadi (Tablo 1).

Tablo 1: KDH ve iPF hastalarinin demografik ozellikleri ve YCBT

bulgularinin karsilagtiriimasi

KDH (n=50) (%) iPF (n=50) (%) p
Yas (ortalamazSS) 61,2+12,9 69,4+9,5 0,001
Cinsiyet
Kadin 38 (76,0) 12 (24,0) <0,001
Erkek 12 (24,0) 38 (76,0)
Patern
oiP 26 (52,0) * 40 (80,0) * <0,001
Olas1 OiP 10 (20,0) 10 (20,0)
NSiP 14 (28,0) * 0(0,0) *
Anterior iist lob bulgusu
Var 15 (30,0) 13 (26,0) 0,656
Yok 35 (70,0) 37 (74,0)
Diiz kenar bulgusu
Var 17 (34,0) 10 (20,0) 0,115
Yok 33 (66,0) 40 (80,0)
Buzlucam
Var 23 (46,0) 4(8,0) <0,001
Yok 27 (54,0) 46 (92,0)
Retikiilasyon
Var 37 (74,0) 49 (98,0) 0,001
Yok 13 (26,0) 1(2,0)
Balpetegi
Var 25 (50,0) 40 (80,0) 0,002
Yok 25 (50,0) 10 (20,0)
Biiyiik balpetegi kistler
Var 3(6,0) 11 (22,0) 0,021
Yok 47 (94,0) 39 (78,0)
Traksiyon bronsektazisi
Var 31 (62,0) 48 (96,0) <0,001
Yok 19 (38,0) 2 (4,0)

KDH: kolajen doku hastaligi, IPF: interstisyel pulmoner fibrozis, OIP:
olagan interstisyel pndmoni, NSIP: nonspesifik interstisyel pnémoni, SS:
Standart sapma, *Anlamli fark yaratan gruplar

Duz kenar bulgusu Sjogren’de diger subgruplara gére anlamli olarak daha
fazlaydi (p=0,025) (Resim 3).

Sebnem KARASU et al.

Resim 3: Diiz kenar bulgusu: Sjogren sendromu tanili 55 yasinda kadin
olguya ait koronal reformat YCBT kesitinde; bilateral akciger
bazallerinde, normal parenkimden diiz bir hat ile ayrilan OIP

paterninde interstisyel fibrozis izlenmektedir.

iPF’de traksiyon bronsektazisi RA’e gére daha fazla goriildii (p=0,006).
IPF skleroderma ile karsilastirildiginda ise yas, cinsiyet, tutulum paterni,
buzlucam, retikiilasyon, balpetegi ve traksiyon bronsektazisi varligi

acisindan iki grup arasinda anlamli anlamli farklar vardi (Tablo 2).

Tablo 2: Skleroderma ve iPF hastalarinin demografik 6zellikleri ve YCBT

bulgularinin karsilagtiriimasi

Skleroderma (n=29) iPF (n=50) (%) p
(%)
Yas (ortalamazSS) 56,9+12,9 69,4+9,5 <0,001
Cinsiyet
Kadin 25 (86,2) 12 (24,0) <0,001
Erkek 4(13,8) 38 (76,0)
Patern
oiP 12 (41,4)* 40 (80)* <0,001
Olas1 OiP 6 (20,7) 10 (20)
NSiP 11 (37,9)* 0 (0)*
Anterior iist lob bulgusu
Var 8(27,6) 13 (26) 0,878
Yok 21 (72,4) 37 (74)
Diiz kenar bulgusu
Var 8 (27,6) 10 (20) 0,438
Yok 21 (72,4) 40 (80)
Buzlucam
Var 17 (58,6) 4 (8) <0,001
Yok 12 (41,4) 46 (92)
Retikiilasyon
Var 19 (65,5) 49 (98) <0,001
Yok 10 (34,5) 1(2)
Balpetegi
Var 12 (41,4) 40(80) <0.001
Yok 18(72,1) 10(20)
Biiyiik balpetegi Kistler
Var 1(3,4) 11 (22) 0,047
Yok 28 (96,6) 39 (78)
Traksiyon bronsektazisi
Var 17 (58,6) 48 (96) <0,001
Yok 12 (41,4) 2(4)

iPF: interstisyel pulmoner fibrozis, OIP: olagan interstisyel pnémoni,
NSIP: nonspesifik interstisyel pnémoni, SS: Standart sapma,
*Anlaml fark yaratan gruplar
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Anterior (st lob bulgusu ve diiz kenar bulgusu KDH’da iPF’ye gére daha
fazla gorilmekle birlikte aradaki fark anlamh bulunmadi (sirasiyla
p=0,656 ve p=0,115). KDH’da retikiilasyon ve balpetegi ile buzlucam
negatif (sirasiyla r=-0,551ve r=-0,602), anterior Ust lob bulgusu (Resim
4) balpetegi ile pozitif (r=0,306), diz kenar bulgusu buyik balpetegi

kistler ile pozitif korelasyon gdstermekteydi (r=0,352). iPF'de ise

Differences Between CT Findings of Collagen Tissue Disease Associated Interstitial Lung Disease
and Idiopathic Pulmonary Fibrosis

iPF icin tanisal kabul edilen OIiP paterni, RA basta olmak iizere KDH-
iAH’'da da siklikla gérilebilmektedir (11,12). KDH-IAH (%31),
andiferansiye KDH-IAH (%32) ve IPF (%37) gruplarini iceren toplam
203 hasta ile yapilan bir ¢alismada BT bulgulari agisindan gruplar
arasinda anlamli farkhhk bulunmamistir (13). Ancak Chung ve ark.

KDH ile iliskli OiP’yi IPF’ye ait OiP’den ayirt etmek icin Gg tane yeni

anterior Gst lob bulgusu ile balpetegi ve biyik balpetegi kistler bulgu 6nermiglerdir. Bu bulgular fibrozis alaninin %70’inden fazlasinin

arasinda pozitif korelasyon vardi (sirasiyla r=0,296 ve r=0,346). balpetegi kistlerden olustugu abartil bal petegi bulgusu, normal
akciger parankimi ile fibrozis arasinda keskin bir hat seklinde izlenen
diiz kenar bulgusu ve fibrozisin akciger bazalleriyle birlikte Ust loblarin
anterior kesimlerini tuttugu anterior Ust lob bulgusudur. Bu
bulgularin KDH-IAH'da (%22,3-25,4), iPF’ye gbre (%6,0-12,8) daha sik
goruldiguni ve ve duz kenar bulgusunun en duyarli (%25,4) ve 6zgll
(%94) bulgu oldugunu bildirmiglerdir (3). Bu galismada tanimlanan
bulgularin tamami yalnizca OIP paterninde arastirilmis NSIP paterni
ile  kargilastirma yapilmamistir. OIP ve NSIP paternlerinin

karsilagtirildigl baska bir ¢alismada diiz kenar bulgusunun bilateral

yoklugunun biyopsi ile kanitlanmis OIP igin yiiksek dzgiilliikte oldugu

(%93,3) saptanmig ve bu bulgunun OIiP’yi NSiP’den ayirt etmede
kullanilabilecegi sonucuna varilmis, ancak paternlerin hangi hastalk

grubuna (iPF, KDH) ait oldugu belirtilmemistir (13). Calismamizda diiz
Resim 4: Anterior list lob bulgusu: Skleroderma tanili 56 yasinda kadin . .

kenar bulgusu ve anterior Ust lob bulgusu OIP ve NSIP paternleri
olguya ait YCBT kesitinde; bilateral akciger st lob anterior kesimlerinde .

. arasinda degil IPF ve KDH gruplari arasinda karsilastiriimistir. Dz

OIP paterni ile uyumlu, simetrik retikiilasyon ve balpetegi fibrozis )

kenar bulgusun yoklugu IPF grubunda %80 oraninda saptanmis olup
izlenmektedir.

KDH grubundan (%66) yiiksek olmakla birlikte aradaki fark istatistiksel

olarak anlamh dizeye ulasmamistir. Diger ¢alismalarda elde edilen
TARTISMA
. sonuglara gore olusan bu farkli sonucun ¢alismamizda KDH grubunun
IPF, ileri yas, erkek cinsiyet gibi demografik o6zelliklerin yani sira
her iki paterni de icermesi olabilecegini disiinmekteyiz. Literatirde
multisistemik tutulum bulgularinin  olmamasi, antikor negatifligi,
diz kenar bulgusunu KDH subgruplari arasinda karsilagtiran bir
tanimlanabilen diger etiyolojik faktorlerin bulunmamasi gibi klinik ve
. ¢alisma bulunmamaktadir. Calismamizda incelenen parametreler
laboratuar o6zellikler ile KDH-IAH’dan ayirt edilmekle birlikte tanisi igin .
. . KDH-IAH subgruplari arasinda karsilastirildiginda yalnizca diz kenar
YCBT’'de OIP paterninin tanimlanmasi gerekmektedir. OIP paterni ise
bulgusu Sjogren’de (%83,3) skleroderma (%27,6) ve RA’e (%26,7) gore
bazal ve periferal agirlikli interlobulerseptal kalinlasma (retiktlasyon),
istatistiksel olarak daha fazla oranda saptanmistir. Diiz kenar
balpetegi bulgusu ve traksiyon bronsektazileri ile karakterizedir (6-8).
. . bulgusunun sebebi net olarak bilinmemekle birlikte yapilan
IPF’nin tersine KDH-IAH daha geng yasta ve ¢ogunlukla kadin olgularda . . .
calismalarda NSIP ya da NSIP zemininden gelismis bir OIP’nin
gorulmektedir. Akciger diginda plevra, vaskiler yapilar, havayollari ve .
gostergesi  olabilecegi (14) ve NSIP paternindeki fibrozisin
ekstratorasik multisistemik tutulum bulgulari eslik etmektedir. Akciger
. . . peribronkovaskiiler aksiyel alandan baslayarak hastalik ilerledikge
tutulumu ise basta NSIP paterni olmak tzere, OIP, olasi OIP, kriptojenik
. akcigerin lateral kenarlarina ulasip bu bulguya neden olabilecegi 6ne
organize pnoémoni (KOP) ve lenfositik interstisyel pnémoni (LIP) gibi
. suriilmektedir (3). Sjogren’de de benzer bir fizyopatolojik stire¢ buna
degisik paternlerde izlenmektedir. En sik goérilen NSIP paterni
yol agiyor olabilir ancak duz kenar bulgusunun nasil ortaya giktiginin
radyografik olarak retiklilasyon ve traksiyon bronsektazilerinin eslik
anlasilmasi igin fibrozis slrecinin uzun dénem takip YCBTler ile
ettigi buzlucam opasiteler ile karakterizedir (9,10). Calismamizda da
degerlendirilmesi gerektigini disinmekteyiz.
literatir tanimlarina uygun sekilde retikiilasyon ve balpeteginin

izlendigi OIP paterni iPF'de (%80), KDH-IAH’na gére (%52) daha yiiksek
oranda bulunmustur. Buzlucamin izlendigi NSIP paterni ise KDH-IAH’da

(%28) IPF’e (%0) gére daha sik olarak bulunmustur.
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Sebnem KARASU ve Ark.

KDH-IAH’larini birbirinden ayirt etmek icin kullanilabilecek spesifik BT
bulgularinin arastirildigi bir ¢alismada Yamakawa ve ark. anterior Ust lob
balpetegi benzeri lezyonun RA ile iliskili iIAH’nin OIP ve NSIP paternleri
icin spesifik bir gortntileme bulgusu oldugunu belirtmislerdir (15).
OiP’nin erken déneminde gériilen buzlucam opasiteler, fibrozisin
progresyonu ile balpetegine donusmektedir (15). Calismamizda
bulgularin  zaman igindeki degisimi arastirilmamis olmakla birlikte
retikilasyon ve balpeteginin buzlucam ile ters yonde korelasyon
gostermesi bu veriyi desteklemektedir. Literatiirde anterior Ust lob
bulgusu OIP paterni igin tanimlanmistir (3). Bu nedenle galismamizda
hem IPF hem de KDH-IAH grubunda balpetegi kistlerin varligi ile pozitif
korelasyon gostermistir.

Fleishner toplulugu, IAH'nin son evresini temsil eden balpetegini,
boyutlari 3-10 mm arasinda degisen, iyi sinirli duvar yapisina sahip,
kiimelesmis kistik hava bosluklari olarak tanimlamaktadir (4). iPF’de
balpetegi igerisinde ¢aplari 2 cm’yi gegen buytk kistler de
bulunabilmektedir. Alveoler septal destriiksiyon ile bronsioler stenoz ve
obliterasyonun blyik kistlerin gelisimde rol oynadigi 6ne sirilmektedir
(17). KDH-iAH’'da da makrokistik balpetegi tanimlanmistir (18).
Calismamizda biyiik balpetegi kistler, iPF grubunda anterior st lob
bulgusu ile ve KDH-IAH’da diiz kenar bulgusu ile pozitif korelasyon
gostermistir.

Akciger goruntlilemesinde traksiyon bronsektazisi ve bronsiolektazileri,
fibrozisin 6nemli bir ayirt ettirici bulgusu ve prognostik belirtecidir (19).
BT’de havayollarinda diizensiz varikéz goriiniime neden olur. OiP’de
baskin sekilde akcigerlerin periferinde retikiilasyon ve buzlucam
opasitelerle birlikte izlenir (20). Buzlucam varliginda traksiyon
bronsektazisi gériilmemesi ise NSiP’in seliiler formunu akla getirmektedir
(21). Cahsmamizda traksiyon bronsektazisinin, KDH’nin subgruplarini
ayirt ettirmedigi goériilmekle birlikte IPF’de RA ve sklerodermaya gore
anlamli olarak daha fazla oranda saptanmistir. Bu durumun iPF'de
fibrozisin KDH’na gére daha yogun ve kaba olmasi ve olasilikla NSiP’in
tamaminin  fibrotik olmamasi ile

paternde aciklanabilecegini

distinmekteyiz.

Sebnem KARASU et al.

Sklerodermali olgularin %80’inde YRBT'de iAH bulgular gériilmektedir ve en
sik periferal buzlucam opasiteler ve traksiyon bronsektazileri ile karakterize
fibrotik NSIP paterni izlenmektedir (22).

Desai ve ark. sistemik sklerozlu olgulardaki IAH’da tutulumunun iPF’ye gére
daha sinirli, daha az kaba ve buzlucam agirlikh oldugu, idiopatik NSiP’e
benzerlik gosterdigi sonucuna varmislardir (23). Ancak yapisal bozulma,
retikiilasyon ve balpetegi ile karakterize OIP paterni de %44’e varan
oranlarda gorilebilmektedir (21,24). KDH ile iliskili interstisyel pndmonilerin
karsilagtirldig1 187 olgu iceren bir ¢alismada, balpeteginin RA igin en dnemli
belirteg ve traksiyon brongektazisinin en sik gorilen bulgu oldugu
bildirilmistir. Sistemik skleroz ile iligkili interstisyel pndmonide ise
lenfadenomegali ve 06zefageal dilatasyon hastalik belirtegleri olarak
tanimlanirken patolojik NSiP’in  radyolojik karsiigi  olan buzlucam
opasitelerin en sik gorilen bulgu oldugu ifade edilmistir (25). Calismamizda
iPF ile KDH-IAH bulgulari arasinda en carpici farkhlik skleroderma subgrubu
ile saptanmigtir. Literatlr verilerine benzer sekilde skleroderma grubunda,
iPF’ye gore anlamli olarak yiiksek oranda NSIiP (%37,9) paterni ancak anlamli
olarak az olmakla birlikte nemli oranlarda OIP (%41,4) paterni ve traksiyon
bronsektazileri (%58,7) izlenmistir.

Bu c¢alismanin sinirhhiklar, YCBT'de tanimlanan bulgularin histopatolojik
kanitinin  bulunmamasi ve KDH-IAH subgrublardaki hasta sayilarinin
yetersizligi olarak sayilabilir. Literatlirde yakin zamanda tanimlanmig olan
diiz kenar ve anterior Ust lob bulgularini ortaya gikaran fizyopatolojik stirecin
aydinlatilmasi amaci ile daha genis olgu serilerinde radyolojik-patolojik
korelasyon galismalarina ihtiyag oldugunu distinmekteyiz.

Sonug olarak akcigerin interstisyel hastaliklarinin ayirici tanisinda hasta yasi,
cinsiyeti ve klinik oykiniin yani sira, retikiilasyon, balpetegi, traksiyon
bronsektazisi ile karakterize OIiP paterni iPF, buzlucam agirlikli NSIP paterni
ise KDH-IAH’n1 akla getirmelidir. Diiz kenar bulgusu Sjdgren’e bagli iAH’ni, RA
ve sklerodermanin akciger tutulumundan ayirt ettirebilir. Anterior Ust lob

bulgusu iPF’de ve KDH-IAH’da OIP paternine eslik edebilmektedir.
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Yogun Bakim Unitesinde Tedavi Alan Olgularin Hepatit Seroprevalanslarinin
Retrospektif Olarak Arastirilmasi; Tanmi ve Tedavi Takibinin Klinik Ag¢idan

Degerlendirilmesi

Retrospective Investigation of Hepatitis Seroprevalences in Intensive Care Unit

Patients; Clinical Evaluation of Diagnosis andTreatment Follow-up

Oz

Amag: Yogun bakim (nitelerinde yatan geriatrik hasta grubunun HbsAg ve antiHCV
acisindan seroprevalanslarinin belirlenerek yogun bakim galisanlarinin risklerini ortaya
koymayr ve yogun bakimlarda hasta yatislarinda yapilan enzime bagh
immunosorbent (ELISA) testlerindeki 6zellikle zayif pozitiflik durumlarinda dogrulama
testlerinin gerekliigini arastirmayi amagladik.

Yontem: Yogun bakim Unitelerinden tarama amaciyla goénderilen 3823 adet kan
orneklerinin sonuglari retrospektif olarak inceledi veHBsAg, Anti-HCV sonuglari pozitiflik
oranlar belirlendi. <1 S/CO altindaki degerlere sahip 6rnekler negatif ve =1 S/CO
degerlere sahip oOrnekler pozitif olarak degerlendirilmistir. HBV-DNA dizeyleri
belirlenmesi igin génderilen 6rnekler gergek zamanli PCR yontemi ile test edildi.

Bulgular: Calismaya alinan 3823 hastanin 2002’si (%52,4) erkek, 1821’i (%47,6) ise
kadindi. Hastalarin yas ortalamasi 76.49+8.23 olarak bulundu. 78 hastada (%2) HBsAg
pozitifligi saptandi. 36 hastada (%0,9) Anti-HCV pozitifligi saptandi. HBsAg S/CO 210 olan
66 hastanin 7’sinin HBV-DNA’sI pozitif olarak saptanmis, diger 59 hastanin ise HBV-
DNA'’s! arastirilmamistir. HBsAg S/CO <10 olan 12 hastanin 2’sinin HBV-DNA’sI negatif
olarak saptanmig ve yalanci pozitiflik olarak degerlendirilmis; diger 10 hastanin ise HBV-
DNA'’sI arastirilmamistir. Anti-HCV S/CO 210 olan 13 hastanin 3’tniin HCV-RNA’sI pozitif
olarak saptanmis, diger 10 hastanin ise HCV-RNA’sI arastirilmamistir. Anti-HCV S/CO <10
olan 23 hastanin 8’inin HCV-RNA'sI negatif olarak saptanmis ve yalanci pozitiflik olarak
degerlendirilmis; S/CO’su 8.81 olan 1 hastanin HCV-RNA’si pozitif olarak belirlenmis,
diger 14 hastanin ise HCV-RNA’sI arastirilmamistir.

Sonuglar:  Calismamizda vyaslilardaki hepatit prevalanslari  Glkemizin  genel
popilasyonuyla uyumlu ¢ikmis olup, zayif pozitif sonuglar PCR testleri ile
dogrulanmadigindan, hasta yatislarinda elisa testleri yapilmasi hasta maliyetlerini
gereksiz arttirmaktadir.

Anahtar Kelimeler: Geriatri, Hepatit, Yogun Bakim

Abstract
Objective: WeaimedtodetermineHbsAgand anti-HCV seroprevalence at
thegeriatricpatients' hospitalization, identifyrisks of intensivecareworkers,

andinvestigate ELISA testsrequirementwhen not doneconfirmationtests.

Method:The results of 3823 bloodsamplesfromi ntensivecareunitswereretrospectively
analyzed, andHBsAgand Anti-HCV positivityratesweredetermined. S/CO<1
valueswereconsiderednegativeand S/CO>1 valueswereconsideredpositive. HBV-DNA
levelsweretestedbythereal-time PCR method.

Results: 3823 patientswereincluded in thestudy. 2002(52,4%) patientsweremaleand
1821(47,6%) patientswerefemale. Themeanage of thepatientswas 76.49 + 8.23.
HBsAgpositivitywasdetected in 78(2%) patients. Anti-HCV positivitywasdetected in
36(0,9%) patients.
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Yogun Bakim Unitesinde Tedavi Alan Olgularin Hepatit Seroprevalanslarinin_Retrospektif
Olarak Arastirilmasi; Tani ve Tedavi Takibinin Klinik Acidan Degerlendirilmesi

7 of 66 patients' HBV-DNA withHBsAg S/CO 210 wasfoundto be
positive, whiletheother 59 patientswere not investigated. 2 of 12
patients' HBV-DNA withHBsAg s/CO <10
wasfoundnegativeandevaluatedfalsepositivity. Other 10 patients'
HBV-DNA was not investigated. 3 of 13 patients' with anti-HCV
$/C0>10 wasfoundpositive, whiletheother 10 patients' HCV-RNA was
not investigated. 8 of 23 patients' anti-HCV S/CO<10
wasfoundnegativeandevaluatedfalsepositive. While 1 patientwith
HCV-RNA S / CO 8.81 wasdetermined as positive, theother 14 patients'
HCV-RNA was not investigate.

Conclusions:

Inourstudy, hepatitisprevalence in

elderlypatientswascompatiblewiththe  general population in

ourcountry. Thereforethe  ELISA  testsincreasepatientcosts;
becausetheweakpositiveresults do not confirmwith PCR tests.

Keywords: Geriatrics, Hepatitis,Intensivecareunit

Girig

Duinyada hepatit B (HBV), Hepatit C (HCV) enfeksiyonlari 6nemli bir
saghk problemidir. Dinya saghk orgltiniin (WHO) verilerine gore
2015 yilinda hepatit B ylizey antijeni (HbsAg) pozitif olan 25 milyon
kronik hepatit B enfeksiyonlu insan bulunmaktadir. 2016 yilinda ise 27
milyon insan hepatit enfeksiyonlari oldugunu bilirken, 4.5 milyon
insan ise herhangi bir tedavi sirasinda sirasinda haberdar olmaktadir
(1).

Yagam slresinin artmasi ile glinimuzde yaslilarda kronik hastaliklarin
gorilmesi de artmustir. Geriatrik hastalarda karaciger hastaliklarinin
seyri degisiklikler gosterebilmekle beraber, genellikle geriatrik hasta
grubundakaraciger hastaliklarinintedavileri diger yas gruplan ile
farkhhk gostermez(2).

HBV  enfeksiyonugeriatrik  hasta  grubunda  ¢ogunluklahafif
semptomlarla gérilmektedir. Geriatrik hasta grubunda kronik hepatit
isecogunlukla yavas seyirlidir. Son yillarda yasam sirelerinin artmasi
ile geriatrik hastalarin takipleri de 6nem kazanmaktadir. Budurumun
sebeplerinden biride kronik hepatit C enfeksiyonlugeriatrik hasta
grubu sayisinin artmasidir (2).

Hepatit B enfeksiyonlarinda viral replikasyonun ve enfektivitenin
belirlenmesinde kullanilan HBV DNA tespiti, 0Ozellikle serolojik
gostergelerin  yetersiz kaldigl olgularda taninin konmasinda ve
degerlendirilmesinde yardimci olmaktadir (3).

Hepatit C enfeksiyonlarinda ise akut dénemde ve inaktifinfeksiyon
varliginda, antiHCV duzeyleri tani koydurucu olmamaktadir(4). Bu
nedenle ozellikle zayif pozitif sonuglarin dogrulama testlerinin

yapilmasi 6zellikle korunmada 6nem kazanmaktadir.

Retrospective Investigation of Hepatitis Seroprevalences in Intensive Care Unit Patients; Clinical
Evaluation of Diagnosis andTreatment Follow-up

Bu calisma; hastanemiz yogun bakim Unitelerinde yatan geriatrik hasta
grubunun HbsAgve antiHCV agisindan seroprevalanslarinin belirlenerek
yogun bakim galisanlarinin giinlik ¢alisma ortamlarindaki risklerini ortaya
koymak ve yogun bakimlarda hasta yatislarinda yapilan ELiSAtestlerindeki
ozellikle zayif pozitiflik durumlarinda dogrulama testlerinin gerekligini
arastirmak amaciyla gergeklestirilmistir.

Yontemler

Yerel etik kurul onami ( 19.12.2020 tarih ve 2020/34 karar no) alindiktan
sonra 01/01/2017-31/12/2019tarihleri arasinda mikrobiyoloji
laboratuvarinayogun bakim lnitelerinden tarama amaciyla gonderilen 3823
adet kan orneklerinin sonuglar retrospektif olarak inceledi veHBsAg, Anti-
HCV sonuglari pozitiflik oranlari belirlendi. Serumérneklerinin HBsAg ve anti-
HCV testleri kemiluminesans teknigi kullanilan Abbot Architect | 1000 cihazi
(Abbottlaboratories, Illinois, USA) calisilmistir. Sonuglarin yorumu (retici
firmanin énerileri dogrultusunda; <1 S/CO altindaki degerlere sahip érnekler
negatif ve 21 S/CO degerlere sahip drnekler pozitif olarak degerlendirildi.
HBV-DNA diizeyleri belirlenmesi igin gonderilen 6rnekler gergek zamanh PCR
yontemi (CobasTagManTM 48, Roche, Almanya) ile test edildi.

Verilerin istatistiksel olarak degerlendirilmesinde istatistik paket programi
SPSS (22.0, SPSS Inc. Chicago, lllinois, ABD) kullanildi. istatistiksel analizlerde
frekans, ylizde, ortalama#standart sapmalar hesaplandi.

Bulgular

Calismaya alinan 3823 hastanin 2002’si (%52.4) erkek, 1821’i (%47.6) ise
kadindi. Hastalarin yas ortalamasi 76.49+8.23 (65-100) olarak bulundu.78
hastada (%2) HBsAg pozitifligi saptandi. Bu hastalarin yas ortalamasi
73.70+£7.91 (65-96) idi. Bunlarin 51'i (%65.4) erkek, 27'si (%34.6) ise
kadindi.36 hastada (%0.9) Anti-HCV pozitifligi saptandi. Bu hastalarin yas
ortalamasi 75.88+7.92 (65-92) idi. Hastalarin 12’si (%33.3) erkek, 24’G
(%66.7) ise kadind.. (Tablo 1)

Tablo 1. Hastalarin HBsAg ve Anti-HCV pozitiflik oranlari

Kadin (n %) Erkek (n %) Toplam (n %)  Yas (ort)

1821 (%47.6) 2002 (%52.4) 3823 (%100) 76.49+8.23
HBsAg 27 (%34.6) 51 (%65.4) 78 (%2) 73.70£7.91
Anti-HCV 24 (%66.7) 12 (%33.3) 36 (%0.9) 75.88+7.9
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Calismamizda HBsAg ve Anti-HCV pozitifliginin birlikte saptandigl hasta
yoktu.

2903 hastaya Anti-HBs bakilmis ve 1179’unda (%40.6) pozitiflik
saptanmigtir. Bunlarin 628’i (%53.3) erkek, 551i (%46.7) ise kadindi.
HBsAg S/CO 210 olan 66 hastanin 7’sinin HBV-DNA’si pozitif olarak
saptanmig, diger 59 hastanin ise HBV-DNA’sI arastirilmamistir. HBsAg
S/CO <10 olan 12 hastanin  2’sinin  (ortalamatSD/min-max:
2.62+1.42/1.61-3.63) HBV-DNA’sI negatif olarak saptanmis ve yalanci
pozitiflik olarak degerlendirilmis; diger 10 hastanin ise HBV-DNA's|

arastirllmamistir (Tablo 2).

Tablo 2. HBsAg pozitif hastalarin S/CO degerlerinin analizi

HBsAg (+) S/ICO Ortalama+SD  Min-Maks
(n:78)
66 hasta >10 2722.41+2176 18.52-6861.07
A1
12 hasta <10 5.05+3.75 1.11-9.87
7 hasta <3 2.07+0.90 1.11-3.63
5 hasta 4-10 9.2140.61 8.32-9.87

SD: Standart deviasyon, S/CO: Sample/cut-off

Anti-HCV S/CO 210 olan 13 hastanin 3’Gnln HCV-RNA’sI pozitif olarak
saptanmis, diger 10 hastanin ise HCV-RNA’siI arastiriimamistir. Anti-HCV
S/CO <10 olan 23 hastanin 8’inin (ortalamatSD/min-max:
3.47+1.80/1.30-6.39) HCV-RNA'sI negatif olarak saptanmis ve yalanci
pozitiflik olarak degerlendirilmis; S/CO’su 8.81 olan 1 hastanin HCV-
RNA’sI pozitif olarak belirlenmis, diger 14 hastanin ise HCV-RNA’si

arastirlmamistir (Tablo 3).

Tablo 3. Anti-HCV pozitif hastalarin S/CO degerlerinin analizi

Anti-HCV (+) S/ICO Ortalama+SD  Min-Maks
(n:36)
13 hasta >10 13.38+2.48 10.13-17.08
23 hasta <10 3.82+2.10 1.30-8.81
15 hasta <3 2.54+0.80 1.30-3.99
8 hasta 4-10 6.23+1.56 4.12-8.81

SD: Standart deviasyon, S/CO: Sample/cut-off
Tartisma

Geriatrikhastalarda akut hepatit Benfeksiyonu nadir  gorular.
Fakatgeriatrik hastalarda kroniklesme egilimi daha yuksektir. Japonya’da
yapilan bir ¢alismada yas ortalamasi 77.419.3 olan hastalarin %59’unda

kronik HBV enfeksiyonu gelistigi gosterilmistir.

Biilent ATIK et al.

Bu oran akut HBV enfeksiyonu gegiren immun sistemi saglam
eriskinlerde %2-7 arasindadir (5). Bizim ¢alismamizda ise 78 hastada (%2)
HBsAg pozitifligi saptanirken, bu hastalarin yas ortalamasi 73.70+7.91
idi. Bunlarin 51i (%65.4) erkek, 27’si (%34.6) ise kadind..

Geriatrik hasta grubunda Hepatit C enfeksiyonu karaciger hastaliklari igin
o6nemli bir sorundur. Anti-HCV pozitifligi yasla birlikte artmaktadir (6,7).
Ulkemiz, HCV enfeksiyonu agisindan disiik endemik, HBV enfeksiyonu
agisindan ise orta endemik bir Glke olup, HBsAg pozitiflik orani %0.8-5.7
arasindadir(8). Galismamizda genel popilasyona gore pozitiflik orani
benzerdi. 3823 hastada HbsAg pozitifligi 78 (%2) iken, AntiHCV pozitifligi
36 (%0.9)'du.

Bu hastalardan 2903 tanesine Anti-HBs bakilmis ve 1179’unda (%40.6)
pozitiflik saptanmistir. Bunlarin 628’i (%53.3) erkek, 551'i (%46.7) ise
kadindi. Hastalarin Anti-HBclgG sonuglari bilinemedigi i¢cin hastalarin asih
mi yoksa hastaligi gecirip dogal bagisikhk mi kazandiginin ayrimi
yapilamamistir.

Ancak serolojik gostergeler hepatit B enfeksiyonu tanisinda yetersiz
kalabilmektedir(9). Molekiler tani yontemlerinin kullaniimasi HBV
enfeksiyonlarinda taninin netlesmesinde buyuk kolaylik saglamaktadir.
Calismamizda HBsAg S/CO 210 olan 66 hastanin 7’sinin HBV-DNA's|
pozitif olarak saptanmistir. HBsAg S/CO <10 olan 12 hastanin 2’sinin HBV-
DNA’si negatif olarak saptanmis ve vyalanc pozitiflik olarak
degerlendirilmis; diger 10 hastanin ise HBV-DNA’sI arastinlmamistir
(Tablo 2). Bu orani Altindis ve ark. %14,3 iken Odaibo ve ark. %81,9;
Rabbi ve ark. %92,9 olarak bildirmiglerdir (10-12) Hepatit B
enfeksiyonunun endemik oldugu Ulkelerde kantitatifHBsAg testinin
kullanilmasinin, aktif hepatit B enfeksiyonunun belirlenmesi igin ilk
segenek tarama araci olabilecegi ve kalitatif HBsAg ve HBV DNA test
kombinasyonuna goére daha ekonomik olabilecegi belirtiimektedir(13).
Hepatit C infeksiyonunun laboratuvar tanisinda ise virusa karsi olusan
antikorlarin immdanolojik yontemlerle saptanmasi ile birlikte virus viral
niikleik asitin  molekiiler yontemlerle belirlenmesi tanida 6nem
tagimaktadir (14).

Elisa testleri kolay ve ucuz olmalariyla tanida ilk tercih edilen
testlerdir(15). Ulkemizde hepatit C seroprevelansi yapilan bir calismada
%1 olarak bulunmustur (16). Biz de g¢alismamizda yogun bakim
initelerinde yatan 65 yas Ustl hastalarimizda 36 hastada (%0.9) Anti-HCV
pozitifligi saptadik bu sonug Turkiye’'nin genel populasyonundaki
seroprevelans ile uyumlu idi.

Hepatit C enfeksiyonunun akut déneminde ya da inaktifhepatit C
infeksiyonu varliginda, anti-HCV seviyeleri her zaman karar vermeye
yardimci olmamaktadir (17-19). Bu nedenle o6zellikle zayif pozitif
sonuglarin dogrulama testlerinin yapilmasi 6nem kazanmaktadir.
Calismamizda; Anti-HCV S/CO 210 olan 13 hastanin 3’Gnin HCV-RNA’sI
pozitif olarak saptandigi, diger 10 hastanin ise HCV-RNA’sinin

arastirlmadig goralda.
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Anti-HCV S/CO <10 olan 23 hastanin 8’inin HCV-RNA’sI negatif olarak
saptanmisti ve yalanci pozitiflik olarak degerlendirilmisti; S/CO’su 8.81 olan
1 hastanin HCV-RNA’si pozitif olarak belirlenmis, diger 14 hastanin ise HCV-
RNA’sin arastiriimadigi gorilda.

Saghk calisanlarinin  hepatit enfeksiyonlarindan korunmasinda tam
anlamiyla kabul goérmis kurallar bulunsada, olasi bulaslarin 6nlenmesi
amaciyla yogun bakimlarda yatan hastalarda HBsAg, anti-HCV taramasi
tilkemizde siklikla uygulanmaktadir. Her hastaya potansiyel enfektif olarak
yaklasilmasi gerekse de ve Ulkemizde saghk kuruluslarinda koruyucu
onlemler yeterli olsa da tarama testlerinin yapilmasini savunan galismalar
da mevcuttur (20,21).

Sonug

Hayat standartlarinin diinyadaki gelismis Ulkelere paralel olarak tlkemizde
yikselmesiyle birlikte yogun bakimlarimizda ve palyatif bakim
Uinitelerimizde yatan geriyatrik hasta poptlasyonlarimiz  giderek

artmaktadir.

Retrospective Investigation of Hepatitis Seroprevalences in Intensive Care Unit Patients; Clinical

Evaluation of Diagnosis andTreatment Follow-up

Ulkemiz her nekadar hepatit B enfeksiyonlari igin orta endemik, hepatit
C enfeksiyonlari igin dusik endemik bir tlkede olsa gerek yogun bakim
Uinitelerinde gereksede preoperatif degerlendirmelerde hepatit
taramasi iginlaboratuar tetikleri yapilmaktadir. Calismamizdaki sonuglar
degerlendirildiginde yashlarda hepatit prevalanslari (ilkemizin genel
poptlasyonunla uyumlu gikmaktadir. Bununla birlikte 6zellikle zayif
pozitiflik ¢ikan vakalarin dogrulamalarinin yapilmadigini ¢calismamizda
saptadik. Bu nedenle o&zellikle zayif pozitif ELISA sonuglarininPCR
dogrulama testleri yapilmadigindan saglik calisanlarinin korunmasi
amaclyla hastalardan ELiSA testleri yapilmasi hasta maliyetlerini

gereksiz arttirmaktadir.
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Hysterectomy

0z

Amag: Total abdominal histerektomi (TAH) en yaygin jinekolojik ameliyatlardan biridir.
Galismanin amaci TAH'In kadin cinsel yasami Gizerindeki etkisini degerlendirmektir.

Gereg ve Yontemler: Bu prospektif ¢alisma, Nisan 2008 - Agustos 2008 tarihleri arasinda
Ankara Etlik Zibeyde Hanim Egitim ve Arastirma Hastanesi Jinekoloji Klinigi'nde, medikal
tedaviye yanit vermeyen benign hastaliklar (myoma uteri ve tedaviye direngli kanama)
nedeniyle TAH uygulanan 46 hasta ile gergeklestirildi. Hastalara ameliyat 6ncesi ve
sonrasi cinsel islevlerini degerlendirmek igin Golombok Rust Cinsel Doyum Envanteri
uygulandi.

Bulgular: Hastalarin ameliyat oncesi ve sonrasi toplam puanlari ve alt 6lgek puanlari
karsilastirildi. iletisim ve kaginma alt 6lgekleri disinda, alt dlcek puanlarindaki farkhliklar
istatistiksel olarak anlamli degildi (ameliyat 6ncesi ve sonrasi sirasiyla iletisim alt 6lgegi
puanlari 5,65 £ 2,05 ve 6,11 + 2,42 [p = 0,026] ve kaginma alt 6lgegi puanlari 5.52 + 1.60
ve 5.17 + 1.94 [p = 0.040]). Ayni sekilde toplam puanlardaki degisim de istatistiksel olarak
anlamli degildi (ameliyat dncesi ve sonrasi sirasiyla 5.78 + 2.02 ve 6.02 + 2.20 [p = 0.086]).
Sonug: Bu ¢alisma, TAH'In kadin cinsel islevi Gizerinde anlamli bir etkiye sahip olmadigini
gostermektedir.

Anahtar Kelimeler: Cinsel islev bozuklugu, Golombok Rust Cinsel Doyum Envanteri,

GRCDE, total abdominal histerektomi.

Abstract

Objective: Total abdominal hysterectomy (TAH) is one of the most common gynecology
surgeries, and the objective was to evaluate its effect on female sexual life.

Methods: This prospective study was carried out with 46 patients who underwent TAH
due to benign diseases that did not respond to medical treatment (myoma uteri and
treatment-resistant bleeding) between April 2008 and August 2008 at the Gynecology
Clinic of Ankara Etlik Zibeyde Hanim Training and Research Hospital. The Golombok
Rust Inventory of Sexual Satisfaction (GRISS) was administered to the patients to
evaluate their sexual functions before and after surgery.

Results: The GRISS total scores and subscales scores of the patients were compared
before and after surgery. Aside from the non-communication and avoidance subscales,
the differences in the subscale scores were not statistically significant (the preoperative
and postoperative non-communication subscale scores were 5.65 + 2.05 and 6.11 + 2.42
[p = 0.026], and avoidance subscale scores were 5.52 + 1.60 and 5.17 + 1.94 [0.040],
respectively). Likewise, the change in the total scores was not statistically significant
(5.78 £ 2.02 and 6.02 + 2.20 before and after surgery, respectively; p = 0.086).
Conclusion: This study shows that TAH does not have a significant effect on female
sexual function.

Keywords: Golombok Rust Inventory of Sexual Satisfaction, GRISS, sexual dysfunction,

total abdominal hysterectomy.
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Total Abdominal Histerektomi Sonrasi Cinsel Fonksiyonlar ve Rezidii Adnekslerin
Dederlendirilmesi

Introduction

Hysterectomy is the most common surgical procedure in women after
cesarean section (1). The most frequent indications are abnormal
uterine bleeding, uterine leiomyoma, endometriosis, uterine
prolapse, and gynecological malignancies. Accompanying bilateral
oophorectomy is performed in about half of all cases (2).

Healthy sexual activity is an integral part of a good quality of life.
Many factors, including physiological, anatomical, social, and cultural
factors, are effective in promoting sexual function (3). Generally,
hysterectomy to relieve symptoms based on somatic conditions
improves women'’s sexual function and quality of life (4,5). Healing
appears to be independent of the shape of the surgical approach or
whether the cervix is removed (6,7).

However, reports on the effects of hysterectomy on sexual function
are not homogeneous. One explanation for this is the different study
populations of women with different psychological and endocrine
conditions. Another confounding factor is the multidimensional
nature of female sexual function. Especially as we age, the sexual
function of women is affected by social and cultural influences as well
as biological and psychological factors (8). One positive development
has been that the number of studies measuring sexual function with
the use of objective tools has also increased.

The aim of this study is to evaluate the effect of total abdominal
hysterectomy (TAH), which is one of the most common major
gynecological surgeries, on female sexual function.

Materials and Methods

This prospective study was carried out with 46 patients who
underwent TAH due to benign diseases that did not respond to
medical treatment (myoma uteri and treatment-resistant bleeding)
between April 2008 and August 2008 at the Gynecology Clinic of Etlik
Zibeyde Hanim Training and Research Hospital. The study was
reviewed by the Ethics Committee of Etlik Zibeyde Hanim Training
and Research Hospital, (approval number: 26/2008) and was
conducted in accordance with the ethical standards described in an
appropriate version of the 1975 Declaration of Helsinki, as revised in
2000. Patients who did not have any serious systemic disease
preventing sexual intercourse, had a heterosexual partner who was
able to have sexual intercourse, and had no urogynecological
pathology that may have affected their sexual life were included in
the study. Informed consent was obtained from each patient who
participated in the study after they were provided with information
about it. The patients were asked to complete the Golombok Rust
Inventory of Sexual Satisfaction (GRISS), which was to evaluate their
sexual functions the day before the operation in a calm environment
without any disturbances. The forms of three illiterate patients were

filled in by female clinical psychologists asking the questions one by

one.

Evaluation of Sexual Functions and Residual Adnexes After Total Abdominal Hysterectomy

Follicular stimulating hormone (FSH), luteinizing hormone (LH), and estradiol
plasma levels were measured from a venous blood sample taken on the
third day of menstruation immediately before the operation after the
decision of surgery was made.

All patients underwent extrafacial hysterectomy with the classical
Richardson technique through a Pfannenstiel incision. Vaginal examination
and transvaginal ultrasound examinations were performed on the patients
at the sixth month after the operation. FSH, LH, and estradiol blood levels
were determined. Finally, patients were asked to complete the GRISS.

The GRISS was developed in 1986 by Rust and Golombok. Its validity and
reliability for our country was established in 1993 by Tugrul et al. (9).

The data were analyzed with the Statistical Package for Social Sciences (SPSS
Inc., Chicago, Illinois, USA) 15.0 package program. In the descriptive
statistics, the continuous variables were shown as means + standard
deviations, the sort able variables as medians (minimum-maximum), and the
nominal variables as percentages. Whether there was a significant change in
the scores for the preoperative and postoperative sexual life subscales was
investigated with the Wilcoxon signed rank test. The results were considered
statistically significant at a level of 0.05. The Bonferroni correction was used
to control the Type | error in the sub-groups.

Results

A total of 46 patients, 42 of whom had myoma uteri and four others who
had treatment-resistant bleeding, were included in this study. The ages of
the patients varied between 36 and 48 years, and the average age was 44.72
+ 2.62. While the average number of children that the patients had was 2.50
+ 0.93, the average body mass index was 30.10 * 4.60, and the average
waist—hip ratio was 0.89 + 0.10 (Table 1). While 32.6% of the patients were
cigarette smokers (1/2 pack day or more), seven patients (15.2%) were
taking medication due to essential hypertension. A total of 6.5% of the

patients were illiterate.

Table 1. Demographic characteristics of the patients (n=46)

Parameters Mean + Standard Deviation
Age 4472 +2.62

Gravity 4.50+0.88

Parity 2.70+0.86

Number of living children 2.50+0.93

Body Mass Index (kg / m2) 30.10 + 4.60

Waist to Hip Ratio 0.89+0.10
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Unilateral salpingo-oophorectomy was performed for seven of the 46
patients included in the study due to adnexial pathology during surgery.

The hormone analysis results obtained before and after surgery are

Fedi ERCAN etal.

Table 3. Preoperative and postoperative converted scores on the The

Golombok Rust Inventory of Sexual Satisfaction (GRISS) subscales

shown in Table 2 and Figure 1. Subscales Preoperative Postoperative p
Anorgasmia 3.83+1.12 4.04+1.22 0.061
Table 2. Follicular stimulating hormone (FSH), luteinizing hormone (LH), Vaginismus 6.07+1.12 6.09 + 1.09 0.837
and estradiol levels before and after TAH Non-sensuality 6.50+167 6.35+2.03 0.592
Avoidance 5.52 + 1.60 517+1.94 0.040
Variables Preoperative Postoperative b Dissatisfaction 3.52+1.67 3.74+1.62 0.208
Infrequency 515+ 175 5.41+151 0.341
FSH (miU/ml) 11.0+10.9 13.8+12.1 <0.001 Non- 5.65 + 2.05 6.11+2.42 0.026
communication
LH (pg/ml) 65+5.2 7.9+6.2 0.003
Total score 5.78 + 2.02 6.02 +2.20 0.086
Estradiol (pg/ml) 123.1+56.97 111.6 +50.49 0.078

Figure 1. Preoperative and postoperative Follicular stimulating hormone
(FSH), luteinizing hormone (LH), and estradiol levels in patients
undergoing total abdominal hysterectomy (TAH)

140

120

100

95% CI

fef

H
H

Pre-opFSH -

Post-opFSH
Pre-oplH -
Post-opLH
Pre-op
Estradiol
Post-op
Estradiol

The FSH and LH values increased at the sixth postoperative month. This
increase was statistically significant (p <0.001 and p = 0.003,
respectively). The estradiol levels decreased, but this change was not
statistically significant (p = 0.078). No patient’s hormone profile was
compatible with menopause after surgery.

The GRISS scores of the patients were compared before and after
surgery. Potential differences in terms of the total score averages as well
as the infrequency, non-communication, dissatisfaction, avoidance, non-
sensuality, vaginismus, and anorgasmia scores were investigated (Table

3, Figure 2).
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Figure 2. Preoperative and postoperative converted scores on the The

Golombok Rust Inventory of Sexual Satisfaction (GRISS) subscales

The differences in the subscale scores other than those for
the non-communication and avoidance subscales were not
statistically significant (the preoperative and postoperative
non-communication subscale scores were 5.65 + 2.05 and
6.11 + 2.42 [p = 0.026], respectively, and the avoidance
subscale scores were 5.52 + 1.60 and 5.17 + 1.94 [p = 0.040],
respectively). Likewise, the change in the total score was not
statistically significant (5.78 + 2.02 and 6.02 + 2.20 before and
after surgery, respectively; p = 0.086).

Scores of 5 and above on the GRISS indicate that there is a
problem in that sub-dimension. Considering the total scores
of the GRISS, 71.7% (n = 33) of the patients before surgery
and 783% (n = 36) of the patients after surgery had
problematic scores in terms of sexual functions.

When the preoperative sexual functions of the patients were
evaluated, there was a statistically significant change in the

avoidance and non-communication subscale scores.
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The avoidance subscale scores changed in a negative way (p = 0.040), and
the non-communication subscale scores changed in a positive way (p =
0.026).

Discussion

Hysterectomy is the most common major gynecological surgery that
affects the lives of many women, and the operation is expected to have an
impact on each patient's social and physical life.

According to Freud, the loss of one's genitals is a form of castration, and a
hysterectomy affects sexual function due to the psychological stress that it
creates rather than being solely a matter of physiological change. Since the
physiological basis of the event was not understood at that time, it was
thought that all women would exhibit the same symptoms. It is much
better understood today that not all women experience the same changes
(10).

In the literature, it has been reported that in most of the studies
performed before 1980, there was a 32-46% reduction in sexual desire
after hysterectomy. In technically superior studies with prospective
designs, sexual desire was reported to have either increased or remained
unchanged (11,12).

In one particular study, Dragisic et al. observed that there were no changes
in sexual desire, frequency of relationship, frequency of orgasm, and
strength of orgasm after hysterectomy (13, Some researchers have argued
that any uterine pathology reduces the frequency of sexual intercourse,
and therefore the frequency of sexual intercourse should increase
dramatically after hysterectomy. However, the frequency of sexual
intercourse depends on other important factors, such as a partner's sexual
desire. The GRISS provides information on the frequency of sexual
intercourse, and in our study, we did not find any difference between the
preoperative and postoperative subscale scores for questions on the
frequency of sexual intercourse (i.e., infrequency subscale of GRISS).

It has long been thought that a hysterectomy should theoretically lead to a
reduction in sexual arousal. However, there is insufficient evidence
demonstrating that removal the uterus causes changes in sexual arousal.
In a study conducted by Goetsch et al. on cases involving the removal of
the uterus and cervix, sexual arousal became difficult in 24% of patients,
while it improved in 11%. While the orgasm response worsened in 15%, it
was observed that it had healed in 14%. In addition, it was found that
general sexual satisfaction improved significantly (14).

Other factors that may affect women's sexual life quality before and after
hysterectomy are age, race, mental health, interpersonal relationships,
and socioeconomic status (15). In patients with low monthly income, more
negative results have been encountered, regardless of education and race
(15,16). In the Maryland Women's Health Study, it was reported that
factors such as having a low income level and receiving treatment for
depression or other psychological problems negatively affected the

postoperative results (17).

Evaluation of Sexual Functions and Residual Adnexes After Total Abdominal Hysterectomy

The Maryland Women's Health Study is the largest prospective study on
the subject of sexual function after hysterectomy that was conducted in
Maryland between 1992 and 1993 (17). A total of 1,299 patients were
evaluated for sexual function preoperatively and then at six, 12, 18, and 24
months after surgery. In this study, sexual desire, frequency of
relationship, dyspareunia, orgasm, and vaginal dryness were the scales
investigated. It was found that the frequency of sexual intercourse
increased after hysterectomy. While the rate of women experiencing
dyspareunia was 40% before surgery, it decreased to 18% in the 12th
month and to 14% in the 24th month. Patients with depression before
hysterectomy were more likely to experience dyspareunia after surgery
than patients without depression.

The Maine Women's Health Study is another one of the largest studies on
this subject, consisting of a prospective study comparing two groups of
patients undergoing medical therapy and hysterectomy (18). More
significant improvement was observed in the symptoms, general quality of
life, and psychological functions of patients undergoing hysterectomy
compared to patients undergoing medical treatment at the end of one
year. When the results related to dyspareunia were examined, it was
observed that the rate of patients experiencing dyspareunia decreased
from 32% to 5% after one year. In our study, no changes were observed in
the pain symptoms related to sexual intercourse (i.e., vaginismus subscale
of the GRISS) after hysterectomy.

The effect of hysterectomy on orgasm has always been a curious topic.
Although most retrospective studies have assumed that the response to
orgasm after hysterectomy would deteriorate, prospective studies do not
support this assumption. In most prospective controlled studies,
hysterectomy does not affect the frequency and quality of orgasm (19).
When the results of the Maryland Women's Health Study on orgasm are
examined, it can be seen that the frequency and power of orgasm
increased after hysterectomy. While 62% of patients experienced orgasm
before hysterectomy, this rate increased to 72% after surgery (17). In our
study, there was a slight deterioration in the ability to reach orgasm after
hysterectomy (i.e., anorgasmia subscale of the GRISS). However, this
change was not statistically significant. It was also found that sexual
intercourse avoidance behavior changed positively (i.e., avoidance
subscale of the GRISS), and this change was statistically significant. This
may have been due to the improvement of the existing pathology with
surgery and the disappearance of the disease symptoms that caused the
avoidance behavior.

In the GRISS subscale results evaluating non-communication between
partners, there was a statistically significant deterioration in the
postoperative period. Thus, even though there was a statistically
significant improvement in patients’ sexual intercourse avoidance
behaviors, there was no significant change in the subscale scores of the

GRISS on the infrequency of sexual intercourse after the operation.
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This may have been a result of the male-dominated feudal society
structure dominating our country. Another reason may have been the
presence of mood disorders that can develop after hysterectomy,
sometimes reaching the level of depression.

Study Limitations

In studies examining the results of hysterectomy, problems related to
design, sampling, and measurement have been encountered. In
retrospective studies, there have been some issues with remembering.
The handicap of prospective studies is that basal evaluation before
surgery is mostly performed at a time close to surgery and therefore
when concerns about surgery are intense (1), This study is a prospective
study, but basal sexual function was evaluate done day before surgery.

Therefore, the abovementioned problem was also present in our study.

Fedi ERCAN et al.

Conclusion

This study shows that TAH does not have a significant effect on female
sexual function. However, it is clear that larger sampling and randomized
prospective controlled studies are needed to confirm these results.
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Gereg¢ ve Yontemler: Ocak 2011-Mart 2014 tarihleri arasinda opere olan 278 hasta
¢alismaya retrospektif olarak dahil edildi. Hastalarin USG bulgulari ve CA-125 seviyeleri
ile postoperatif histopatolojik tip iligkisi arastirildi. IBM SPSS Statistics 22 programi
kulanilarak analizler tamamlandi.
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preoperatif 6n tani saglanabilecegini gosterdi. Pre-operatif degerlendirmede RMI
ultrason  skoru igcinde  bulunmayan kitle duvar kalinligi  kriterinin  de
skorlanmaya eklenmesi ile pek ¢ok klinikte siklikla kullanilan RMI’'nin sensitivite ve
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Perimenapozal ve Postmenapozal Adneksiyal Kitlelerin Ultrasonografik Bulgulari ile
Histopatolojik Tipleri Arasindaki iliski

Conclusion: Our study showed us that the use of mass size alone is
insufficient to indicate malignancy, and by using mass wall thickness
that can be measured by ultrasound together with scoring systems in
preoperative evaluation, it can provide a better preoperative pre-
diagnosis of malignancy. We think that the sensitivity and specificity
of RMI will increase with the addition of mass wall thickness to RMI,
which is frequently and practically used in many clinics.

Keywords: Adnexial mass; Cyst wall thickness; Risk of malignite index.

Girig

Over kanseri yasam boyu 70 kadinda bir oraninda karsimiza ¢ikan ve
jinekolojik malignensiler igerisinde en yiksek mortaliteye sahip kanser
tliridir (1). Omir boyu bir kadinin adnekslere ait kétii huylu tiimér
kuskusuyla ameliyat edilme riski % 5-10 olarak bildirilmistir. Ancak bu
hastalarin sadece % 13-21’inin over kanseri oldugu bilinmektedir (2).
Over kanseri hastalarinin  2/3’Gnin  tanisi ancak ileri evrede
mumkindir. Geg tani konmasindaki en 6nemli faktor ileri evrelere
kadar non-spesifik sikayetleri disinda hastalarin  semptomatik
olmamasidir (3). Over kanserini erken dénemde saptama gabasi ile
yapilan cerrahi girisimler ve bu sayisi artan istenmeyen islemlere bagl
olarak artan morbidite ve mortalite klinik ikilem olusturmaktadir. Bu
hastalarin daha iyi non-invazif tanisal

secilebilmesi igin  yeni

yontemlerin gelistirilmesi gerekmektedir. Degerlendirmede
kullanilacak testler hangi adneksiyal kitlenin malignite riski tagidigini
belirtmeli, ucuz ve uygulanmasi kolay, ayrica hastalar tarafindan kolay
kabul edilebilir olmalidir (4).

Goriintuleme  teknikleri  ve tumor belirtegleri  tek bagslarina
kullanildiklarinda, benign-malign ayiriminda vyeterli olmadigindan,
hastanin menapozal durumu, ultrasonografi skoru ve CA-125 diizeyi
bir arada kullanilarak bakilan malignite risk indeksi (Risk of Malignancy
Index=RMI) hesaplamalari ile testlerin duyarliigi ve 6zgulligu
artirilmaya calisilmistir (5).

RMI'nin maligniteyi 6n gérmede sensitivitesi %77, spesivitesi %85
olarak bildirilmistir (6).

Calismamizin amaci; perimenapozal ve postmenapozal dénemde
adneksiyal kitle tanisiyla opere olan hastalari, retrospektif olarak
inceleyerek pre-operatif ultrasonografik boyut, kitle duvar kalinligi ve
ultrasonografik degerlendirme kriterleri ile post-operatif
histopatolojik tanilari arasindaki iliskiyi irdeleyerek bu kriterlerin pre-

operatif tani indekslerinde yerinin olup olmadigini aragtirmaktir.

Gereg ve Yontemler
Dr. Zekai Tahir Burak Kadin Saglig Egitim ve Arastirma Hastanesi’'nde;
Ocak 2011 — Mart 2014 tarihleri arasinda opere olan 278 hasta

¢alismaya retrospektif olarak dahil edildi.

Relationship Between Ultrasonographic Findings and Histopathological Types of Perimenopausal
and Postmenopausal Adnexal Masses

Bu calisma, Turkiye Cumhuriyeti Saghk Bakanligi dizenlemelerine uygun
olarak yapildi ve Hastane Egitim Planlama ve Koordinasyon Kurulunun 23
Agustos 2013 tarih ve 29 nolu kararinda etik kurul onayi alindi. Hastalarin
yas, menapoz durumu, ultrason bulgulari ve CA-125 seviyeleri kaydedildi.
Ultrasonografi yapilirken hastanemiz jinekoloji uzmanlari ve radyoloji
uzmanlari tarafindan yapilan incelemeler igin Aloca Prosound 5500, Aloca
Prosound 7, Toshiba Aplio 500, Hitachi Avius ve Hitachi Previus cihazlari
kullanildi. Ultrasonografik olarak kistlerin en buytik ¢aplari, kist duvarinin en
kalin yerden olguldugu duvar kalinhgi, multilokularite, solid alan varligi,
bilateralite ve batinda asit varligi kaydedildi. Literatlire uygun sekilde, kist
duvar kalinligi 3 mm altinda olanlar ince, 3 mm Uzerinde olanlar kalin olarak
kabul edildi (7).

CA-125 degeri; hastalardan alinan ven6z tam kanin 3 dakika 4000 rpm’de
santrifuje edilmesi ile elde edilen serumda, immulite 2000 kitleri kullanilarak
elektro-kemiliminans yontemiyle saptandi.

CGalismaya 45-55 yagslari arasinda perimenapozal ve menapozal hastalar dahil
edildi. Son 1 yildir menstruasyon kanamasi olamayan ve FSH degeri 40
IU/ml’nin Gzerinde saptanan kadinlar menopoz grubuna dahil edilirken,
perimenapozal gruba ise son 1 yil iginde Ugten fazla kez menstruel
dlzensizlik yasayan 45-55 yas arasi hastalar dahil edildi. Daha o©nce
histerektomi  gegiren  hastalarda  retrospektif dosya taramasinda
perimenapozal olma durumu net tanimlanamayacagl igin perimapozal
hastalar iginde histerektomi 6yklsU olanlar yer almadi. Histerektomi 6ykisu
olan hastalari post menapozal gruba dahil etmek igin ortalama menapoz
yasinin literatiirde bildirildigi 50 yas ve Uzerinde olma kriteri arandi
(8). Metastatik over karsinomlari ¢alismaya dahil edilmedi. Borderline
timorler sayica az oldugu igin istatistiksel analizde malign gruba dahil edildi.
Veriler IBM SPSS Statistics 22 programina aktarilarak analizler tamamlandi.
Calisma verileri degerlendirilirken kategorik degiskenler igin frekans
dagilimlari, strekli degiskenler igin ise tanimlayici istatistikler (medyan, min.-
maks.) verildi. Calismada strekli veriler i¢in Kolmogorov Smirnov normallik
testi uygulandi. Test sonucunda normallik varsayimi saglanamadigi (p<0,05)
icin karsilastirmalarda nonparametrik testler olan Mann Whitney U testi ve
Kruskal Wallis testi kullanildi. Bagimsiz iki kategorik degisken arasinda iligki
olup olmadigina Ki-Kare testi ile bakildi. Maligniteyi etkileyen faktérleri
tespit etmek igin Enter yontemi ile iki durumlu lojistik regresyon analizi

uygulandi.

Bulgular
Patoloji Klinigi raporlarina gore, ¢alisma grubumuzdaki 278 hastanin 209‘u
(%75,2) benign, 69'u (%24,8) ise maligndi. Patoloji sonucu borderline over
timori olarak raporlanan 22 hasta (%7,9) istatistik analizlerinde malign
gruba dahil edildi. 256 hasta (% 92,1) postmenapozal, 22 hasta (% 7,9) ise
perimenapozal dénemdeydi. Benign hastalarin % 8,6’si perimenapozal
doénemdeyken, % 91,4’l ise postmenapozal donemdeydi.

Malign olan

hastalarin ise % 5,8'nin perimenapozal, % 94,2’sinin postmenapozal

dénemde oldugu tespit edildi.

211



Sevil KIREMITLive Ark.

Benign hastalarin histopatolojik sonuglarina goére dagilimina

baktigimizda 107 hastada ser6z kistadenom (% 51,3), 31 hastada musindz

Sevil KIREMITLI et al.

Tablo 2. Malignite ile bilateralite, CA-125 dizeyi, multilokulite, solid,

asit, kist duvari kalinigi (mm) arasindaki iliskinin incelenmesi

kistadenom (% 14,8), 33 hasta fiborom (% 15,8), 3 hasta (2‘si Brenner Y
alignite
timorl, 1 berrak hicreli tiimor) ise diger epitelyal kistadenom olarak Yok Var
siniflandirildi. 28 hastada (% 13,4) ise germ hiicreli timér (21 matiir kistik ok N 188 56
. . . . % 90,4 80,9
teratom, 5 rete kisti, 2 struma ovari) izlendi. 4 hastada endometrioma Bilateralite " " ” 0,036
(%1,8), 2 hastada apse (% 0,95), 1 hastada adneksial torsiyon (% Var % 96 191
0,45) gozlendi. Bu 4 hasta istatistiksel analizlerde diger olarak 35 U/ml Al N 181 31
% 86,6 44,9
gruplandirildi (Tablo 1). -
CA-125 N 28 38 <0,001
35 U/ml ve Ustii
. " M % 13,4 55,1
Tablo 1. Hastalarin histopatolojik dagihmi.
N 76 17
Yok
Benign Patolojik Tip N % Multilokiile % 364 248 0,073
N 133 52
Seréz kistadenom 107 51,3 Var % 636 75.4
Misinéz kistadenom 31 14,8 Yok N 102 S
% 48,8 8,7
Fibrom 33 15,8
Solid N 107 63 <0,001
Diger epitelyal kistadenom 3 1,4 Var
% 51,2 91,3
Germ hcreli timor 28 13,4
N 206 57
- Yok
Diger 7 33 % 98,1 82,6
Asit <0,001
Malign Patolojik Tip N % N 4 u '
Var
9
Serdz karsinom 26 37,7 % 19 17,4
N 111 7
Mikst tipte epitelyal karsinom 6 8,7 3mmalti
% 55,5 10,4
Borderline epitelyal timor 22 31,9 Kist Duvar (mm) N 89 60 <0,001
Diger epitelyal karsinom 10 14,5 3 mm st % 445 89,6
Sertoli-Leydig hiicreli tumor 4 5,8
Stromal karsinom 1 1,4

Diger yandan malign hastalarin histopatolojik dagilimlarinda ise; 26
hastada (% 37,7) ser6z karsinom, 22 hastada (% 31,9) borderline epitelyal
karsinom (5 hastada borderline miisin6z, 1 hastada borderline Brenner,
16 hastada borderline ser6z), 10 hastada (% 14,5) ser6z epitelyal disinda
epitelyal tipte timor (5'inde endometrioid tip, 3’Unde Brenner, 2’sinde
Clear Cell), 4 hastada Sertoli-Leydig hticreli timor izlendi. 6 hastada (%
8,7) ise mikst tipte epitelyal karsinom (2 hastada ser6z + clear cell, 1
hastada ser6z + endometrioid, 1 hastada serdz + transisyonel, 1 hastada
musindz + Brenner) oldugu gorildi. Yalnizca 1 hastada endometrioid
karsinosarkom izlendi (Tablo 1).

Benign hastalarin % 91,4’U postmenapozal dénemdeydi. % 90.4’Ginde
kitle Unilateral, % 63,6’sinda multilokile, % 36,4’linde unilokile kist
izlendi. Benign hastalarin % 48,8’inde solid alan izlemezken, hastalarin %
98.1’'inde asit yoktu. Hastalarin % 86,6’sinda CA-125 degeri 35 U/ml

altinda, ayrica % 55,5’inde kist duvari 3 mm’nin altindaydi (Tablo 2).

Malignite olan hastalarin, % 94,2’si menapozal dénemde iken bu
hastalarin % 19,1’inde bilateral kitle oldugu tespit edildi. Kistlerin %
75,4’t multilokiler izlendi. Malign hastalarin % 91,3’inde solid alan,
%17,4’'tinde batin iginde asit tespit edildi. Hastalarin % 55,1’inde CA-125
degeri 35 U/ml ve Ustlinde bulundu (Tablo 2).

Calismamizda, malignite ile multilokiilite arasinda istatistiksel olarak
anlamli bir iliski bulunamazken (p=0,073) malignite ile bilateralite, CA-
125 seviyesi, solid alan igerigi, asit ve kist duvari kalinhg arasinda
istatistiksel olarak anlamli bir iliski bulundu. Kist duvari kalinigi 3 mm’nin
istiinde olan hastalarda, kitlenin malign olma orani, olmama oranindan
anlamli derecede daha ylksek bulundu ( Tablo 2).

Malign hastalarin % 10,4’tinde kist duvari kalinhg 3 mm altinda,
%89,6'sinda ise 3 mm’nin Ustiindeydi. Bu bulgular 1s18inda, malignite ile
kist duvari arasinda anlamli bir iliski bulundu (p<0.001) ve 3 mm
degerinin sensitivitesi % 89,6, spesifitesi ise % 55,5 olarak bulundu (Tablo
2). Kist duvari kalin ( 23 mm) olan kitlelerde malignite varligi, kalin

olmayan (<3 mm) kitlelere gore 3,448 kat daha fazlaydi (Tablo 3).
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Calismamizda uygulanan Mann Whitney U Testi sonucunda, kitle boyutu
ile malignite arasinda istatistiksel olarak anlamh bir fark yoktu (Z:-1,684
p>0,341). Malign olan kitlelerde ortalama boyut 71 mm iken, benign olan
grupta ortalama kitle boyutu 83 mm olarak saptandi.

Solid alan igeren kitlelerde malignite varligi, solid alan igermeyen kitlelere
gore 5,840 kat daha fazla; eslik eden asit olmasi durumunda malignite
varligi, asit gorilmeyen hastalara goére 6,914 kat artmis bulundu.
Multilokiler olan kitlelerde malignite varligi, multilokiler olmayanlara

gore 2,397 kat artmusti (Tablo 3).

Tablo 3. Maligniteyi Belirleyen Faktorler

Ex G.A. G.A.
Bagimsiz Degiskenler B Wald p P Alt Ust

®) Sir Simr
Kist Duvar kalinhigt 1,238 6,327 0,012* 3,448 1,314 9,047
Bilateralite -0,233 0,184 0,668 0,792 273 2,298
Boyut -0,181 0,167 0,683 0,835 ,351 1,986
Solid 1,765 10,683 0,001** 5,840 2,027 16,824
Asit 1,934 7,013 0,008** 6,914 1,653 28,922
Multilokiile 0,874 4,733 0,030* 2,397 1,091 5,270
Cal25 1,338 12,544 0,000** 3,813 1,818 7,996

CA-125 degeri 35 U/ml ve Ustiinde olan hastalarda malignite varhigi, CA-
125 degeri 35 U/ml altinda olan hastalara gére 3,813 kat daha fazlaydi.
Tartisma

Bu c¢alisma ile; peri-postmenapozal donemde adneksiyal kitlelerin
preoperatif ultrasonografik degerlendirilmesinde kist duvari kalinhgi, solid
alan igerigi, multilokiler olmasi, eslik eden asit varhg ve CA-125 deger
yuksekliginin - maligniteyi 6n goérme ile iliskili oldugu sonucuna
varildi.  Glnldk pratikte ve maligniteyi 6n gérmede siklikla kullanilan
indekslerde yer bulamayan ve gozardi edilebilecek olan kist duvar
kaliniginin maligniteyi 6ngérmede yeri olabilecegi calismanin dikkat ¢eken
noktasidir. Adneksiyal kitlelerin malign / benign ayriminda boyutun ya da
diger kriterlerin tek bagina yeterli olmadigl dustincesiyle giincel
yaklagimlarda ultrasonografik kriterlerin bir arada kullanildig skorlama
sistemlerine ihtiyag dogmustur (9). Klinik pratikte sik kullanan modellerden
biri, Jacobs ve ark’nin, 1990 yilinda serum CA-125, menopozal durumu ve
USG bulgularina (multilokulerite, bilateralite, solid alan, asit, metastaz
varligl) dayanarak gelistirdigi RMI’dir. Jacobs ve arkadaglarina gére RMI
kullanilarak adneksiyal kitlelerin malign benign ayriminin, USG ve serum
CA-125 yontemlerinin ayri ayri kullaniimasindan daha yiiksek duyarlilik ve
ozgullukle (RMI = 200 igin sirasiyla % 85,4 ve % 96,9) yapilabilecegini 6ne
sirmisgler ve RMI kullanilarak olgularin daha uygun ve etkin cerrahi girisim

i¢in gerekli merkezlere yonlendirilebilecegini ifade etmislerdir (10).

Relationship Between Ultrasonographic Findings and Histopathological Types of Perimenopausal
and Postmenopausal Adnexal Masses

Bu model parametrelerde yapilan katsayi degisiklikleri ile 1996 yilinda
Tingulstad ve arkadaglar tarafindan RMI2 sekline (11), 1999 yilinda
Tingulstad ve arkadaglari tarafindan RMI3 sekline (12), son olarak
Yamamoto ve arkadaslar tarafindan timor gapinin da bir katsayi olarak
eklenmesi ile 2010 yilinda RMI 4 sekline modifiye edilmistir (13). 2014
yilinda International Ovarian Tumor Analysis (IOTA) grubu tarafindan
yayinlanan Assessment of Different Neoplasias in the Adnexa (ADNEX)
model sisteminde CA-125, yas, hastanin degerlendirildigi merkez tipi yani
onkoloji merkezi olup olmadigi ve kitlenin maksimum uzunluk 6lgimu
(mm), solid igerigin en genis olgimu (mm), multilokule (>10) kist
gbérunimi (var/yok), papiller projeksiyon sayisi (0,1,2,3,>3) akustik
gblgelenme (var/yok) ve asit varligi (var/yok) seklinde 6 ultrasonografik
parametre belirlemisler ve bu parametreler ile yapilan lojistik regresyon
analizleri ile hastanin benign / malign olma potansiyelinin yani sira
malign alt grup igin (borderline, evre |, evre II-lll, evre IV, metastatik)
yuzdelik risk dagilimi hesaplamiglardir (14).

Ferrazi ve ark tarafindan gelistirilen multisenter skorlama sisteminde ise;
duvar kalinligi ve duvar yapisi, ekojenite, septa ve papiller g¢ikinti igerip
icermedigine gore kitleler skorlanmistir (7). RMI gunliik klinik pratikte
daha kolay uygulanabilen bir metoddur. Klinisyenler tarafindan
degerlendirilebilecek ultrasonografik bulgulari, pek ¢ok klinikte
bakilabilen CA-125 degerini kullanilip, bilgisayar hesaplamasina gerek
kalmadan kolayca risk analizi yapilabilir. Maligniteyi 6ngérmede tek
basina ultrason ya da CA-125 degerinden daha kiymetlidir (15). Ancak
bazi modellerin RMI protokoliinden daha Ustiin oldugunu vurgulayan
¢alismalar da mevcuttur. Van Claster ve arkadaslarinin yaptiklari 1970
hastanin katildigi, RMI ve IOTA modelini karsilastiran bir calismada
adneksiyal kitleleri benign ve malign olarak ayiriminda 10TA
protokoliinin  RMI protokoliine gbre daha kesin sonug verdigi
gorilmistir (16). Yapilan baska bir calismada da IOTA’'nin  preoperatif
maligniteyi 6ngérmede (sensivite %83, spesivite %92) RMI 1 (%77,2 ,
%86,8) ve RMI 2 (% 82,1, % 82,6)'den Ustiin oldugu vurgulanmistir
(17). Litaratlrde bildirilen farkh katsayi, farkli ultrason kriterleri ile
gelistirilen pek ¢ok model bulunmaktadir. Onemli olan klinikte kolay
uygulanabilir, sensitivitesi ve spesivitesi ylksek, ek maliyet getirmeyen
modeli uygulamaya sokmaktir.

Bu bilgiler 1si8inda “Ultrasonografik kriterlerden hangisi maligniteyi
6ngormede daha 6n planda tutulmalidir?”” ve “RMI gibi gtinliik pratikte
rahatlkla kullanilan modellerde ultrasonografik kriterlerin yeri ne
olmahdir?” sorulari 6n plana ¢ikmaktadir. Calismamizda maligniteyi
etkileyen faktorleri degerlendirdigimizde; bilateralite ve boyut
degiskenlerinin malignite Gzerinde tek basina etkisi olmadigi gorilmekte
iken, kist duvari kalinhgi, solid alan varligi, asit, multilokiilarite ve CA-125
degerinin 35 U/ml ve Ustinde olmasinin malignite ile anlamli iligkili

olmasi literatiirle de uyumludur (18).
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Gunlik pratikte pek ¢cok merkezde kullanilanve RMI’da ultrasonografik

skorlamada yer almayan kitle boyutunun perimenapozal ve

postmenapozal hasta grubunda benign / malign ayriminda anlamli
farkhliklar gosterdigini vurgulayan ¢alismalar vardir (19,20). Biz ise
galismamizda bu galismalarin aksine malignite ile iliskisini irdeledigimizde
kitle boyutunun perimenapozal ve postmenapozal hasta grubunda tek
kriter olarak anlamli olmadigini bulduk (p=0,341). Ancak benign
grubunda yer alan musin6z kistadenomlarin boyutlarinin diger hasta
gruplarindan anlamh olarak yiksek olmasi nedeniyle boyutun
sensitivitesinde yaniltici bir disiiklige sebep olabilecegi de gz 6niinde
bulundurulmalidir. Boyut yerine timor volimi kullanmak maligniteyi
6ngormede bu agidan daha dogru olabilir (21,22). Kitlelerin bilateralite
gostermesi klinisyenleri siklikla malignite yonune kaydirmaktadir (23).
RMI iginde maligniteyi 6n gérmede kullanilan puanlama kriterlerinden
biridir. Calismamizda da bilateralite ile malignite arasinda anlamli iligki
saptadik (p=0,036). Kist duvar kalinhginin degerlendirildigi skorlama

sistemlerinde sensitivite ve spesifitenin arttigi izlenmektedir (24).

Sevil KIREMITLi et al.

Calisma grubumuzda da malignite ile kist duvari kalinligi arasinda anlamli
iliski bulundu (p<0,001). Kist duvar kalinligi 3 mm (zerinde olan hastalarda
malignite 3,448 kat daha fazla gorildiu. Kist duvar kahnhgi diger
ultrasonografik kriterleden bagimsiz, tek basina bile klinisyenlere malignite
yonilinde ciddi bir uyaran olarak gozikmektedir. Kist duvar kalinhginin
benign olan hasta grubunun %44,5’'inde 3 mm Uzerinde saptandig
dislnilecek olursa tek bagina kullaniimasi yerine, skorlama sistemlerindeki
diger kriterlerle birlikte gtinliik jinekoloji pratiginde yerini almasi daha dogru
olacaktir.

Sonug olarak, kitle boyutunun malignite lGzerinde tek basina etkisi olmadig
gorilmekte iken, bilateralite, kitle duvar kalinhigi ile malignite arasindaki
anlaml iligki dikkat gekicidir. Pre-operatif degerlendirmede RMI ultrason
skoru iginde bulunmayan duvar kalinhg kriterinin de skorlanmaya eklenmesi
ile pek ¢ok klinikte siklikla kullanilan RMI’'nin sensitivite ve spesitivesinin
artacagini disinmekteyiz. Ancak bunun igin daha ileri galismalara ihtiyag

vardir.
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The Prevalence of Diaper Rash in Infants Aged 0-24 Months and Affecting

Factors in Sanlhurfa

Sanhurfa’da, 0-24 Ay Cocuklarda Pisik Goriilme Sikligi Ve Etkileyen Faktorleri

Abstract

Objective: This study was carried out in descriptive type in Sanliurfa, Turkey in order to
determine the frequency of diaper rash in infants aged 0-24 months and the affecting
factors.

Method: 322 mothers / infants, who have infants aged 0-24 months and came to 3
Family Health Center (FHC) for any reason between January 2018 and June 2018 and
were determined by the formula used in cases which the number of individuals in the
universe is unknown and the frequency of occurrence of the event is known, constituted
the sample of the study. For evaluation of data, descriptive statistics and Pearson's chi-
square analysis and multivariate logistic regression analysis were used.

Results: Among the infants included in the study, diaper dermatitis rate was determined
as 18.6%. It was observed that 11.8% of the infants who had diaper rash were first
degree, 6.8% of them were 2" degree and above. It was found that 84.5% of the infants
had diaper rash before. It was determined that 56.7% of the infantshaving diaper rash
are girls (p> 0.05).56.6% of infantshaving diaper rash was 1-12 months old (p <0.05) and
odds ratio between the age of infants and having diaper rash currently was 0.45 (p
<0.05). The mother of 75.2% of the infants who do not have rash currently had
secondary education or higher (p <0.05). It was observed that 22.8% of the infants who
had rash before and 50.0% of the infantswho did not have rash before were fed only
with breast milk (p <0.05).

Conclusions: The frequency of diaper rash was found to be very high in this study
conducted in Sanliurfaduring the season which weather was not hot. Mother education
level, age of infants and type of nutrition were found as factors affecting diaper rash
development. For this reason, it is recommended that preventive care for rash is to be
increased by nurses and an effective training is to be provided to mothers on this issue.

Keywords: Infant, Diaper Rash, Nursing, Mother

0z

Amag: Bu calisma Sanlurfa’da, 0-24 ay cocuklarda pisik gorilme sikhgl ve etkileyen
faktorlerin belirlenmesi amaciyla tanimlayici yapilmistir.

Metod: Calismaya evrendeki birey sayisinin bilinmedigi, olayin gérilis sikhginin bilindigi
durumlarda kullanilan formil ile belirlenen, Ocak 2018 — Haziran 2018 tarihleri arasinda
3 ASM’ye herhangi bir nedenle gelen, 0-24 aylik ¢ocuga sahip 322 anne/gocuk
arastirmanin 6rneklemini olusturmustur. Verilerin degerlendirilmesinde, tanimlayici
istatistik ve pearson Ki-kare analizi vegok degiskenli lojistik regresyon analizi yapilmistir.
Bulgular:Calismaya katilan 0-24 aylik cocuklarda pisik gorilme orani %18.6 olarak
belirlenmistir. Pisik olan g¢ocuklarin %11.8’i 1.Derece pisik, %6.8’i 2.Derece ve Ustu pisik
oldugu gorulmustir. Cocuklarin %84,5’inin daha 6nce pisik gegirdigi saptanmistir.Su an ki
pisik gelisen gocuklarin %56,7’sinin kiz oldugu saptanmistir (p>0.05).

Anahtar Kelimeler: Bebek, Pisik, Hemsirelik, Anne
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Daha 6nce pisik gelisen gocuklarin %56,6’s1 1-12 aylk oldugu (p<0.05)
ve cocuklarin yasi ile su an pisik olusumu arasinda Odds orani: 0.45
bulunmustur (p<0.05).Su an pisik olmayan g¢ocuklarin %75,2’sinin
annesi ortaokul ve Uzeri egitime sahiptir (p<0,05).Daha Once pisik
geciren g¢ocuklarin %22,8'i, pisik olmayan gocuklarin ise % 50’sinin
sadece anne st ile beslendigi gorilmustir (p<0,05).

Sonug: Sanliurfa’da sicak havalarin olmadigi mevsimde yapilan bu
calismada pisik gorulme sikhginin oldukga yiiksek oldugu saptanmistir.
Pisik gelisiminde etkileyen faktorler olarak; anne egitim durumu,
cocuklarin yasi ve beslenme gesidi olarak belirlenmistir. Bu nedenle
hemsireler tarafindan pisik konusunda 6ncelikle koruyucu bakimlarin
artirllmasi ve annelere bu konuyla ilgili etkin bir egitim verilmesi
onerilmektedir.

Introduction

It is an important skin disorder problem that is observed as a result of
temperature, humidity and irritation in areas where the diapers are
rubbedandin closed parts such as armpits, and which causes the child
to be very disturbed. (1,2,3,4). Rash is the most common skin disease in
infants all over the world, and it is seen in 7-35% of babies and
develops usually at 9-12 moths (1,3,4). Diaper rash frequency varies
between 15.2-60.3% in various studies conducted abroad (5,6,7,8,9).
However, its frequency in our country is between 23.9-61.5% (1,10,11).
Since the skin of infants is thinner, soft, sensitive and weaker than the
skin of adults, development of diaper rash is easier due to internal and
external factors such as sweat, irritants in the body, infections (7-12).in
addition Diaperrash can adverselyimpactbarrierproperties of skin,
potentiallyincreasingtheabsorption of chemicals (13).In a 2007 study, it
was reported that rash is the most common infantile skin disorder in
the United States and causes more than 1 million clinical visits annually
(14). Until the 90's, the biggest factor causing rash was thought to be
caused by ammonia, which was produced as a result of the breakdown
of urea in infant’s urine by bacteria. In today's literature, the main
reasons for the rash development are accepted as excessive moisture,
rubbing, increasing hydration by urine and stool touching the skin for a
long time, fungal infections, bacterial infections, the type of diaper
used, skin irritation caused by medications evacuated from the
intestines, type of nutrition, pH level of skin. Excess of diarrhea in
infantsincreases rash development (8-14).

The development of diaper rash hurts infants; accordingly their
nutrition and sleep patterns are greatly affected. This situation also
causes psychological breakdowns for parents. In addition, since parents
often do not consider the rash as a disease and most patients are
treated at home, itsprevalenceincreases, rash becomes worse and the

baby's health is negatively affected (2,3,4,5).

Rash is a inhibitableand preventable problem. It is possible to reduce the risk
of diaper rash with care and protection of the diaper area. Public health
nurses, whose primary dutyisto protect and improve health, have important
duties. Nurses should be aware of the alternative preventive care that may be
effective in the etiology, features, preservation and healing of the rash, and
raise awareness of the society, especially the mothers, on this issue (12-16).

Objective:The prevalence of diaper rash among the infants in the intensive
care unit is high because Sanliurfa is a warm province, the mothers’ education
levels especially Syrian refugees’ levels are low. Therefore, the health of the
infants was negatively affected. Preventative care about rash becomes
important for early diagnosis and treatment. This care can reduce the
treatment cost as reducing the rash severity, and most importantly the
suffering of infants can be prevented. In this context, this study was
conducted to determine the frequency of diaper rash in infants aged 0-24

months and the factors affecting them.

Material and Method

The universe and the sample of the study

The universe of this descriptive-cross-sectional study was the mothers who
have infants aged 0-24 months and were selected by simple random sampling
method among the mothers registered in Family Health Center (FHC) in
Eyylbiye, Karakopri, Haliliye where are three the center districts in Sanliurfa.
322 mothers / infants, who have infants aged 0-24 months and came to these
3 Family Health Center (FHC) for any reason between January 2018 and June
2018 and were determined by the formula used in cases which the number of
individuals in the universe is unknown and the frequency of occurrence of the
event is known, constituted the sample of the study. For application of the
study, a written approval was received from the ethics committee of XXXX
University and Public Health Center and verbal approvals were received from
the participants.

Data Collection Form

Data collection form designed by the researcher consists of 30 questions
including socio-demographic characteristics of infants and mothers, the diet
of infants, the way mothers connect diapers and clean the diaper area, the
mothers’ applications when the diaper develops and the degree of diaper
rash. Questionnaires were filled in approximately 15 minutes. In addition,
data were collected by diaper area examination.

Evaluation of Data

The transfer of the research data to the computer was done by the
researcher. The data obtained from the questionnaire was evaluated by
coding in SPSS 16.0 (Statistical Package For Social Sciences) package program.
In the analysis of the data; descriptive statistics (number, percentage,
average), Pearson Chi-square analysis were used and multivariate logistic
regression analysis were also used to examine the independent relationship

between diaper rash and factors.
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Findings

As examiningthe data; it was determined that 50.6% of 0-24-month-old
infants are boys. The average age of the infants was 10.6 + 6.9 months. It
was determined that 58.7% of infants were between 1-12 months old.
The average weight of the infants was 8.3 * 2.7 kilograms and the
average height was 67.5 + 10.4 centimeters.The average age of the
mothers was 27.9 £ 6.02 years. It was found that 41.9% of mothers were
literate and had primary school graduate.59.9% of mothers fed their
infants with breast milk and additional nutrients. The rate of mothers
expressing that they fed their infants with 5 or more meals a day is
84.2%. 59.9% of the mothers preferred breast milk in their night feeding.
It was determined that 78.2% of the infants were mainly fed with milk

and dairy products.

Table 1: Diaper Rash Distribution in infants

Hasan KURT et al.

Table 2: Relationship Between Diaper Rash According to The Variables

of Infants And Mothers.

NowRash BeforeRash
Variables No RashYesRash Yes No

n % n % n % n %
Gender
Famale 125 47734 567 133 489 26 520
Male 137  52.3]26 43.3 139 511 24 480
x? 1567 0.163
P 0.136 0.687
Age
1-12 Months 153 584 36 60.0 53  56.6 6 72.0
13-24Months 109 416 24 40.0 119 438 14 28.0
XZ
P 0.052 4.322

0.469 0.038

Mother's  Education
Level 65 24,8 22 36,7 163 59.9 27 54.0
Primary-literate-not 197 75,2 38 633 109 40,1 43 46.0
secondary education or 3.481 0.613
higher 0.046 0.264
XZ
P
FeedingType
OnlyBreastMilk 76 29.0 11 183 62 228 25 50.0
BreastMilkand 154 58.8 39 65.0 171 62.9 22 440
SupplementaryFood 32 122 10 16.7 39 14.3 3 6.0
OnlySupplemnetaryFo 3.116 16.330
od 0.195 0.001
X2
P
DiaperChangingFreq
uency 151 57.6 36 60.0 159 585 28 56.0
1-4 Times 111 42.4 24 40.0 113 415 22 44.0
5-10 Times 0.112 0.105
X2 0.427 0.431
P
CleaningType
WaterandCotton 37 141 7117 38 14.0 6 120
WetWipes 225 85.9 53 88.3 234 86.0 44 88.0
X2 0.250 0.139
P 0.397 0.456

n %
Infants Had Diaper
Rash Before 272 84.5
Yes 50 15.5
No
Diaper Rash
No 262 81.4
1stdegree rash 38 11.8
2stdegree rash and up 22 6.8
WhenRashDevelops
Applications Made 50 15.5
No rash 55 171
Gotothedoctor
Using diapercream 168 522
Frequentventilation of 49 15.2
thepoppy,
changingthediaperfrequently,
applyingoliveoil,
applyingpowder, washing
Toplam 322 100

All of the mothers stated that they used ready-made diapers as
underpad. It was determined that diaper area cleaning of 58.1% of the
infants was conducted 1-4 times a day. 50.6% of the mothers stated that
they changed the diaper in case of urine and poop. It was determined
that 82.9% of the mothers used wet wipes for the perineal cleaning. It
was found that 57.1% of the mothers did not leave the diaper area open,
and 83.2% of them tied diapers loosely. It was found that 70.2% of
mothers do not apply preservatives to the diaper area, 29.8%
ujsedpreservatives / creams (15.6% zinc oxide-free creams, 2.5% zinc
oxide cream, 2.2% antifungal cream, 0.6% olive 0il,% 9.3 powder). Table
1 shows the diaper rash distribution in children. It was determined that
84.5% of the infants had diaper rash before. It was determined that
18.6% of the infantshad diaper rash currently and 11.8% of the infants
who had currently rash had 1tdegree rash. 52.2% of the mothers stated
that they used diaper rash cream in the development of diaper rash in

infants.

In Table 2, there are relationship distributions between diaper rash
according to the variables of infants and mothers. It was determined that
56.7% of the infants developing diaper rash were girls (p> 0.05). It was
calculated that 56.6% of the infants who developed diaper rash was 1-12
months old and the statistical difference between them was significant (p
<0.05). In addition, the logistic regression relationship between infants’
age and diaper rash development was found statistically significant (p:
0.04) and Odds ratio was found as 0.45. No significant difference was
found between the weight and height of infants and diaper rash.

The variable which had statistically significant difference betweenthe
diaper rash development and itself was the mother's education level. The
mothers of 75.2% of the infants who did not have rash currently had
secondary education or higher (p <0.05).

When the diaper rash was examined according to the feeding type of
infants; 22.8% of infants who had rash before and 50.0% of infantswho did
not have rash were found to be fed only with breast milk and the statistical
difference was significant (p <0.05). It was determined that the diaper
changing frequency of 60.0% of the infants who had currently diaper
rashwere at most 4 times a day and during cleaning of 11.7% of them just

water and cotton were used (p> 0.05).
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Discussion

Diaper rash is the most common skin problem that can be seen in all
babies with diapers during childhood (15,16). The prevalence of diaper
rash in our country is between 23.9-61.5% (1,10,11). There is no study on
this subject in Sanliurfa. An annual average of 50-55 thousand births takes
place in Sanliurfa. Sanliurfa has the highest birth rates in Turkey (17) and
thus that high birth rate also brings with some health problems during
childhood.For this reason, the result in this study is more important.
Sanliurfa is the one of provinces with the highest average temperature
among all provinces in Turkey. For example, in a study conducted in
Erzurum, where the average temperature was low, previously the rash
frequency was found to be 83.7% (1). In the study conducted in Istanbul, it
was found as 67% (10).In a study conducted in Mauritius, which has a
higher temperature and atmospheric humidity and is a tropical island
having a similar climate, it was observed that 79.7% of the babies had
diaper rash at least once. (12). When compared with these results; also as
considering that this study was carried out in the months between
January-June during the season when there was no hot weather, it was
thought that the rate, 84.5%, of having diaper rash before was quite high.
In this study, the prevalence of having diaper rash currently was found as
18.6%. In a study conducted abroad, in Kenya which has a warm climate,
the prevalence of diaper rash was found to be 27.3% (7). In another study
conducted abroad at about same period which this study was carried out,
there found diaper rash in 18.4 % of babies (15). In another study
conducted abroad, it was found as 36.1% (16). As considering these
results, it can be said that our country is in a better condition in terms of
diaper rash prevalence.

In this study, no statistically significant difference was observed between
diaper rash and gender (p> 0.05) (Table 2). There is a majority of
researcheswhich were conducted at home and abroad and did not found
any statistical difference between the diaper rash development and
gender (1,5,6,8,9,12,16,18). In the study conducted by Gozen et al., it was
found that the rate of diaper rash was significantly higher in boys (x2 =
5.58; p = 0.01) (11). In their study, Visscher et al. found that the prevalence
of diaper rash was significantly higher in girls (20). Since there obtained
different results about the relationship between diaper rash development
and gender in the literature, it is thought that gender is not significant in
diaper rash development.

As a result of the examination carried out by the researcher, 60.0% of the
infants who had diaper rashes currently and 56.6% of the infants who
stated that had diaper rash before were found to be 0-12 months old (p>
0.05) (Table 2).

In addition, the logistic regression relationship between infants’ age and
diaper rash development was found statistically significant (p: 0.04) and
odds ratio was 0.45. Accordingly, diaper rash development in infants aged
1-12 months was observed 0.45 times more than the infants aged 13-24
months. In the literature review, it was reported that the development of
diaper rash was more often between 6-12 months (1,12,15,20). However,
in a study, on the contrary, it was found that the rate of diaper rash
increased significantly as the age of infants increased (8). Accordingly,
when we think that the fact that infants make more urine and poop during
their period between 0-12 monthsincreases diaper rash, it can be said that
the prevalence of diaper rash may be more often in younger babies.

In this study, only 18.3% of the infants who were fed with breast milk had
diaper rash currently (p> 0.05), while 22.8% of the infants who
haddiaperrash before were fed with only breast milk (p <0.05) (Table 2). In
another study, although there was no significant difference between the
diets of infants and the prevalence of diaper dermatitis (p> 0.05), it was
found that infantswho had often diaper dermatitis were infants fed with
mixed diet (1).Thatresult supports this study. Less diaper rash
development in infants who are breastfed is thought to be due to less
urease-containing organisms in their stools. Because, babies who are fed
with breast milk which has low pH and containing fecal enzymes are more
difficult to have perianal injury (1,8,12).In addition, it is not rare in studies
that found that those who fed with breast milk would have less diaper
development, and that the diet had a statistically significant effect on the
frequency of diaper rash. (1,5,6,8,12). It is thought that the difference
between diet and diaper rash development is not significant since infants
may have had a very recent mixed feeding, so mother's milk may have
been given predominantly in mixed-feeding infants, and mothers may
have avoided spicy foods in their own nutrition.

In our study, the difference between way of perineal cleaning and diaper
rash development was not statistically significant (p> 0.05) (Table 2). In the
study, it was observed that 82% of the mothers preferred to use wet wipes
for the infants’ cleaning. In a study conducted by Adalat et al., similarly, it
was reported that wet wipes were used most frequently (57%) and there
was no statistically significant relationship between the way of cleaning
and rash development (9).

Other studies also support this result (1,7,8,10,12). This situation seems
parallel to our study. Dexpanthenolcontainingformula (BEPANTHEN®)
providesgoodprotection of baby’sbuttocksagainstirritants. Its protective

effectseemsto be superior compared with other products, whichdid not

containthis ingredient (21).
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The reason for the absence of a meaningful result between the perineal
cleaning method and the development of diaper rash in our study
suggested that mothers may use wet wipes containing preservatives
such as glycerin and pentanol, which do not contain alcohol and
derivatives. In addition, it is thought that the reason for the fact that
mothers prefer wet wipes more in infants’ perineal cleaning is that wet
wipes can be easy to use and carry.

In this study, as the education level of the mothers increases, the
probability of their infants’ developing diaper rash decreases (p <0.05,
Table 2). The same result was obtained in all studies related with diaper
rash (1,7,8). In addition, in a study, infants whose mothers went to
primary school found the probability of developing diaper rash 4.2 times
more than those whose mothers attendedtohigher education (7). This
result is an expected and demanding result because the person’s
probability of

reaching the information and especially correct

information increases as the personal education level increases.

Hasan KURT et al.

Conclusion

Diaperdermatitisseemsto be a multi-factorial skin problem.It was observed
that 18.6% of the infants included in the study had diaper rashand 11.8% of
these infants had 1°t degree rash, 6.8% of them had 2"¢ degree and above.
Mother education level, age of infants and type of nutrition were found as
factors affecting diaper rash development. For this reason, it is
recommended that preventive care for rash is to be increased by nurses and
an effective training about preventing the infants from diaper rash and
diaper rash treatment is to be providedto mothers.healthcare personnel
should inform, educate, and communicate with mothers on hygiene and
body care of their babies to avoid this disorder that can lead to discomfort

and reduced well-being of the infant.
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Septorinoplastide Kullandigimiz Otojen Greftlerin Etkinliginin Retrospektif

Analizi

Retrospective Analysis of the Effectiveness of Autogenous Grafts Used in

Septorhinoplasty
0z
Bahadir BAYKAL*0000-0001-5106-6809 Amag: Otojen kikirdak greft kullanarak septorinoplasti ameliyatlarini gergeklestirdigimiz
Fatih OGHAN**0000-0002-7967-2189 hastalarda otojen greftlerin etkinligini kendi arasinda karsilastirmali olarak incelemek ve

sonuglarini literatiir esliginde tartismak
Cahisma Tasarimi: Retrospektif Kohort
Gere¢ ve Yontem:Klinigimizde 2008-2020 vyillari arasinda agik teknik septorinoplasti
ameliyatlari gergeklestirilen 237 hasta galismaya dahil edildi. Doksan bir hasta daha
once septorinoplasti veya rinoplasti ameliyati gegirmisken, 146 hastanin Ooncesinde
*KBB Clinic, Atakdy Nef 22 Residence B/189, Atakoy gecirilmis cerrahi OyklslU yoktu. Hastalardan septal, aurikller veya kostal kartilaj
10. Kisim/ Bakirkdy, 34158, Istanbul alind1.Tum hastalara 1 giin hastanede yatis verildi. Atelleri ise 7 ciglin alindi. Ameliyattan
**Kitahya Saglk Bilimleri Universitesi Tip Fak. KBB sonra 1,2,4,12 ve 24, haftalarda kontrolleri yapildi. Ameliyati izleyen ardisik yillarda da
Ad, Merkez Kamps, 43100, Kiitahya kontrole gagrildi.
Bulgular: Olgularin 132 si (ort: 32,97+9,79) (%55.7) erkek, 105i (ort: 30,37+9,35) (%44.3)
kadin idi. Operasyon aninda yaslari 18 ile 57 arasinda degisiyordu. Ameliyat sonrasi takip
sureleri en kisa 8 ay en uzun 31 ay oldu. Agik teknik primer veya sekonder
septorinoplasti operasyonlari yapilan 237 olgunun 226’sinda otojen kikirdak grefti
kullanildi. 11 hastada greft kullanilmasina gerek kalmadan yerinde L-strut olusturuldu.
Bu hastalarin 2’si primer, 9’u sekonder rinoplasti hastasiydi. 176 hastada septal kikirdak
ile disarida olusturulan L-strut kullanilirken (%77.9), 28 hastada kostal kikirdak, (%12.4)
ve 22 hastada ise aurikiler kikirdak tercih edildi (%9.7). Primer septorinoplasti ameliyati
yapilan hastalarin 141’inde L-strut septal kikirdak 3’tnde ise kostal kikirdak kullanildi.
Sekonder septorinoplasti yapilan hastalarin 35’inde L-strut septal kikirdak, 25’inde kostal
kikirdak, 22’sinde ise aurikiler kikirdak kullanildi.
Sonug: Rinoplastide kullandigimiz otojen greftler icerisinden etkili olaninin, morbiditesi
en az olan ve en kolay ulagilanin septal L-strut kikirdak greft oldugunu gozlemledik.

Anahtar Kelimeler: Septorinoplasti; otojengreft; kikirdak

Abstract
Yazigma Adresi: Fatih OGHAN Objective: We aimed to investigate effectiveness of autogenous cartilage grafts in
Tavsanli Yolu 10 KM Merkez Kampis, Kitahya patients that operated as septorhinoplasty, and discuss the surgical results in the light of
e-mail : fatih.oghan@ksbu.edu.tr literature

Study Design: Retrospective Cohort
Materials and Methods: In this study, 237 patients operated as open technique
septorhinoplasty who used autogenous cartilage grafts were included in the study
between the years of 2008 and 2020. While ninety-one patients had previously
undergone septorhinoplasty or rhinoplasty, 146 patients were not. Auricular, septal and
costal cartilages were obtained from the patients. All of patients were interned in the
hospital one day. External nasal splints were removed in seventh days. The patients
Gelig Tarihi: 01/03/2021 were examined at 1, 2, 4, 12 and 24 th weeks after surgery. Also, we examined the

K | Tarihi:1 2021
abul Tarihi:10/06/20 patients each years postoperatively.
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Results: The mean age was 32,97(+9,79) years for 132 male patients,
30,37(%9,35) for 105 female patients. At the time of operation, their
ages were varying from18 to 57. Postoperative follow-up period was
as short as 8 months and 31 months at the longest. Autogenous
cartilage graft was used in 226 of 237 patients who underwent open
technique primary or secondary septorhinoplasty. In 11 patients, an L-
strut was created in place without the need for extra grafts. Two of
these patients were primary rhinoplasty patients and 9 were secondary
rhinoplasty patients. While L-strut formed in external with septal
cartilage was used in 176 (77.9%), costal cartilage was preferred in 28
patients (12.4%) and auricular cartilage was preferred in 22 patients
(9.7%). L-strut septal cartilage was used in 141 of the patients who
underwent primary septorhinoplasty, and costal cartilage was used in
3. L-strut septal cartilage was used in 35 patients, costal cartilage in 25
patients and auricular cartilage in 22 patients who underwent
secondary septorhinoplasty.

Conclusion: We observed that the most effective autogenous grafts
used in rhinoplasty was the septal L-strut cartilage graft with the
minimum morbidity and the easiest to reach.

Keywords: Septorhinoplasty; autogenous graft; cartilage

Girig

Yizin en dikkat g¢eken unsurlarindan olan burun ayni zamanda
fonksiyonel olarak da 6nemli bir organdir. Agik teknik septorinoplasti
burnun estetik ve fonksiyonel diizeltmeleri igin tim diinyada yaygin
olarak kullanilan tekniklerinden birisidir. KBB yada Plastik ve
Rekonstriktif Cerrahi uzman doktorlarina burun ameliyati igin
basvuran hastalarin pek gogunda fonksiyonel ve estetik beklentiler ayni
anda vardir. Nazal kemikler, orta gati ve burun ucunun birbirleri ile
uyumlu ve dengede oldugu durumlarda ¢ogu zaman anatomik yapilara
mudahale gerekmez. Dogustan gelen problemler disinda ozellikle
travmalar, gegirilen septoplasti ve/veya rinoplasti ameliyatlari burnun
gorinimind bozabildigi gibi nefes alma zorlugu da olugturabilir. Tim
bu sorunlarin giderilmesinde ise ¢ogu zaman greft materyallerine
ihtiyag duyulur.
Septorinoplasti veya rinoplasti ameliyatlarinda kullanilan greft
materyalleri ise otogreftler, homogreftler ve allogreftler olarak Uge
ayrilir  (1). Otojen greftler kisinin kendisinden elde edilirken,
homogreftler ayni tir ancak farkli bir dondrden elde edilirler.
Allogreftler ise sentetik materyallerden elde edilmektedir.

Bu ¢alismada amacimiz, 2008-2020 yillari arasinda otojen kikirdak greft
kullanarak septorinoplasti  veya  rinoplasti  ameliyatlarini
gergeklestirdigimiz hastalarda otojen greftlerin etkinligini kendi iginde
karsilastirmali incelemek ve sonuglarini literatiir esliginde retrospektif

analiz yapmaktir.

Retrospective Analysis of the Effectiveness of Autogenous Grafts Used in
Septorhinoplasty

Gereg ve Yontem

Klinigimizde 2008-2020 yillari arasinda acik teknik septorinoplasti ameliyatlari
gerceklestirilen 237 hasta ¢alismaya dahil edildi. Doksan bir hasta daha 6nce
septorinoplasti veya rinoplasti ameliyati gegirmisken, 146 hastanin 6ncesinde
gecirilmis cerrahi 6ykusi yoktu.

“Etik kurul onayr 2020/16-18 no ile Kiitahya Saglik Bilimleri Universitesi Tip

Fakiiltesi etik kurulundan Retrospektif Kohort’olarak alindi.

Septal Kikirdak Alimi:

Septal kikirdak elde etmek igin iki farkli yontem tercih edildi. Birincisinde,
transvers midkolumellar ters-V insizyonu ile operasyona baslanarak, insizyon
hatti  bilateral marjinal insizyon ile birlestirildi. Subperkondrial ve
subperiosteal planda galisilarak osteokartilajin6z iskelet yapi ortaya konuldu.
Septal mukoperikondrial flep eleve edildi. Septum, nazal kemikler, Ust ve alt
lateral kikirdaklardan serbestlestirildi. Kuadranguler kikirdagin burun egriligine
sebep olan kismi g¢ikarilip, kaudal ve dorsal planda 15 mm sinir birakilarak
yeniden sekillendirilmesi ile disarida L-strut olusturuldu. Bu L-strut tekrar

egrilik bolgesine sittre edilip nazal kikirdak ¢ati olusturuldu (Resim 1a,b).

Resim 1a: Kuadrangdler kartilajin eksizyonu sonrasi gérinimu
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Aurikiiler Kikirdak Alimi:

Aurikiler konkal greft hazirlamak igin aurikulanin 6n yuziindeki antiheliks
kivriminin ig kismindan, yarim ay seklinde yapilan tek insizyonla girilerek
cilt, cilt alti dokular eleve edildikten sonra ulasilan konka kikirdagi
aurikulanin  dogal vyapisi  korunarak eksize edildi. insizyon vyeri
kapatildiktan sonra olusabilecek hematomu o6nleyebilmek igin dondr
alandan genisge 4/0 vicril ile tam kat dikis gegildi. Greft yataginin i¢ ve dig
kismina, 2-4 giin sonra alinmak Uzere antiseptik soliisyonlu ve parafinli
til sargi cok katli olacak sekilde yerlestirildi ve tam kat 4/0 Vicryl ile
birbirine sttire edildi.

Kostal Kikirdak Alimi:

Ozellikle biyiik miktarda kikirdak gereksinimi olan vakalarda kostal
kikirdak greft kullanildi. Kostal kikirdak greft almak icin ‘oblique split’
yontemini kullanildi (2). Genellikle 7. kaburgadan 3-4 cm lik bir segment

yeterli oldu. Bu yontem degisik kalinlikta diz greftler elde etmede

oldukga etkili oldu ve uzun donem sonuglar agisindan da yuz
guldtriclydi (Resim 2a,b,c).

Resim 1b: Kuadrangiiler kartilajdan L-strut greft hazirlanmasi

ikincisinde ise kaudal septal insizyonu takiben subperikondrial elevasyon
yapilarak egrilige sebep olan kisim gikarildi ve yeterli L strut destegi
yerinde olusturularak yeni septum maksiller spine kismina sutiire edildi

(Resim 1c).

Resim 2a: Kostal greft alinma islemi

Resim 1c: L-strut greftin yerlestirilmesi
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Tim hastalara 1 gece hastanede vyatis verildi. Atelleri ise 7.gun alind.
Ameliyattan sonra 1,2,4,12 ve 24. haftalarda kontrolleri yapildi. Ameliyati
izleyen ardisik yillarda da kontrole ¢agrildi.

istatistiksel Analiz

istatistiksel analiz Student-t test ile yapildi. Gruplarin bilyiiklGgi istatistiki analizi
yapmak igin yeterli idi. istatistiksel analiz SPSS Windows 21 (IBM SPSS Inc
Chcago, IL, USA) kullanilarak yapildi. P<0.05 degeri istatistiksel olarak anlamli
kabul edildi.

Bulgular

Olgularin 132 si (ort. yas: 32,97+9,79) (%55.7) erkek, 105 i (ort. yas: 30,37+9,35)
(%44.3) kadin idi. Operasyon aninda yaslari 18 ile 57 arasinda degisiyordu.
Ameliyat sonrasi takip sureleri en kisa 8 ay en uzun 31 ay oldu. Acik
teknik primer veya sekonder septorinoplasti operasyonlari yapilan 237 olgunun
226’sinda otojen kikirdak grefti kullanildi. 11 hastada greft kullaniimasina gerek
kalmadan yerinde L-strut olusturuldu. Bu hastalarin 2’si primer, 9’u sekonder
rinoplasti hastasiydi. 176 hastada septal kikirdak ile disarida olugturulan L-strut
kullanilirken (%77.9), 28 hastada kostal kikirdak, (%12.4) ve 22 hastada ise

Resim 2b: Oblique split yontemi aurikular kikirdak tercih edildi (%9.7) (Tablo 1).

Tablo 1: Septorinoplasti yapilan hastalarda kullanilan otojen greftler (SRP:

Septorinoplasti, n: kisi sayisi)

Otojen Greftler Primer SRP (n) Sekonder SRP (n) Toplam Hasta (n)

Septal L-strut 141 35 176

Kostal kikirdak 3 25 28

Aurikiler kikirdak - 22 22

Yerinde L-strut 2 9 11

Toplam 146 91 237
Resim 2c: Oblique split yontemi ile elde edilmis dilim Primer septorinoplasti ameliyati yapilan hastalarin 141’inde L-strut septal kikirdak
kartilajlar 3’iinde ise kostal kikirdak kullanildi. Sekonder septorinoplasti yapilan hastalardaysa

35’'inde L-strut septal kikirdak, 25’inde kostal kikirdak, 22’sinde ise aurikular
kikirdak kullanildi (Tablo 1). Primer ve sekonder rinoplasti yapilan hastalar arasinda
L-strut greft kullanimi karsilastirildiginda primer rinoplasti yapilan hastalarda bu
greftin istatistiksel olarak anlamli 6lgide daha fazla kullanildigi ve daha etkin

oldugu bulundu (P=0.028).
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Primer ve sekonder rinoplasti yapilan hastalar arasinda kostal greft
kullanimi karsilastirildiginda, sekonder rinoplasti olan hastalarda bu
greftin kullaniminin ve etkinliginin istatistiksel olarak anlaml olglide
yuksek oldugu tespit edildi (p= 0.011).

Elde edilen kikirdak dokular 164 olguda kolumellar strut greft, 13 olguda
shield greft, 168 olguda unilateral veya bilateral spreader greft, 26
olguda alar batten greft, 31 olguda dorsal onlay greft, 117 olguda tip cap
greft, 76 olguda alar lateral crural strut greft, 14 olguda alar medial crural
strut greft, 13 olguda extended spreader greft, 16 olguda radix greft, 21
olguda caudal septal extension greft, 32 olguda oblique septal cross bar
greft, 88 olguda alar rim greft olarak kullanildi. Ayrica 157 olguda kiyiimis
kikirdak (diced cartilage) kamuflaj ve dengeleme amacgli kullanildi.
Postoperatif erken donemde tiim hastalara 7 giin sureyle birinci kusak
sefalosporin antibiyotik ve non-steroid antienflamatuvar oral olarak
baslandi. Dondr saha komplikasyonlarinin en énemlilerinden hematom
higbir olguda gozlenmedi. Cerrahi sirasinda mukoperikondrial flepler
septal kartilaja boydan boya sutirlendi. Olgularin 206’sinda nasal
tampon yerlestirildi. Nasal tampon olarak internal silikon nasal splint ve
nasopore kullanildi. ikinci giin silikon tampon alindi, nasopore ise aspire
edildi. U¢ hastada post- operatif ikinci hafta epistaksis gelisti, lokal
anestezi altinda mudahale edilerek kontrol altina alindi. Enfeksiyon ve
ates higbir hastada gorlilmedi. Alti hastada postoperatif ilk hafta hafif
deri dokuntileri gozlendi. Aurikular greft alinan 1 hastada hafif skar
gelisimi gozlenirken, hicbir hastanin kulak pozisyonunda degisiklik
olusmadi. Kostal kikirdak alinan olgularin 4 Unde hafif skar dokusu
mevcuttu. Keloid gelisimi olmadi. Higbir olguda da pndmotoraks
gozlenmedi. Ayrica kikirdak rezorbsiyonu veya rejeksiyonu gibi sorunlarla
karsilagiimadi.

Tartisma

Rinoplasti cerrahisinde en sik otojen greftler tercih edilir. Cunkd
homogreftlerin virlis tasima riski vardir.Alloplastik materyallerin ise
enfeksiyon riski, immin yanittan dolayr doku reaksiyonu ve atilma
ihtimalleri her zaman olasidir (3). Rinoplastide kullanilacak greft
materyali mutlaka bio uyumlu, elastik ve glgli olmalidir, ayni zamanda
kolay elde edilebilmelidir (4). Biz tim ameliyatlarimizda otojen greft
kullandik. Primer rinoplasti olgularinda ise greft materyali olarak
oncelikle septum kikirdagi tercih edilmelidir (1,5,6). Sekonder yada
revizyon septorinoplasti ameliyatlarinda da yeterli septum kikirdag
oldugu sirece ilk tercih septum kikirdagi olmalidir. Bizim olgularin %77.9
‘unda septum kikirdagi kullanildi. Saglam olmasi,kolay sekil verilebilmesi
ve ikinci uzak kesiden kaynakli riskleri ortadan kaldirdigi icin septal
kikirdagi tercih ettik. Septum kikirdagi sert, dizgin ve glgli bir
materyaldir, 6zellikle burun ucu destegini saglamak igin ‘columellar strut’
greft olrak siklikla kullaniimaktadir (1). Ozellikle primer rinoplasti
vakalarinda septal L-strut greft kullaniminin columella destegi agisindan
da istatistiksel olarak anlamh 6lglide etkin oldugunu tespit ettik. Bu greft;
spreader greft, crossbar greft, onlay batten greft ve tip cap graft olarak
da rahatlikla sekillendirilerek kullanilabilir. Septal kikirdak; kamuflaj ve

augmentasyon gereken durumlarda kiyilmis kikirdak (diced cartilage)

veya onlay dorsal greft olarak kullanabilir.

Bahadir BAYKAL et al.

Ozellikle fasya - kiyilmis kikirdak greft uygulamasi dorsal greft
uygulamalarinda devrim yaratmistir. Fasyadan hazirlanan torba igerisine 0.5
mm den klguk kikirdak pargalari dogranarak olusturulan ‘facia embedded
diced cartilage’ burun sirtindaki defekte yerlestirilebilir (7). Histolojik
galismalar kikirdak pargalarinin yasadigini ve fasyanin neo-perikondrium
olarak islev gordiguni de dogrulamistir (8). Septum kikirdagi ¢ok fazla
ezildiginde rezorbsiyon riski olusur. Ancak hafif ve orta derecede ezilmis
kikirdak canlhigini koruyabilir. Yapilan bazi ¢alismalarda ezilmis kikirdaktan
elde edilen greftin ezilme orani ile rezorbsiyon riskinin iliskili oldugu
gosterilmistir (9). Kisisel deneyimimiz ¢ok fazla ezmeden yerlestirilen onlay
dorsal greftlerde ciddi rezorbsiyon sorunu yasanmayacagi yontindedir. Elde
edilmesi nispeten kolay olan diger otojen greft materyali de aurikuler konkal
kikirdaktir (1). Ancak grefti elde etmeden 6nce hastada keloid olusma
potansiyeli iyi degerlendirilmeli ve kulagin sistemik hastaliklar tarafindan
tutulmamis olmasina dikkat edilmelidir (1). Aurikuler greftler hem primer
hem de sekonder rinoplasti olgularinda siklikla kullaniimaktadir. Her iki
yontem ile de aurikuler kikirdak elde edilebilir.Ancak kikirdaga anterior yolla
yaklasim hem daha kolaydir hem de daha fazla goris rahathgi saglar (10). Biz
de daima anterior vyolla vyaklasimi tercih ettik. Higbir olguda da
komplikasyona rastlamadik. Konkal greftler iyi bir greft materyalidir ancak
diz degildir, egimlidir ve diger kikirdaklara gére daha glgstizdur. Bu nedenle
bazen iki ya da nadiren 3 kat seklinde kullanabilir. Kolumellar strut, spreader
ve onlay greft olarak kullanilabilirler. Konkal gretler hem tek basina hem
kombine olarak diger greftlerle de birlikte ayni anda kullanilabilir. Kostal
kikirdak igin genellikle altinci veya yedinci kosta tercih edilmektedir. Donér
sahada postoperatif donemde agr disinda 6nemli bir sorun olmaz. Nadiren
pnoémotoraks gelisebilir. Olgularda greft ihtiyacinin fazla oldugu durumlarda
ya da 6ncesinde fazla sayida operasyon gegirmis vakalarda kostal kikirdagi
tercih ettik ve istatistiksel olarak anlamli dlgtide etkin oldugunu saptadik. Bu
greftin kullanimindaki en 6nemli engel greftin egilmesi ve olusan ciddi
rezorbsiyondur. Tim vakalarimizda kostal greft almak igin ‘oblique split’
yontemini kullandik. Genellikle 7. kaburgadan 3-4 cm lik bir segment yeterli
oldu. “Oblique split” metot degisik kalinhkta diiz greftler elde etmede
oldukga etkili oldu ve uzun dénem sonuglar agisindan da ytiz guldurtctydu.
Ozellikle kalin ciltli revizyon olgularda ve egri burunlarda kostal kikirdak
kullanildi. Herhangi bir rezorbsiyon ve egrilme sorunu yasanmadi. Kalvarial
ve iliak krest kemikler olarak nadiren de olsa

otojen greft

kullanilabilirler. Ancak donér sahada morbidite riski ytksektir ve greftin
uygulandigl alanda zamanla cilt zamanla incelebilir ve bodylece dogal
olmayan gorinti gozlenebilir (3).

Glnumizde otojen greft kullanimi hem primer hem sekonder rinoplastilerde
siklikla ve guvenle uygulanabilmektedir. Burada en 6nemli nokta greft
secimidir. Dogru greftin kullaniimasi ameliyatin basarisina etki eder. Ornegin
kalin ciltlilerde septal ya da kostal kikirdak ilk tercih olmahldir. Egri burnun
diizeltiimesinde ise konkal kikirdak kullanimi digiinilmemelidir. Bu nedenle
tim olgularin preoperatif iyi degerlendirilmesi gerekir. Cilt kalinlig,
oncesinde gegirilmis ameliyat sayisi ve fonksiyonel sorunlarin varligi greft

secimi igin belirleyicidir.
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SYNTAX Skoru Arasindaki iliski

Abstract

Aim: In the present study, we aimed to investigate the relationship between aspartat
aminotransferase to alanin aminotransferase (De-Ritis) ratio and The Synergy between
Percutaneous Coronary Intervention (SYNTAX) score which is a measure of the extent
and complexity of coronary artery disease (CAD) in patients with non-ST elevation
myocardial infarction (NSTEMI).

Method: Three hundred fifty consecutive patients with NSTEMI who underwent
coronary angiographic examination were enrolled in this study. The De-Ritis ratio was
calculated for each patient on admission. All patients underwent coronary angiography
within 2 days following their admission. The SYNTAX scoring system was used to
evaluate the severity and extent of CAD.

Results: In SYNTAX score >22 group, the mean De-Ritis ratio (1.66+0.86 vs 1.32+0.66,
p=0.001) was significantly higher than the SYNTAX score <22group. High De-Ritis ratio
(OR: 1.851, 95%Cl: 1.319-2.599, p=0.001), the presence of diabetes mellitus (OR: 1.962,
95%Cl: 1.109-3.470, p=0.021), and the presence of atrial fibrillation (OR: 2.935, 95%Cl:
1.626-9.523, p<0.002) were found to be independent predictors for high SYNTAX score
by multivariate regression analysis. In ROC curve analysis; De-Ritis ratio above a cut-off
level of 1.22 predicted high SYNTAX score with a sensitivity of 74.2% and a specificity of
61.2% (AUC: 0.693, 95%Cl: 0.630-0.736, p<0.001). There was a significant positive
moderate correlation between De-Ritis ratio and SYNTAX score (r:0.389, p<0.001).
Conclusion: High De-Ritis ratio may be associated with high SYNTAX score in patients
with NSTEMI. De-Ritis ratio may aid in predicting the extent and complexity of CAD in
NSTEMI.

Keywords: Acute coronary syndrome; coronary artery disease; Non-ST elevation
myocardial infarction; SYNTAX score; De-Ritis ratio

0z

Amag: Bu calismamizda, Non-St elevasyonlu miyokard infarktiisi (NSTEMI) olan
hastalarda aspartat aminotransferazin (AST) alanin aminotransferaza orani ile elde
edilen De-Ritis orani ile koroner arter hastaliginin (KAH) yayginhgi ve kompleksligini
gosteren The Synergy between Percutaneous Coronary Intervention (SYNTAX) skoru
arasindaki iligki aragtiriimigtir.

Metod: Bu galismaya NSTEMI tanisi ile Ugyiz elli hasta dahil edilmistir. Basvuru sirasinda
her hasta icin De-Ritis orani hesaplandi. Tim hastalara, yatiglarini takip eden 2 gin
icinde koroner anjiyografi yapildi. KAHIn yayginligini ve kompleksligini degerlendirmek
icin SYNTAX skoruna bakildi.

Bulgular: SYNTAXskoru> 22 grubunda, ortalama De-Ritis orani (1.66 + 0.86'ya kars1 1.32 +
0.66, p = 0.001) SYNTAX skoru <22 grubundan anlamli derecede yuksekti.
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Yiiksek De-Ritis orani (OR: 1.851,% 95 Cl: 1.319-2.599, p = 0.001),
diabetes mellitus (OR: 1.962,% 95 Cl: 1.109-3.470, p = 0.021) ve atriyal
fibrilasyon (OR: 2.935,% 95 Cl: 1.626-9.523, p <0.002), ¢ok degiskenli
regresyon analizi ile yiksek SYNTAX skoru igin bagimsiz prediktor olarak
bulundu. ROC egri analizinde; De-Ritis orani, 1.22 seviyesinin
tizerinde, % 74,2 duyarlilik ve% 61,2 6zgiillik ile yiksek SYNTAX skorunu
6ngordi (AUC: 0,693,% 95 Cl: 0,630-0,736, p <0,001).De-Ritis orani ile
SYNTAX skoru arasinda anlamli pozitif orta dizeyde bir korelasyon
vardi (r: 0.389, p <0.001).

Sonug: Yiiksek De-Ritis orani, NSTEMI’da yuiksek SYNTAX skoru ile iliskili
olabilir. Bagvuru aninda De-Ritis orani, NSTEMI hastalarinda KAH'In
yayginhgini ve kompleksligini 6ngérmede yarimci olabilir.

Anahtar Kelimeler: Akut koroner sendrom; koroner arter hastaligi; ST

yiikselmesiz miyokard enfarktisi; SYNTAX puani; De-Ritis orani

Introduction

Acute coronary syndromes (ACS) is the leading cause of death in the
world. Different scoring systems are used for risk identification in ACS
including ST-elevation myocardial infarction (STEMI), non-ST elevation
myocardial infarction (NSTEMI), and unstable angina pectoris (UAP)(1-
3). The Synergy between Percutaneous Coronary Intervention (SYNTAX)
score is a comprehensive angiographic scoring system. It has been used
to evaluate the extent and complexity of coronary artery disease (CAD)
and to predict consequently early and late outcomes. In patients with
low SYNTAX score, the clinical outcomes were comparable between
percutaneous coronary intervention (PCl) and coronary artery bypass
graft surgery (CABG) but, in those with a high SYNTAX score, outcomes
were better with CABG at 12 months (4).

Transaminases have been used as a monitoring indicator of liver
function for several decades and as a basic laboratory test in clinical
practice (5). However alanine aminotransferase (ALT) is mainly present
in the hepatocytecytoplasm, aspartate aminotransferase (AST) is
present in the liver, kidney, lung, brain, skeletal muscle and myocardial
tissue (6). When acute inflammation damage hepatocytes,
permeability of hepatocytes membrane increases, and transaminases
are released into the blood although their phases and concentrations
are different (7). AST to ALT ratio (De-Ritis ratio) is generally used to
evaluate liver function. Elevated ALT is more reliable indicator of liver
damage than AST because extrahepatic diseases may also be
responsible for the elevation of AST (8). Therefore, the De-Ritis ratio
has recently been used not only in liver diseases but also in diagnosis

and prognosis of other organ diseases.

Non-St Elevasyonlu Miyokard infarktiistlii Hastalarda De-Ritis Orani ile SYNTAX
Skoru Arasindaki iliski

In the present study, we aimed to investigate the relationship between De-
Ritis ratio and SYNTAX score which is a measure of the complexity of CAD in
patients with NSTEMI.

Methods

Study Population

Three hundred fifty consecutive patients with NSTEMI who underwent
coronary angiography between September 2019 and March 2020 were
enrolled. Patients with typical chest pain for at least 20 min and elevated
troponin | values with or without new horizontal 20.05 mV ST depression in at
least 2 adjacent leads were accepted as having NSTEMI (9). Patients with prior
CABG or PCl, active infection, chronic inflammatory disease, hepatic or renal
disease, malignancy, pulmonary hypertension, alcohol drinking habit,
moderate to severe valvular heart disease, preprocedural resuscitation,
systolic and diastolic heart failure with Killip class lll-IV were excluded.All
patients provided a written informed consent and the study protocol was
approved by the local ethics committee in accordance with the principles of
the Helsinki Declaration (Ethical committee approval number:2020/10/373).
Laboratory Analysis

Venous blood samples were collected to perform laboratory analysis by a
clean puncture of an antecubital vein from all patients. Complete blood
countings were measured on Sysmex XT2000i analyzer (Sysmex Corporation,
Kobe, Japan). Fasting blood glucose, blood urea nitrogen, creatinine, sodium,
potassium, AST, ALT, Troponin |, total cholesterol, low-density lipoprotein
(LDL), high-density lipoprotein (HDL), and triglyceride levels were also
measured on an autoanalyzer (Siemens Advia 2400 Chemistry System,
Siemens Diagnostic, Tarrytown, USA). Also; The De-Ritis ratio was calculated
as the ratio between the concentrations of the serum enzymes AST and ALT
values (AST/ALT).

Echocardiography

An echocardiography was performed in all study participants using the Vivid 5
system (GE Vingmed Ultrasound AS, Horten, Norway) unit with a 2.5 MHz FPA
probe by an experienced physician who was unaware of the clinical and
demographic data of the patients.B-Mode, M-mode, pulse wave and tissue
Doppler parameters were measured according to the American Society of
Echocardiography guidelines (9).

Coronary Angiography and SYNTAX Score

Coronary angiography was performed under standard conditions via the
femoral approach with 7-Fr diagnostic catheters for all patients within 2 days
after their admission. Images were recorded in multiple projections for the
left and right coronary arteries on a digital system for quantitative analysis.
Two independent and experienced interventional cardiologists who were
blinded to the characteristics of the patients evaluated the coronary
angiograms. Each coronary lesion with 250% diameter stenosis in vessels 21.5
mm was scored separately and added together to provide the overall SYNTAX

score using the algorithms described in detail on SYNTAX score web site (21).
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All demographic, laboratory, electrocardiographic, echocardiographic,
and angiographic parameters were recorded in a dataset and compared

between patients with low (<22) and high SYNTAX score (>22).

Statistical analysis

Statistical analysis was performed using SPSS 22 for Windows Evaluation
Version statistical package. The normality distribution was evaluated
using the Kolmogorov-Smirnov test. Descriptive statistics were reported
as mean * standard deviation for continuous variables with normal
distribution or median (25%-75% percentiles) values for continuous
variables without normal distribution and as frequency with percentages
for the categorical variables. Differences between the two groups
regarding continuous variables were determined by the independent
samples t-test or Mann-Whitney U test as appropriate. Categorical
variables were compared by Chi-square or Fisher’s exact test. The logistic
regression analysis was used to determine independent predictors for
high SYNTAX score. Receiver operating characteristics (ROC) curve
analysis was performed for predictor parameters determined in
regression analysis. A p value of <0.05 was accepted as statistically
significant with 95% confidence interval.

Results

The study population (female: 80, mean age= 60.39+11.12 years)
included 284 patients (81.1%) with SYNTAX score <22 (female:71, mean
age:60.11+11.08 years)and 66 patients (18.6%) in SYNTAX score >22
(female:9, mean age: 61.60+11.27 years). The comparison of other
laboratory findings and demographic characteristics were shown in Table
1.Theprevalences of diabetes mellitus (48.5 vs 34.9%, p=0.039), and
atrial fibrillation (15.2 vs 3.5%, p<0.001) were higher in the SYNTAX
score >22 group as compared to the SYNTAX score <22group. The rate of
female gender (25 vs 13.6%, p= 0.048) was detected significantly higher
in the SYNTAX score <22group. There was no statistically significant
difference between the groups in terms of age, smoking status, the
prevalences of hypertension, cerebrovascular disease, heart valve
disorder, body mass index and left ventricular ejection fraction. There
was no significant difference between the groups in terms of laboratory
parameters. In SYNTAX score >22 group, the mean De-Ritis ratio
(1.66+0.86 vs 1.32+0.66, p=0.001) was significantly higher than the
SYNTAX score <22group (Figure 1). There was statistically significant
difference between the groups in terms of mean SYNTAX
Score(28.31+5.27 vs 5.90+6.54, p<0.001).

Univariate parameters that were found to be different between groups
were evaluated with multivariate logistic regression analysis. High De-
Ritis ratio (OR: 1.851, 95%Cl: 1.319-2.599, p=0.001), the presence of
diabetes mellitus (OR: 1.962, 95%Cl: 1.109-3.470, p=0.021), and the
presence of atrial fibrillation (OR: 2.935,95%Cl: 1.626-9.523, p<0.002)
were found to be independent predictors for high SYNTAX score (Table
2).

Emrah BAYAM et al.

In ROC curve analysis; De-Ritis ratio above a cut-off level of 1.22
predicted high SYNTAX score with a sensitivity of 74.2% and a specificity
of 61.2% (AUC: 0.693, 95%Cl: 0.630-0.736, p<0.001) (Figure 2). There was
a significant positive moderate correlation between De-Ritis ratio and

SYNTAX score (r:0.389, p<0.001) (Figure 3).

Tablo 1: Baseline characteristics and laboratory findings of the groups

Creatinine (mg/dl) 0.86%0.37 0.87+0.26 0.931
Sodium (mmol/dl) 137.42+2.93 137.57+2.53 0.704
Potassium (mmol/dl) 4.40+2.93 4.14+0.54 0.264
AST(U/L) 24 (19-33) 26 (19-40) 0.123
ALT (U/L) 21 (16-29) 18 (15-24) 0.104
HDL-C (mg/dl) 41.38+13.27 39.61+7.21 0.342
LDL-C (mg/dl) 125.35+33.78 128.70+44.01  0.600
Triglyceride (mg/dl) 172.13+98.48 168.27+88.64  0.792
Total cholesterol (mg/dl) 199.9+48.8 201.9+53.2 0.773
Troponin | (ng/ml) 0.3(0.2-0.7) 0.6 (0.3-2.2) 0.087
WBC(x10® /uL) 7.16+4.56 8.6515.72 0.051
Hemoglobin (g/dL) 14.12+2.65 13.98+1.78 0.604
Hematocrit, (%) 41.25+4.65 42.06+3.98 0.152

Platelets (x103 /uL) 258.79+56.68 264.89+62.89  0.471

Risk Scores
SYNTAX Score 5.90+6.54 28.31+5.27 <0.00
1
De-Ritis Ratio 1.32+0.66 1.66+0.86 0.001

Tablo 2. Regression analysis of potential prognostic factors for the
high SYNTAX Score

Univariateanalysis Multivariableanalysis

Variables OR (95% ClI) pvalu OR (95% CI) pvalu
e e
Gender (female) 2'12 4(;);195- 0.052 1'813?6%?65' 0.213
Diabetes Mellitus 1'753?0(21324' 0.041 1'9?: 4(71$09' 0.021
AtrialFibrillation 2'9?9(315?90' 0.011 2'93555(215?26' 0.002
De-Ritis Ratio 1'6?3(31;20' 0.002 1'852%5%519' 0.001

Abbreviations: OR, OddsRatio; Cl, Confidencelnterval
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Figure 2: Receiver operating characteristic (ROC) curve
revealing the area under the curves (AUC) forthe De-Ritis
ratio to predict the presence of high SYNTAX score (Cl:
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Discussion

In present study, we have investigated the relationship between De-Ritis ratio
and SYNTAX scores in patients with NSTEMI. The main finding of this study was
that De-Ritis ratio was significantly correlated with SYNTAX score. High De-Ritis
ratio and the presencediabetes mellitus and atrial fibrillation were found to be
independent associates for high SYNTAX score. Thus, the De-Ritis ratio may be
related with the extent and complexity of CAD in patients with NSTEMI.

ACS is the main cause of heart failure, arrhythmia, and mortality in general
population and the severity of CAD is an important prognostic determinant in
patients with ACS. Various scoring systems including SYNTAX score have been
used to quantify angiographic CAD burden. Based on the location, complexity,
number and functional impact of lesions, coronary vasculature is characterized
and SYNTAX score is calculated (10). Since the detection of SYNTAX score
requires invasive intervention, other parameters that do not require invasive
intervention were also investigated to predict prognosis and CAD burden in
NSTEMI. For example, increased serum levels of high sensitive C-reaktif protein
is one of the strong predictors of high SYNTAX score in ACS patients (14). NT-
ProBNP levels in patients with myocardial infarction on admission are
independently associated with extent, severity, and complexity of coronary
atherosclerosis as assessed by SYNTAX score (15). Neutrophil to lymphocyte
ratio is independently associated with the severity of CAD in patients with
NSTEMI(16). Apolipoprotein Al was associated with SYNTAX score in NSTEMI
patients (17). Serum procalcitonin levels are an independent predictor of a high
SYNTAX score in patients with ACS. As patients with a higher SYNTAX score had
increased serum procalsitonin levels on admission, serum procalsitonin may be
useful for identifying patients with severe CAD (18). C-reactive protein to
albimin ratio is a useful parameter for predicting CAD severity using SYNTAX
score in ACS (19).

De-Ritis ratio is a simple, noninvasive, and readily available tool in Daily routine
practice. De-Ritis ratio, was first described by Fernando De-Ritis in 1957 (20). It
is commonly used to assess liver function and reflects the severity of liver
disease. Previous studies reported that De-Ritis ratio was more helpful for
identifying heavy drinking than when AST and ALT were used alone (11). De ritis
ratio has recently been investigated for cardiovascular diseases. Several studies
demonstrated that elevated AST/ALT ratio, assessed at baseline, is an
independent risk factor for morbidity and mortality in cardiovascular disease.
Ewit et al.showed that the value of the De-Ritis ratio as a simple independent
predictor of LV functional status in patients with reduced left ventricular
ejection fraction (12). Steininger et al. Reported that the De-Ritis ratio was
proved to be a strong and independent predictor for mortality after ACS from a
long-term perspective. The De-Ritis ratio revealed prognostic superiority over
AST and ALT alone even after comprehensive adjustment for potential
confounders and added additional prognostic value to available and well-
established cardiovascular risk markers (13).Yokoyama et al. declared the
AST/ALT ratio was associated with an increase in BNP and was predictive of

cardiovascular mortality in a general population.
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Measuring the AST/ALT ratio during routine health check-ups may be a
simple and cost-effective marker for cardiovascular mortality.

In contrast to ALT which is mainly present in the liver, AST is present in
the both liver and myocardial tissue.This is the main cause of increasing
the De-Ritis ratio in cardiovascular diseases. When myocardial damage
occurs, AST level and thus De-Ritis ratio increases. In our study, De-Ritis
ratio was found to be higher in NSTEMI patients with high SYNTAX score.
Since NSTEMI patients with high SYNTAX score will have a high CAD
burden, myocardial damage is expected to be higher and may cause
increased De-Ritis ratio in these patient. The simple and easily accessible
De-Ritis ratio may be useful in predicting CAD burden in NSTEMI patients
and can guide clinicians. This result supports that the De-Ritis ratio can
also be used in cardiovascular diseases, as previously stated in the
literature.

Limitations

The present study had several limitations. The primary limitation was
that our study was a nonrandomized study with a relatively small
number of patients. Coronary artery disease severity was evaluated by
visual assessment of coronary angiograms. More sensitive and specific
methods such as intravascular ultrasound which can provide additional
valuable information regarding the extent of coronary atherosclerosis
were not used in this study. The ultrasound or biopsy was not performed
to examine the presence of liver diseases which is unknown for patients

with normal enzyme level.

Emrah BAYAM et al.

Conclusion

High De-Ritis ratio may be associated with high SYNTAX score in patients
with NSTEMI. De-Ritis ratio may aid in predicting the extent and complexity
of CAD in NSTEMI.
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Suriyeli Siginmaci ve Tiirkiye Vatandasi Gebe Kadinlarin Primer Sezaryen

Oranlarinin Karsilastirilmasi

Comparison Of Primary Cesarean Rates In Syrian Refugees and Turkish

Pregnant Women

Oz
Melike NUR AKIN*0000-0001-6794-846X Amag: Mugla Sitki Kogman Universitesi Tip Fakiiltesi Egitim ve Arastirma Hastanesinde
Burak SEZGIN*0000-0003-2938-5816 2012-2019 yillari arasinda dogum yapan Tirkiye Cumhuriyeti (TC) vatandasi ile Suriyeli
Burcu KASAP*0000-0002-1768-5320 siginmaci gebe kadinlarin toplam sezaryen ve primer sezaryen oranlarini karsilagtirmak.

Ercan SARUHAN** 0000-0001-6416-1442 Gereg ve Yontem: Calismamizda, Mugla Sitki Kogman Universitesi Tip Fakiiltesi Egitim ve
Arastirma Hastanesi Kadin Hastaliklari ve Dogum Klinigi'nde Ocak 2012-Aralk 2019
tarihleri arasindaki yillik toplam dogum sayilari, dogum yapan TC vatandasi ile Suriyeli
siginmaci gebe kadinlarin tim sezaryen dogum sayilari, primer sezaryen sayilari
(gegirilmis uterin skar disi nedenlerle yapilan sezaryen) ve oranlar retrospektif olarak
arastirildi.

Bulgular: Toplam 9086 TC uyruklu ve 328 Suriyeli siginmaci gebe kadin ¢alismaya dahil
edildi.TC uyruklu gebe kadinlarda 2012-2019 yillari arasindaki primer sezaryen oranlari
*Mugla Sitki Kogman Universitesi Tip Fakiiltesi, Kadin %19,8 ila %38,3 arasinda degisiklik gosterirken, Suriyeli siginmaci gebe kadinlarin 2012
yilinda %50 olan primer sezaryen sayilari yillar gegtikge azalarak 2019 yilinda %33.3’e

Hastaliklari Ve Dogum Klinigi; Mugla, Turkiye

- L L . X indi. TC uyruklu gebelere kiyasla Suriyeli siginmacilarin primer sezaryen oranlari
Mugla Sitki Kogman Universitesi Tip Fakdltesi,

istatistiksel olarak anlamli derecede yuksek bulundu. (p=0.002).

Biyokimya Klinigi; Mugla, Tirkiye o B )
Sonug: Suriyeli siginmaci gebe kadinlarin ylksek primer sezaryen oranlarinin
dislrialebilmesi icin yapilan galismalarla bu farkindalik olusturulmal ve sonuglar mevcut
sosyal politikalarin iyilestirilmesi icin kullaniimalidir.

Anahtar Kelimeler: Gebelik, Siginmaci, Suriye, Sezaryen orani, Tirkiye.

Abstract

Objective: The aim of this study was to compare the primary and total cesarean section
rates of the Turkish and Syrian refugees pregnant women who gave birth at Mugla Sitki
Kocman University Faculty of Medicine Training and Research Hospital between 2012-
2019.

Materials and Methods: The annual total number of births , the number of cesarean

births, the number of primary cesarean sections (previous cesarean section performed

Yazisma Adresi: Melike NUR AKIN for reasons other than uterine scar) and its rates of all Turkish citizens and Syrian
Mugla Sitki Kogman Universitesi Tip Fakiiltesi, Kadin refugee pregnant women who gave birth between January 2012 and December 2019 in
Hastaliklari the Gynecology and Obstetrics Clinic of Mugla Sitki Kogman University Medical Faculty

Ve Dogum Klinigi; Mugla, Tarkiye Training and Research Hospital were investigated retrospectively.

) . X Results: A total of 9086 Turkish and 328 Syrian refugee pregnant women were included
E-mail: drmelikenur80@hotmail.com

in the study. The primary cesarean rates of Turkish pregnant women were found to be

between 19.8% and 38.3% between 2012 and 2019 . It was observed that the rate of

primary cesarean section of pregnant Syrian refugees, which was 50% in 2012, has

decreased to 33.3% in 2019. Primary cesarean rates of Syrian refugees were found to be

statistically significantly higher compared to those of pregnant women of Turkish

Gelig Tarihi: 20/05/2021 nationality (p=0.002).
Kabul Tarihi: 01/07/2021
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Conclusion: The results of this study may contribute to the awareness
of reducing the high rates of primary cesarean section of Syrian
pregnant refugees and should be used to improve existing social
policies.

Keywords: Pregnancy, Refugees, Syria, cesarean rate, Turkey

Girig
Suriyeliler, diinyanin en buylk siginmaci nifusunu olusturmaktadir.
Suriye, i¢ savastan onceki niifusunun yarisinin tlkesinden ayrilmasinin
olumsuz sonuglarini yasamis ve 5,5 milyonun (izerinde Suriyeli
vatandas komsu Ulkelere siginmistir. Tarih boyunca yogun gog ve iltica
hareketlerinin yasandigi bir cografyada bulunan Tirkiye, 3,6 milyonunu
gecici koruma altindaki Suriyelilerin olusturdugu, yaklasik 4 milyon
muilteci ve siginmaciyla diinyada en fazla milteciye ev sahipligi yapan
tilke konumundadir (1). Turkiye’de 21 Ekim 2020 tarihi itibar ile 3
milyon 624 bin 517 Suriyeli milteci yasamaktadir ve bu mdltecilerin
yiyecek, barinma, iletisim yaninda saglik sorunlari da zaman gegtikce
ortaya ¢ikmaktadir (2) . Geng nufus olarak tanimlanan 15-24 yas
arahgindaki Suriyeli geng niifusun, toplam Suriyeli sayisina orani %20,9
dur. Tirkiye istatistik Kurumu (TUIK)'nun 31 Aralik 2019 tarihinde
acikladig verilere gore Turkiye’nin geng nifusunun toplam nifusa
orani ise %15,5'dir. Yas tablosuna gore kayith Suriyelilerin yas
ortalamasi 22,6 iken Turkiye niufusunun 31 Aralik 2019 verilerine gore
yas ortalamasi ise 32,4’tlr. Tirkiye’de 2011 sonrasinda dogan Suriyeli
bebek sayisi her gegen giin artmaktadir. Hayatin normallesmesinin de
bir sonucu olarak anlasilabilecek olan yeni dogan bebek sayisi artigi
Ozellikle 2016 sonrasinda hizlanmis ve Saglik Bakanlig’nin resmi
verilerine gére Ocak 2020 itibari ile 535 bine ulagsmistir. Buradan da
anlasilacagi gibi Suriyeli siginmacilarin gebelik ve dogum oranlarinin
yiiksek oldugu goézlenmektedir (3). Hacettepe Universitesi Niifus
EtUtleri Enstitlis Turkiye NUfus ve Saglk Arastirmasi (TNSA) 2018’e
gore Turkiye’de dogurganlk dizeyi %2,3’tur. Turkiye’de en yiksek
diizey Dogu Anadolu’dadir ve %3,2’dir. Turkiye'deki Suriyelilerde
toplam dogurganhk dizeyi %5,3’tir. Kayith verilere bakildiginda
Suriyelilerin dogumlarinin %93’tnin bir saghk kurumunda gergeklestigi
anlasiimaktadir (4). Saglik ¢alisanlari da farkli dil ve kiltire sahip hasta
grubuna hizmet vermenin sikintilarini yagamaktadir. Saglik hizmetleri
sirasinda Suriyeli go¢gmen hasta ile iletisim saglanmasi ve dogru
bilgilerin elde edilmesi 6zellikle nébet sartlarinda her zaman mimkiin
olamamaktadir.

Literatlirde Suriyeli

goemen gebelerle ilgili yapilan ¢alismalarda

antenatal bakim, gebelik ve dogum sonrasi siregle ilgili

degerlendirmeler yapilmistir. Yapilan ¢alismalarda baglica Suriyeli
gogmen gebelere ait kan serumu parametreleri, serolojileri, antenatal
vizit sayisi ve gebelik sirasinda Onerilen vitamin, demir destegi

degerlendirilmistir.

Comparison Of Primary Cesarean Rates in Syrian Refugees and
Turkish Pregnant Women

Ayrica dogum sonrasi bebege ait boy, kilo ve yenidogan yogun bakim ihtiyacini
da degerlendiren galismalar  mevcuttur (5,6,7,8). Fakat bu calismalarin
tamamina yakininda primer sezaryen oranlari degerlendirmeye alinmamistir.
Diinya Saghk Orgiitli, komplike vajinal dogumlarda anne ve bebek hayatin
kurtarici  en 6nemli obstetrik prosedirlerden biri olan sezaryen
operasyonunun ideal oranini tim dogumlarin yaklasik %10-15'i olacak sekilde
tanimlamistir (9). Ancak sezaryen dogum oranlari tim diinyada oldugu gibi
tilkemizde de biyiik bir hizla artmaktadir. Saglk Bakanligi Saglik istatistikleri
Yilhig1 2019 verilerine gére; toplam sezaryen sayisinin canli dogumlara orani
%54,4 iken primer sezaryen sayisinin canh dogumlara orani %26,5 olarak
raporlanmistir (10). Literatirde en sik sezaryen endikasyonu, gegirilmisg
sezaryendir. Bu nedenle sezaryen oranlarinin azaltilmasinda kilit nokta primer
sezaryen oranlarinin dusirilmesidir.

Mugla ili de 21 Ekim 2020 tarihi itibari ile 11 bin 257 kayith Suriyeli siginmaciya
ev sahipligi yapmaktadir. il niifusuna kiyasla Suriyeli miiltecilerin orani
%1,1’dir. (2) Biz bu calismamizda Mugla Sitki Kogman Universitesi Tip Fakiiltesi
Egitim ve Arastirma Hastanesinde 2012-2019 yillari arasinda dogum yapan
Turkiye vatandaglarn ile Suriyeli mdltecilerin toplam sezaryen ve primer

sezaryen oranlarini arastirmayr amagladik.

Yéntem

Bu calisma icin Mugla Sitki Kogman Universitesi Tip Fakiiltesi Klinik
Arastirmalar Etik Kurulundan onay alindi (25/04/2019 tarih ve 07/VI sayil
karar). Calismamizda, Mugla Sitki Kogman Universitesi Tip Fakiiltesi Egitim ve
Arastirma Hastanesi Kadin Hastaliklari ve Dogum Klinigi'nde Ocak 2012-Aralik
2019 yillari arasinda dogum yapan tim gebeler retrospektif olarak tarandi.
istenilen verilere ulasilabilmek icin hastane veri tabani ve otomasyon sistemi
kullanildi. Belirtilen aralikta gerceklesen Tirkiye vatandasi ve Suriyeli si§inmaci
gebe kadinlara ait tim dogumlar calismaya dahil edildi. Tirkiye ve Suriye
disindaki Ulke vatandaslarina ait dogumlar c¢alismaya dahil edilmedi.
Calismada, Suriyeli siginmaci gebeler ve Tirkiye vatandaslarinin yas, gravide,
parite, abortus, yillik toplam dogum sayilari, sezaryen dogum sayilari, primer
sezaryen sayilari (gegirilmis uterin skar disi nedenlerle yapilan sezaryen) ve
oranlari arastirildi. Primer sezaryen orani hesaplanirken intrauterin ex fetis ve
gecirilmis uterin skar gebeligi nedeni ile yapilan sezaryenler bu hesaplamaya
dahil edilmedi.

Primer sezaryen ve toplam sezaryen orani hesaplamalari yapilirken kullanilan

formdller agsagida verilmistir:

Primer sezaryen orani hesaplamasi = Primer sezaryen sayisi/toplam dogum

sayisi X 100

Toplam sezaryen orani hesaplamasi = Toplam sezaryen sayisi/toplam dogum
sayist X 100

istatistiksel analiz

Toplanan veriler SPSS yazihmi (strim 23) kullanilarak analiz edildi. Nicel
degiskenler igin ortalama deger ve yilzde olarak rapor edildi. Kategorik
degiskenler frekans ve ylzde olarak rapor edildi. Yillara gore sezaryen

oranlarinin analizinde ki kare testi kullanildi.
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Tum istatistiksel degerlendirmelerde p degeri 0.05'in altinda anlamh

kabul edildi.

Bulgular

Bu galisma igin yapilan arastirmada 2012 ve 2019 yillari arasinda Mugla
Sitki Kogman Universitesi Tip Fakiiltesi Egitim ve Arastirma Hastanesinde
dogum yapan toplam 9086 TC uyruklu ve 328 Suriye uyruklu gebenin
dogum bilgilerine ulasiimis ve bu bilgiler galismaya dahil edilmistir.

Mugla Sitki Kogman Universitesi Tip Fakiiltesi Egitim ve Arastirma
Hastanesinde Kadin Hastaliklari ve Dogum Klinigi'nde vyillara gore
gerceklesen toplam dogum sayilar Figir 1’de verilmistir. Bu verilere
gore; hastanemizde yilda ortalama 1100 civari dogum gerceklesmektedir.
Bu sayi son yillarda artmis olup 1400’e yaklasmistir. 2012 yilinda dogum
yapan Suriyeli siginmaci sayisi sadece 4 iken, bu sayl 2016’da 67 ‘ye
¢tkmig ve 2018 ‘de 86 ve 2019’da 83 olarak tespit edilmistir.

TOPLAM DOGUM SAYISI

: I | | | | |
P
0 s s 2 —

2012 2013 2014 2015 2016 2017 2018 2019

mT7C mSURIYE

Figiir 1. 2012-2019 yillari arasi hastanemizde gergeklesen TC ve Suriye

uyruklu dogumlarin dagilimi

Hastanemizde gergeklesen TC ve Suriye uyruklu gebelere ait
dogumlarin primer sezaryen oranlari Tablo 1 de verilmistir. Bu
verilere gére TC uyruklu gebelerde 2012’den bu yana primer sezaryen
oranlart %30 civarinda seyretmistir (en dusiik 2013‘te %19.8, en
yuksek 2015'te %38.3) Suriyeli siginmacilarin 2012 yilinda %50 olan
primer sezaryen orani ise yillar gegtikge azalarak 2019'da %33.3’e
diismis olsa da yapilan ki kare testinde TC uyruklu gebelere kiyasla
Suriyeli siginmacilarin primer sezaryen oranlar istatistiksel olarak
anlamli derecede yiiksek bulunmustur(y?=12.227, sd=2, p=0.002).
Fakat total sezaryen oranlari arasinda iki grup arasinda anlaml fark

bulunmamistir (p=0.114) (Tablo 2).

Melike Nur AKIN et al.

Tablo 1. TC ve Suriye uyruklu gebelere ait dogumlarin primer sezaryen

oranlari

Uyruk TC SURIYE
Degiskenler

PS/ITOTAL PS/ITOTAL

DOCUM PS S(/:]\)YISI DOCUM PS S(ﬁ)YISI

ORANI (%) ORANI (%)
2012 26,2 293 50,0 2
2013 19,8 200 20,0 1
2014 29,4 305 42,9 3
2015 38,3 445 45,8 11
2016 331 393 36,0 18
2017 30,2 307 38,8 26
2018 29,4 358 29,1 25
2019 30,7 410 33,3 28

PS: primer sezaryen

Tablo 2. TC uyruklu ve Suriyeli miltecilerin sezaryen oranlarinin
istatistiksel analizi

TC SURIYE P degeri
(n,%) (n,%)
Primer sezaryen 2711 (%29.8) 114 (%34.9) 0.002
Total sezaryen 5802 (%63.9) 195 (%59.5) 0.114
Total dogum 9086 328

TC uyruklu gebelerin yillara gére primer sezaryen ve toplam sezaryen
oranlari Figiir 2 de verilmistir. TC uyruklu gebelerde toplam sezaryen
orani 2015 de pik noktasina ulagsmis olup bundan sonraki yillarda %
60 In Uzerinde seyrettigi gozlenmektedir. Bunun yaninda Suriyeli
gebelere ait yillara gére primer sezaryen ve toplam sezaryen oranlari
da Figlir 3 ‘de gosterilmistir. Bu verilere gore Suriyeli gebelerin toplam
sezaryen orani gogln ilk yillarinda dusik iken (2012’de %50,2013'de
%20 ve 2014’de %42.9) ilerleyen yillarda artis gostererek 2019 yilinda
%67.9a ulastigl tespit edilmistir.
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Figlir 2. TC uyruklu gebelerin primer sezaryen ve toplam
sezaryen oranlarinin yillara gére dagihmi

SURIYE
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Figiir 3. Suriye uyruklu gebelerin primer sezaryen ve toplam
sezaryen oranlarinin yillara gore dagihmi

Hastanemizde 2019 yilinda gergeklesen tim dogumlarin Robson
verileri Tablo 3 ‘de verilmistir. Bu verilere gére Robson Grup
5,6,7 ve 9 yani tim eski sezaryenler, tim nullipar ve multipar
makatlar, tim ¢ogul gebelikler, tim transvers-oblik gelislerde
sezaryen uygulanmistir. 2019 yilinda 1 gebe sezaryen sonrasi

vajinal dogum yapmistir.

Turkish Pregnant Women

Tablo 3. 2019 yilinda gergeklesen dogumlarin Robson verileri

TC Suriye
Robson GRUPLAR Cs Toplam Cs Cs Toplam Cs
Grup Sayis1 | Dogum Oram Sayis1 | Dogum | Oram
No (A) Sayist (%) (A) Sayist (%)
(8) © ) ©
Nullipar,tekil, bas gelis,>37 hf, 272 486 55,97 11 18 61,11
1 travayispontan baglans
Nullipar, tekil bag gelis >37 hf 269 288 93,40 13 14 92,86
indiiklenmis ya da travay
baslamadan 6nce sezaryen
2 yapilmig
Multipar (eski sezaryenli degil), 70 265 26,42 6 13 46,15
tekil bas gelis, >37 hf,
3 travayispontan baglamis.
Multipar (eski sezaryenli degil), 27 45 60,00 1 2 50,00
tekil bas gelis, >37 hf,
indiiklenmis ya da travaydan
4 Once sezaryen yapilmis
Eski sezaryenli, tekil bas gelis 180 181 99,45 15 15 100,00
5 >37 hf.
6 Tiim nullipar makatlar 6 6 100,00 1 1 100,00
Tiim multipar makatlar (eski 6 6 100,00 0 0 0,00
7 sezaryenlilerdahil)
Tiim Cogul Gebelikler (Eski 10 10 100,00 0 0 0,00
8 Sezaryen Dahil)
Tiim transvers-oblikler (eski 2 2 100,00 1 1 100,00
9 sezaryenlilerdahil)
Tiim Tekil Bas pr. <36 hf (eski 34 45 75,56 1 4 25,00
10 sezaryenlilerdahil)

CS: sezaryen sayisl A: Sezaryen olan vaka sayisi B: Toplam dogum sayisi C:

Sezaryen orani ( %)

Sezaryen endikasyonlarinin gruplara gére dagilimi Tablo 4’ te verilmistir. Gruplar
arasinda sezaryen endikasyonlari agisindan istatistiksel anlamh bir fark
saptanmamistir (p>0.05). En sik gorilen endikasyonlar sirasiyla gegirilmis uterin

cerrahi, fetal distress ve ilerlemeyen eylem olarak saptanmigstir.
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Tablo 4. Sezaryen endikasyonlarinin gruplara gére dagilimi

Sezaryen TC Suriyeli P degeri
endikasyonu (n=5802) (n=195) (%)
(%)

Gegirilmis uterin (2989) 51.52 | (104) 53.15
cerrahi =0.351

Fetal distress (787) 13.57 (31) 15.97

Malprezentasyon (291) 5.02 (11) 5.01

Ilerlemeyen eylem (417) 7.19 (13)7.11

Cogul gebelik (292)5.04 | (10) 4.65

Preeklampsi/eklamp | (187) 3.23 (4)2.39
Si

Iri bebek (213) 3.68 (5)3.01

Bas-pelvis (114) 1.97 (3)1.66

uyumsuzlugu

Plasenta anomalileri | (179) 3.1 4)24

Diger (333)5.68 (10) 4.65
Tartisma

Suriye’de baslayan i¢ savas nedeni ile 2011 yilindan itibaren Suriyeliler gesitli
Ulkelere gog etmek zorunda kalmistir. Milteci niifusundaki bu ¢arpici artigin
saglk hizmetleri (zerinde birgok olumsuz etkisi olmustur. Milteci
kamplarinin gogunun bulundugu Sanliurfa ve Gaziantep gibi Tirkiye sinir
kentlerinde, saghk hizmetlerine olan talep muazzam bir sekilde artmistir. Bu
kamplarin iginde ve gevresinde ikamet eden Suriyeli miulteciler Ucretsiz
birinci ve ikinci saglik bakimi hakkina sahiptir (12). Gebelik 6ncesi, gebelik
sureci ile gebelik sonrasi lohusalik ve dogan bebeklerin bakimi da bu stirecin
icinde yer almaktadir. Ulkemizdeki mevcut gebelerin cogu ile Suriyeli
goecmenlere ait gebelikler devlete ait hastanelerde izlenmekte ve dogumlari
gergeklestirilmektedir. Saglik calisanlar Suriyeli gégmen gebelere hizmet
verirken gesitli zorluklarla karsilagsmaktadir. Acil durumlarda hastadan 6yku
alma esnasinda dil ile ilgili iletisim problemi bu sorunlarin basinda
gelmektedir. Mugla ili nifusa oranla %1,1 olan Suriyeli gégmen sayisiyla
goecmenlerin yogun olarak yerlestikleri bolgeler arasinda yer almamaktadir.
Ancak 2012 yilinda sadece 4 dogumun gerceklestigi hastanemizde 2018
yilinda bu sayr 86’ya cikmistir. Yillar iginde veritabanimizdaki hasta
sayisindaki artis bu verileri dokiimante etme ihtiyacini dogurmustur.
Yaptigimiz analizler sonucunda Mugla ilinde Suriyeli gégmenlerde primer
sezaryen oranlarinin TC vatandasi gebelerden istatistiksel olarak anlamli ve

yuksek oldugunu saptadik.

Melike Nur AKIN et al.

T.C. Saghk Bakanligi her yil saglk istatistiklerini yayinlamaktadir. Bu
verilerin yillara goére oranlari Tablo 5’de verilmistir. Hastanemizin
primer sezaryen oranlarinin 2013 yili hari¢ Turkiye ortalamasinin
Ustinde seyrettigi gorulmektedir. Bunun yaninda 2016 yilindan
itibaren Ege Bolgesinin verilen istatistik oranina gore daha dusik

oldugunu gérmekteyiz (11).

Tablo 5. Turkiye Geneli ve Ege Bolgesindeki primer sezaryen ve tim

sezaryen oranlarinin yillara gore oranlari

Tiirkiye Geneli Ege Bolgesi
Tim Primer Tiim Primer
Sezaryenlerin | Sezaryenlerin | Sezaryenlerin | Sezaryenlerin
Canli Canli Canli Canli
Dogumlar Dogumlar Dogumlar Dogumlar
Icindeki icindeki Icindeki Icindeki
Orany, (%) Orany, (%) Orani, (%) Orany, (%)

2012 48 24,6 57 -

2013 51,4 26,4 59 -

2014 51 27 62 -

2015 53 27,6 62 -

2016 53 26,9 61 33,1

2017 53 26,2 61 31,7

2018 54,9 26,3 62,7 32,3

2019 54,4 26,5 62,2 32,4

T.C. Saghk Bakanhgi saglk bilgi sistemleri genel mudiirligi saglik
istatistikleri yilhgr 2012- 2019 haber biiltenlerinden alinmistir.

2012 yihndan 2019 yilina kadar Suriyeli gebelerde primer sezaryen
oraninin azalmasina ragmen toplam  sezaryen oraninin artmasi
gecirilmis sezaryenli vakalarin sayisinin artmasina ve bu gebelerin bu
sire zarfinda daha sk araliklarda dogum yapmis olmalarina

baglanmistir.
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Sezaryen, gelismis Ulkelerde uygulanan en yaygin cerrahi islemdir. Sikhg
endise verici bir sekilde artmaktadir. Amerikada yapilan bir ¢alisma,
sezaryen sayisindaki artisin%50'sinin ilk sezaryen oranina bagh oldugunu
gostermistir (13). Zhang ve arkadaslarina gore, uterus skari nedeni ile
tekrarlayan sezaryenler, planlanmis sezaryenlerin %45.1'ine ve Amerika
Birlesik Devletleri'nde 2002 ile 2008 yillari arasinda gergeklestirilen tim
sezaryenlerin %30.9'una katkida bulunmustur (14). 2016 Fransiz Ulusal
Perinatal Arastirmasi, genel sezaryen dogumlarindaki artisin temel olarak
ilk sezaryen oranindan (%71,5) kaynaklandigini gostermistir (15). Turkiye
ise 2003 Turkiye Nufus ve Saghk Arastirmasina (TNSA) gére %21.2olan
sezaryen oranina sahip iken, her gecen yil bu oran artmis ve 2019 da %54,4
‘e ulagmistir (11,16). Son yillarda Saglik Bakanhgi tarafindan sezaryen
oranlarini dusurebilmek igin cesitli tedbirler alinmis, idari ve vyasal
diizenlemeler yapilmistir (17). Yurarlige konulan yonetmeliklerle primer
sezaryen orani %15’'in Ustinde olan hekimin performans katsayisini
1.00’dan 0.85’e dustirme gibi yaptirimlar uygulamistir. Bu uygulamalarin
ikinci basamak saglik kuruluglarinda primer sezaryen sayilarini azaltmada
etkili oldugunu gosteren g¢alismalar mevcuttur (18). Ancak bu durum ikinci
basamak saglk kuruluslarindan hastanemiz gibi tGglincti basamak saghk
kuruluslarina hasta sevkini arttirmigstir. Hastanemizde 2012 yilindan
itibaren uygulanan primer sezaryenlerin oranlari Tablo 1 de goéruldugi
lizere %30 civarinda seyretmektedir. Suriyeli gebelerde ise bu oran
istatistiki olarak anlamli derecede daha ylksek bulunmustur. Erenel ve
arkadaslarinin istanbul’da yaptiklari ¢alismada ise Suriyeli gebelerin primer
sezaryen oranlari Turkiye vatandaslarina kiyasla daha distik bulunmustur
(%13.3 ve %27.4 sirasiyla) (5). Turkay ve arkadaslarinin Kocaeli’de yaptiklari
calismada primer sezaryen orani irdelenmemis ancak toplam sezaryen
orani Suriyeli gebelerde daha diisiik bulunmustur (%48.1 e kiyasla %38.2)
(19). Calismamizda total sezaryen sayilari bakimindan gruplar arasinda fark
bulamadik ancak diger calismalardan farkli olarak primer sezaryen
oranlarini inceledik ve Suriyeli gebelerde daha yiksek saptadik. Bizim
calismamiza benzer sekilde Lubnan’da yapilan bir galismada Suriyeli
gebelerde sezaryen oranlari incelenmis ve Suriyeli gebelerin sezaryen
olmayl hi¢ istememelerine ragmen oran yiksek saptanmistir. Bunun
nedeni; antenatal bakim oranlarinin disiik olmasi sebebiyle gebelik
komplikasyonlarinin artmasi, hizmet aliminda ve ulasimda sorunlar
yasanmasl ve hekimlerin gogunun erkek olmasina baglanmistir. (20) Biz de
primer sezaryen oranlarinin yiiksek olmasinin sebebinin; gog¢liin ilk
yillarindaki dil problemi oldugunu distniyoruz. Ayrica yeterli antenatal
takip imkan ve bilincinden uzak olmalari da diger nedenler arasindadir.
Clinkd yasadigimiz bolge , konum olarak Arap diline ve kiltiirine uzak
oldugundan dolayr hastanemizde bu siliregte vyeterli geviri hizmeti
verilememistir. Yillar ilerledikce primer sezaryen oraninin azalmasindaki
sebep iletisim problemlerinin ortadan kalkmasi ve antenatal bakimlarinin
iyilestirilmesidir. Buna karsin total sezaryen oranindaki artisin nedeni;
gecirilmis sezaryen oykisl olan hastalarin sik araliklarla gebe kalmalari

sonucundaki miikerrer sezaryenlardir.

Comparison Of Primary Cesarean Rates in Syrian Refugees and
Turkish Pregnant Women

Lubnan’da Suriyeli gebeler ile ilgili yapilan bir arastirmada, saglk
harcamalarinin devlet tarafindan karsilanmadigi ve antenatal bakim ile
dogum harcamalarinin tcretli oldugu bildirilmistir. Bu nedenle Suriyeli
multecilerin gogunun dogum igin Ulkelerine geri dondugu ya da Beyrut gibi
daha dusuk maliyetli tlkelere dogum icin gittigi tespit edilmistir (21).
Turkiye’de Suriyeli gebelerin dogum harcamalari ve antenatal bakim
hizmetleri tamamen (cretsiz olup devlet tarafindan karsilanmaktadir. Cok
sayida ¢ocuk sahibi olmanin sosyal bir gi¢ olarak algilandigi Suriye gibi
toplumlarda bu durum énemli bir avantaj saglamaktadir. Ancak istanbul’da
yapilan bir galismada Suriyeli siginmaci gebelerin antenatal bakim
sikliklarinin ,tarama testlerini yaptirma oranlarinin istatistiksel olarak
anlamh derecede az ve buna bagli olarak perinatal komplikasyonlarinin
fazla oldugu saptanmistir(22). Ayrica literatlirde yapilan galismalarda
Suriyeli siginmaci gebeler arasinda adolesan yastaki gebeliklerin daha
yuksek oldugu gorulmektedir (23,24) Addlesan yastaki gebeliklerde de koéti
perinatal sonuglarin arttigi bilinmektedir (25).Zaman igerisinde miltecilerin
adaptasyon problemleri azaldikga iletisim becerilerinin ve saglik hizmetleri
bilincinin artacagi beklentiler arasinda olup bu tip olumlu gelismeler hasta
doktor iletisimini daha fazla guglendirecektir. Bu guglu iletisim ve egitim
tablosu Suriyeli gebelerin primer sezaryen oranlarina 6nimuzdeki yillarda
olumlu katki yapmasi beklenmektedir.

Suriyeli  gebelerin  sayisinin olmasi

goreceli az galismamizin

kisitlamalarindandir. Bunun yaninda son 8 vyl igindeki dogumlarin

tamaminin yillara goére dagiliminin  surekliligi  ¢ahismamizin  glgli
yonlerindendir. Bu verileri énuimuzdeki yillarda daha uzun bir zaman
diliminde farkli uyruklu gebelerde tekrar yapmayi planlamaktayiz.

Sonug olarak, Mugla Sitki Kogman Universitesi Tip Fakiiltesi Egitim ve
Arastirma Hastanesinde 2012 -2019 yillari arasinda dogum yapan Suriyeli
mdltecilerin primer sezaryen oranlarinin TC uyruklu gebelerin oranindan
yiksek oldugunu tespit ettik. Yillar igcinde bu oranin gittikge azalarak TC
uyruklu gebelere yaklastigi gorilmektedir. Bunun nedeni Suriyeli gebelerin
bu wyillar iginde antenatal bakimlarinin iyilestiriimesine, dolayisiyla
komplikasyonlarin erken taninarak midahale imkani elde edilebilmesine
ve Tirkiyenin saglik sistemine ve kiltiirline alisarak takip sikliklarinin
artmasina baglanmistir. Primer sezaryen oranlarinin yiksek olmasi nedeni
ile ilerleyen yillar iginde toplam sezaryen oranlarinin da arttigini
gozlemledik. Suriyeli gogmen gebelerin sezaryen oranlarinin daha dramatik
disUrilmesi igin antenatal bakimlarinin daha iyi hale getirebilmesi,
adolesan gebelikler konusunda bilinglendiriimeleri, iletisim ve dil
problemlerinin profesyonel dizeyde iyilestiriimesi ile ilgili ¢alismalar
yapilmasi faydali olabilir.

Etik Kurul Onayi: Mugla Sitki Kogman Universitesi Tip Fakiltesi Klinik
Arastirmalar Etik Kurulu tarafindan 25.04.2019 tarih ve 07/ VI karar

numarasi ile onay alinmistir.

239



Melike Nur AKIN ve Ark.

Kaynaklar

1.

10.

11.

12.

13.

14.

UNHCR Birlesmis Milletler Miilteci Orgiitii Tirkiye web sitesi
https://www.unhcr.org/tr/
https://multeciler.org.tr/turkiyedeki-suriyeli-sayisi/6/11/2020
tarihinde erisilmistir.

Cherri Z, GilCuesta J, Rodriguez-Llanes JM, Guha-Sapir D. Early
marriage and barriers to contraception among Syrian refugee
women in Lebanon: A qualitative study. Int J Environ Res Public
Health 2017;14(8). pii: E836.

Hacettepe Universitesi Niifus Etiitleri Enstitiisii 2018 Turkiye Niifus
ve Saghk Arastirmasi (2018-TNSA),
http://www.hips.hacettepe.edu.tr/
tnsa2018/rapor/2018_TNSA_SR.pdf (Erisim: 06.11.2020)

Erenel H, Aydogan MB, Sal V, Ayhan |, Karatas S, Koc BA. Clinical
characteristics and pregnancy outcomes of Syrian refugees: a case-
control study in a tertiary care hospital in Istanbul, Turkey. Arch
Gynecol Obstet 2017;295(1):45-50.

Alnuaimi K, Kassab M, Ali R, Mohammad K, Shattnawi K. Pregnancy
outcomes among Syrian refugee and Jordanian women: a
comparative  study. Int  Nurs Rev 2017 May 25.
doi:10.1111/inr.12382.

Demirci H, Yildirim TN, Ocakoglu G, Karakulak GM, Ustunyurt E,
Ulku TA. Birth characteristics of Syrian refugees and Turkish citizens
in Turkey in 2015. Int J Gynaecol Obstet 2017;137(1):63-6.

Cift T, Temur M, Korkmazer E , Saygi i.A, Balli O, Ustiinyurt E,
Turkiye ve Suriyeli Gogmen Kadinlara ait Gebelik ve Seroloji
Sonuglarinin Karsilastirilmasi Smyrna Tip Dergisi 2017 Sayi 2

World Health Organization. Appropriate technology for birth.
Lancet 1985; 24; 2:436-7.

T.C. Saglik Bakanhgi Saglik Bilgi Sistemleri Genel Mudurlugu Saglik
istatistikleri Yilligi 2019 Haber Blilteni erisim:
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-
2019pdf.pdf?0

T.C. Saglik Bakanhgi Saglik Bilgi Sistemleri Genel Mudurlugu Saglik
istatistikleri Yillig1 2012- 2019 Haber Biiltenleri

Ekmekci PE (2016) Syrian refugees, health and migration legislation
in Turkey. J Immigr Minor Health. doi:10.1007/s10903- 016-0405-3
Barber EL, Lundsberg LS, Belanger K, Pettker CM, Funai EF, llluzzi JL.
Indications contributing to the increasing cesarean delivery rate.
Obstet Gynecol 2011;118(1):29-38.

Zhang J, Troendle J, Reddy UM, Laughon SK, Branch DW, Burkman
R. Contemporary cesarean delivery practice in the United States.
Am J Obstet Gynecol 2010;203(4):326.e1-326.e10.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

Melike Nur AKIN et al.

http://www.epope”  -inserm.fr/wp-content/uploads/2017/10/
ENP2016_rapport_complet.

Turkiye Nufus ve Saglik Arastirmasi 2003 - Nufus Etitleri (erigim:
www.hips.hacettepe.edu.tr » pdf TNSA2003-AnaRapor)
(03/05/2011 tarihli ve 19882 sayili Makam Onayi ile 01/05/2011
tarihinden itibaren vyirirlige giren) Ikinci basamak saglk
kurumlarinda gorevli personele birim performans katsayisinin
uygulanmasina dair yoénerge “Kadin Dogum Brangi Birim
Performans Katsayisinin Hesaplanmasi Madde 8”.
www.kalite.saglik.gov.  tr/content/files/mevzuat/performansa
dayali ek 6deme sistemi/ibbpyonerge.pdf

Eskicioglu F, Solmaz Hasdemir P, Celik H, Koyuncu F.M Saghk
politikalarinin, hekimlerin sezaryen karari almalarinda etkisi:
ikinci basamak saglik kurulusu degerlendirilmesi Pamukkale Tip
Derg 2014;7(2):119-123

Turkay U, Aydin U, Salici M ve ark. Comparison of pregnant
Turkish women and Syrian refugees: Does living as a refugee
have an unfavorable effect on pregnancy outcomes? Int J
GynaecolObstet. 2020 May;149(2):160-165. doi:
10.1002/ijgo.13117. Epub 2020 Mar 6.

Huster KM, Patterson N, Schilperoord M, Spiegel P. Cesarean
sections among Syrian refugees in Lebanon from December
2012/January 2013 to June 2013: probable causes and
recommendations. Yale J Biol Med. 2014;87:269-288.

Abdin L. Challenges for pregnant Syrian refugees in
Lebanon. East Mediterr Health J. 2018;24(10):1026-1029.
doi:10.26719/2018.24.10.1026

Sirin B, Ersoy S, Pala E Suriyeli Gegici Siginmacilar ve Tirkiye
Cumbhuriyeti Vatandaglarinin Gebelik ve Dogum Sonuglarinin
Karsilastiriimasi: 3. Basamak Bir Hastanede Yapilmis Vaka
Kontrol Calismasi smyrna tip dergisi 3.Eyliil.2019

Cantiirk FK, Dagl SS, Cantiirk M Kirsehir ilindeki Suriyeli
Miiltecilerin Perinatal Sonuglarinin Degerlendirilmesi Ahi Evran
Med J. 2019;3(1):6-11

Cifgi, S., Deger, V., & Ertem, M. (2018). Suriyeli Go¢gmenler ve
Onemli bir Ureme Saghg Sorunu Erken Yas Gebelikleri. Gég
Dergisi, 5(1), 33-42. https://doi.org/10.33182/gd.v5i1.587
Keskin U, Kinci MF. Adolesan Dénemi ve Gebelikler. Aydogan U,
editor. Adolesan Saghgi ve Sorunlari - |. Ankara: Turkiye
Klinikleri; 2018.p.33-8.

240


https://www.unhcr.org/tr/
https://www.unhcr.org/tr/
https://www.unhcr.org/tr/
https://www.unhcr.org/tr/
https://www.unhcr.org/tr/
https://www.unhcr.org/tr/
https://www.unhcr.org/tr/
https://multeciler.org.tr/turkiyedeki-suriyeli-sayisi/
https://multeciler.org.tr/turkiyedeki-suriyeli-sayisi/
https://multeciler.org.tr/turkiyedeki-suriyeli-sayisi/
https://multeciler.org.tr/turkiyedeki-suriyeli-sayisi/
https://multeciler.org.tr/turkiyedeki-suriyeli-sayisi/
https://multeciler.org.tr/turkiyedeki-suriyeli-sayisi/
https://multeciler.org.tr/turkiyedeki-suriyeli-sayisi/
https://multeciler.org.tr/turkiyedeki-suriyeli-sayisi/
https://multeciler.org.tr/turkiyedeki-suriyeli-sayisi/
https://multeciler.org.tr/turkiyedeki-suriyeli-sayisi/
https://multeciler.org.tr/turkiyedeki-suriyeli-sayisi/
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0
https://dosyamerkez.saglik.gov.tr/Eklenti/39024,haber-bulteni-2019pdf.pdf?0

OLGU SUNUMU /CASE REPORT

Ege Klin Tip Derg 2021;59 (2): 241-243

Dilek YENiIAY*0000-0002-1838-2022
Koray KUREKCi*0000-0003-3548-0051

Yazisma Adresi: Dilek YENIAY

Giresun Universitesi Kadin Dogum ve Cocuk
Hastaliklari

Egitim Arastirma Hastanesi
Giresun/TURKIYE

E-Mail: dgyeniay@gmail.com

Gelis Tarihi: 01/03/2021
Kabul Tarihi: 12/04/2021

Obstetrik Cerrahi Sirasinda Gelisen Vazovagal Senkop ve Kardiyak Arrest

Vazovagal Syncope and Cardiac Arrest During Obstetric Surgery

Oz

Vazovagal senkop, bradikardi ve vazodilatasyon kombinasyonu ile karakterize refleks
kardiyovaskiler depresyon olarak tanimlanir. Obstetrik hastalarda bu refleks genellikle
rejyonel anestezi, kanama veya supin pozisyonda aortakaval basi nedeniyle meydana
gelmesinin yaninda endise, korku ve duygusal stres gibi merkezi tetikleyicilerle de olusabilir.
Bu olguda; elektif sezaryen operasyonuna alinip spinal anestezi uygulanan 38 yasindaki

gebede ciddi vazovagal refleks sonucu kardiyak arrest gelisimine yaklagimimizi sunduk.

Anahtar Kelimeler : Kardiyak arrest, Sezaryen seksiyo, Spinal anestezi, Vazovagal senkop

Abstract

Vasovagal syncope is defined as reflex cardiovasculer depression characterized by a
combination of bradycardia and vasodilatation. In obstetric patients, this reflex is usually
caused by regional anesthesia, bleeding or aortocaval compression in the supine position,
as well as by central triggers such as anxiety, fear and emotional stress. In this case; We
presented our approach to the development of cardiac arrest as a result of severe vasovagal
reflex in a 38-year-old pregnant woman under going elective cesarean section and spinal

anesthesia.

Keywords: Cardiac arrest, Cesarean sectio, Spinal anesthesia, Vasovagal syncope

Girig

Vazovagal senkop, bradikardi ve paradoksal vazodilatasyon ile karakterize en sik gorilen
senkop turidir. Siddetli agri, anksiyete, korku ve duygusal stres gibi merkezi tetikleyiciler
vazovagal yanita neden olabilir. Vaskuler erisim veya noroaksiyel anestezi indlksiyonu gibi
tibbi prosediirler sirasinda agri, anksiyete ve korkuya bagh senkop ve hemodinamik
cokmeler iyi 6érneklerdirl!). Hastalarin ayrintili tibbi gecmisleri sorgulandiginda genellikle
vazovagal atak 6rnekleri ve duyarliliklari ortaya gikabilmektedir.

Gunlik hayatta ¢ogu vazovagal atak kendi kendini sinirlar ve kolayca tedavi edilir. Bununla
birlikte, sempatik telafi edici mekanizma, genel anestezi veya noroaksiyal blok kaynakli
sempatektomi sirasinda genellikle bloke edilir. Bu nedenle, hasta vazovagal yanita daha
duyarhdir. Obstetrik anestezide bilylyen uterusun yaptig aortakaval basinin yani sira
uygulanan noéroaksiyel yontemlerle alt ekstremitelerde sempatik aktivasyonun inhibisyonu
ile kalbe geri dénen kan miktarinin azalmasi sonucunda hastalarda vazovagal senkop
gelisebilmektedir. Bu nedenle, birgok risk faktoru birlestirildiginde, kardiyovaskuler ¢okis,
sok veya kalp durmasi gibi ciddi sonuglar ortaya cikabilir(2).

Bu olgu sunumunda; sezaryen operasyonuna alinan hastanin spinal anestezi uygulamasinin

ardindan kardiyak arreste kadar giden vazovagal senkop gelisimi ele alinacaktir.
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Olgu

38 yasinda Uglincli gebeligi ve lglincl sezaryen operasyonu olmasi
nedeniyle 38 haftalik gebe hastaya elektif sartlarda operasyon planlandi.
Ozgegmisinde ve soy gegmisinde &zellik olmayan hastanin preoperatif
anestezi degerlendirmesinde fizik muayenesi ve laboratuvar sonuglari
normaldi. Preoperatif 8 saat agligi bulunan hastaya anestezi uygulamasi
konusunda bilgi verilip aydinlatiimig onami alindi ve rejyonal anestezi
planlandi. Ameliyat masasina alinan hastaya rutin monitorizasyonun
ardindan hipovolemiyi 6nlemek adina hizlica intravenéz 500 mL HES
(Hidroksietil nisasta) inflizyonu baslandi. Sag kol noninvaziv arteryel kan
basinci 140/65 mmHg, nabzi 95atim dk?, periferik oksijen saturasyonu
(Sp0O2) %99 olan hastanin oturur pozisyonda muayenesi yapildiktan
sonra steril sartlarda L3-4 araligindan 25 gauge spinal igne ile
subaraknoid bosluga girilerek berrak BOS gelisi gbzlendikten sonra spinal
12 mg Bupivakain verildi. Ardindan supin pozisyona alinan hastaya 15’ sol
side verildi.Yaklasik 10 dk sonunda bromage skoru 3, duysal blok seviyesi
T6’ya ulastiktan sonra cerrahi baslatildi. Cerrahi baslarken kan basinci
120/80 mmHg, nabzi 85 atim dk, Sp0O2 %99 idi.

Cerrahiye baslarken 85 atim dk? olan nabiz insizyondan sonra hizlica
6nce 70 atim dk? sonrasinda 40 atim dklya kadar diistii.iv yapilan 0.05
mg kg*atropine yanit vermeyen hastada asistoli gelismesi tizerine hizlica
gogus kompresyonuna baslandi. Ayni  anda elektrokardiyogram
paletlerinin yeri ve monitoriin kontroll saglandi. Yaklasik 10. saniyede
hastanin nabzi monitorde sinis ritmi olarak tekrar belirdi.Gozlerini agan
fakat nonkoopere hastanin havayolu guvenligini saglamak igin 6.5 nolu
tlip ile hizh seri entlibasyon yapildi. Anestezi idamesi igin %1 MAC
sevofluran acildi ve cerrahiye tekrar devam edilerek bebek gikarildi.
Bebegin APGAR’I 1. dk’da 7, 5. dk’da 8 olarak degerlendirildi. Entlibasyon
sonrasi operasyon slresince hemodinamisi stabil seyreden hasta
operasyon bitiminde ekstiibe edilerek postoperatif ayilma (nitesine
alind. Takiplerinde duysal blok seviyesi T10 seviyesine gerileyen hastanin
vital bulgulari stabil olmasi Uzerine ilgili servisine gonderildi. Hasta

operasyonun 4. glintinde sifa ile evine taburcu edildi.

Tartisma

Sezaryen dogum sirasinda vazovagal kalp durmasi veya siddetli
bradikardi vakalari bildirilmistir®. Bu reaksiyonun rejyonel anestezi ve
hipovolemi sirasinda meydana geldigi bildirilmektedir®®. Néral aracili
senkop tanisi konmadan 6nce diger nedenler ekarte edilmelidir.

Bu vakada olasi kardiyak arrest sebepleri; vazovagal yanit, ventikiler
aritmi, HES infizyonuna bagh anaflaksi ve ylksek spinal blok olarak
siralanabilir. Biz en olasi sebep olarak emosyonel bir santral tetikleyiciyle
olusan vazovagal kardiyak arreste neden

senkopun oldugunu

diisinmekteyiz.

Vazovagal Syncope and Cardiac Arrest During Obstetric Surgery

Oncelikle hastanin geg¢misinde kalp rahatsiziginin veya aritmi éykisiniin
bulunmamasi, operasyon oncesinde gekilen elektrokardiyograminin normal
sinls ritminde olmasi ve kardiyak arrest gelisme silrecinde ventrikiler bir
aritmiden ziyade ani giderek derinlesen bir sinlis bradikardisi bizi ventrikiler
aritmi nedenli bir kardiyak arrest tanisindan uzaklastirdi.

intravendz HES uygulamasi siddetli anaflaksiye neden olabilirs). Anaflaksi,
ciddi bir alerjik reaksiyondur ve tipik olarak ¢ok organh sistem tutulumu ile
sunulur, ayrica anaflaktik sok Bezold-Jarish refleksini tetikleyebilir ve Bezold-
Jarish refleksi vazovagal senkopun tetiklenmesinde en sik kullanilan
modeldir®). Ancak hastada kasinma, kizariklik veya nefes almada zorluk gibi
anaflaksiye ait hicbir bulgu yoktu.

Sezaryen ameliyatinda maternal mortalite ve komplikasyon oraninin daha
disiik olmasi nedeniyle noroaksiyal anestezi genel anesteziye tercih edilir.
Hastayl rahatlatmak icin orta veya ylksek torasik seviye blogu (T4-6)
gereklidir. Bu yiizden hipotansiyon ve ciddi bradikardi riski sé6z konusudur®).
Bizim hastamizda solunum sikintisi, kollarda gligsuizliik, bozulmus konugma
veya hipotansiyon gibi bulgularin olmamasi, pinprick testi (sivri uglu bir igne
yardimiyla duysal blok seviyesini 6lgme) ile yapilan tiim duyusal kontrollerde
spinal blogun baslangictan itibaren T6 seviyesinin Uzerine ¢ikmamasi gibi
nedenlerden dolayi ylksek spinal blok tanisi klinige en yakin ayirici tani olsa
da kardiyak arrestin sebebinin olmadigi kanaatindeyiz.

Hasta postoperatif donemde detayli olarak sorgulandiginda 6nceki sezaryen
operasyonlarinda hastanin yasamis oldugu kotli  anestezi deneyimi
nedeniyle spinal anestezi sonrasi genel anesteziye gegilmis oldugu 6grenildi.
Bu bize hastanin yine ayni deneyimi yasama korkusunun vazovagal senkop
gegirmesine neden oldugunu dustindirmustir. Bunun yani sira her ne kadar
aortakaval basiyl 6nlemek adina sag kalga altina yastik yerlestirilmis ve hizli
sivi yuklemesi yapilmis olsa bile term gebelerde supin pozisyona bagli
aortakaval basinin ve rejyonal anesteziye bagh sempatik blogun sag atrium
dolum basincini

dustrerek tablonun olusumuna katkida bulundugu

dislincesindeyiz.

Sonug

Sonug olarak, spinal anestezi ile sezaryen dogum sirasinda noéral aracili bir
senkop olgusu tanimladik.Vazovagal senkop kardiyak arreste kadar
gidebilen, anestezi 6ncesinde veya operasyon odasinda anestezi ve cerrahi
ekip icin dikkate alinmasi ve hazirlikli olunmasi gereken klinik bir tablodur.

Hasta Onami: Vardir.
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COVID-19 intrauterin Fetal Oliime Neden Olur mu? Olgu Sunumu

Does COVID-19 Cause Intrauterine Fetal Death? A Case Report

Oz

Koronovirlis pandemisinden dolayi gebelerin ve fetislerin kotl perinatal sonuglar agisindan
ozellikle risk altinda olduklari 6ne siriilmektedir. Ancak, koronaviris hastaliginin (COVID-19)
abortus veya 6li dogum igin ylksek riskle birlikte olup olmadigi bilinmemektedir. Bundan
dolayi, bu galismada ikinci trimesterde agir akut solunum sendromu koronavirlst 2’nin
(SARS-COV-2) enfeksiyonuna bagli gelisen bir fetal 6lim olgusu sunulmaktadir. Yirmi yasinda
bir gebe 22. gestasyonel haftasinda baslica pelvik agri sikayetiyle perinatoloji klinigine
bagvurdu. Hastanin on bir giin 6nce gercek zamanli polimeraz zincir reaksiyonu (RT-PCR)
kullanilarak yapilan nazofaringeal stirintiisiic SARS-COV-2 igin pozitifti. Hastanin COVID-19
sirasinda ates ve eklem agrisi gibi hafif semptomlari ilag kullanmadan gerilemisti. Hastanin
obstetrik 6ykiisinde herhangi bir anormallik yoktu. Ultrason tarama sonuglari normal
anatomi ve amnion mai ile birlikte intrauterin fetal 6limu ortaya cikardi. Gebeligin

terminasyonu sonrasi fetal otopsi yapildi.

Anahtar Kelimeler: Agir akut solunum sendromu koronaviriisti 2 (SARS-COV-2), fetal 6lim,

koronaviris, koronaviriis hastaligi (COVID-19)

Abstract

It has been proposed that pregnant women and their fetuses may be particularly at risk for
poor outcomes due to the coronavirus pandemic. However, it is not known whether
coronavirus disease (COVID-19) is associated with a higher risk of miscarriage or stillbirth.
Therefore, in this report, we present a case of fetal death during the second trimester due
to severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) infection. A 20 years old
pregnant was presented at 22 weeks of gestation to the perinatology department with a
chief complaint of pelvic pain. Her nasopharyngeal swab was tested positive for SARS-COV-2
using real time polymerase chain reaction (RT-PCR) eleven days ago. Mild symptoms of
patient such as fever and arthralgia were relieved without medication during COVID-19. Her
past  obstetric history was unremarkable. The results of ultrasound scan revealed
intrauterine fetal demise with a normal fetal anatomy and amniotic fluid. The fetal autopsy

was performed after termination of pregnancy.

Keywords: Coronaviriis, coronavirus disease (COVID-19), fetal death, severe acute

respiratory syndrome coronavirus 2 (SARS-COV-2)
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Girig

Koronavirlsler, esas olarak insan solunum sistemini hedef alan
Coronaviridae ailesinde gruplanan baglica patojenlerden biridir (1). Agir
akut solunum sendromu koronaviriisiniin (SARS-CoV-2) neden oldugu
koronaviriis hastaligi (COVID-19), Diinya Saghk Orgiitii tarafindan
pandemi olarak ilan edilmistir. Gebe kadinlarin, artan morbidite ve
yiksek maternal mortalite oranlari ile iliskili solunum hastaliklarindan
orantisiz bir sekilde etkilendigi bilinmektedir. insan koronaviriis
enfeksiyonlarinin ¢ogu hafif olsa da, son yirmi yilda SARS-CoV-2 ve Orta
Dogu solunum sendromu koronavirist salginlarinin, gebelerde olumsuz
maternal ve neonatal sonuglarla beraber oldugu goérilmektedir (2). Bu
nedenle, SARS-CoV-2 gebelerde hastaligi uzatarak ve karmasiklastirarak
klinik yonetimi ve tedaviyi zorlastirir (3). Literatirde, SARS-CoV-
2’nin gebelik ile olan iliskisini inceleyen sinirli sayida olgu bulunmaktadir
(4-7). Bu yayinlarda, anneden fetlse olan vertikal gegis nedeniyle
fetlislerin konjenital COVID-19 ve diger koronavirls kaynakl hastaliklar
acisindan risk altinda olabilecekleri bildirilmistir (4-7). SARS-CoV-2,
konakg! hiicrelerini Anjiyotensin donusturici enzim 2 (ACE-2 ) reseptori
tizerinden enfekte etmektedir. ACE-2 reseptoriiniin benzer bir reseptor
baglayici alan yapisi ile plasentada genis bir sekilde ifade edilmesinden
dolayi teorik olarak vertikal bir gegisin mimkin oldugu dusunilmektedir.
(8). Woodworth ve ark. ve Yee ve ark.’nin yayinladiklari olgularda vertikal
gecisi destekler sekilde COVID-19’lu gebelerin yenidoganlarinda da
pozitif polimeraz zincir reaksiyon bulgulari saptanmistir (9,10). Onceki
calismalarda, COVID-19'un gebelikte abortus, intrauterin fetal buyime
kisithhgl ve preterm doguma neden oldugu gosterilmistir (9,10). Ancak,
COVID-19’un gebelikte intrauterin fetal 6lime neden olup olmayacagi
hakkinda vyeterli veri bulunmamaktadir. Bu ¢alismada, COVID-19
nedeniyle tedavi olan bir gebede meydana gelen intrauterin fetal 6lim

olgusunu sunmayi amagladik.

Olgu

20 yasinda, gravidasi 1 paritesi O olan gebe pelvik agr sikayetiyle
basvurdugu dis merkezden intrauterin ex tanisiyla klinigimize refere
edildi. Yapilan degerlendirmede gebenin 11 gin once aile igi temas
nedeniyle COVID-19 tanisi aldigi 6grenildi. COVID-19 tedavisi i¢in sadece
parasetamol kullanan gebenin eslik eden yiksek ates ve yaygin eklem
agrilari gerilemisti. Gebenin hastalik slirecinde pelvik agr digsinda bagka
jinekolojik semptomu yoktu.

0z gecmisinde ozelligi ve ek hastaligi olmayan olgunun esi ile de
akrabalik iligkisi bulunmamaktaydi. Gebenin toksoplazma, rubella ve
sitomegalovirius enfeksiyonlari agisindan yapilan antikor sonuglari negatif
olarak izlendi. Kromozomal anomali taramasi igin yapilmis olan ikili ve
gl tarama testlerinde dusiik risk saptandi. Gebeligin 16. haftasinda
elde edilen alfa feto protein degeri 1.88 MoM olarak 6lglldu. Olgunun

gebeligi sliresince travma 6ykusl yoktu.

Does COVID-19 Cause Intrauterine Fetal Death? A Case Report

Ultrasonografik degerlendirmede, biyometrik dlgciimleri 22 gebelik haftasi ile
uyumlu kalp atimi olmayan fetils izlendi. Amnion mai seviyesi fizyolojik
sinirlardaydi ve plasenta uterus posterior duvarina yerlesmisti. Subkorynik
ya da retroplasental kanama ile uyumlu goérinim izlenmedi. Basvuru
sirasinda elde edilen laboratuar tetkiklerinde, WBC:13400 ul, n6trofil:11500
ul, Lenfosit:1100 ul, AST:33 u/l, ALT: 26 u/l, BUN:12 mg/dl, Kreatinin:0.6
mg/dl, D-Dimer:560 pg/L, Glukoz: 104 mg/dl, CRP: 31.2 mg/dIl, Hemoglobin:
11.6 gr/dl, Platelet: 87000 ul ve Kan grubu: A Rh(+) olarak saptand. Vital
bulgulari degerlendirildiginde solunum sayisi 20/dakika, oksijen satlirasyonu
%99, nabiz 72/dakika, tansiyon 100/60mmHg ve ates 36.2°C olarak 6lguldu.
Olgu hospitalize edilerek 450 gr agirhginda kiz fetlis misoprostol ile
indliksiyon uygulandiktan sonra iatrojenik abortus gergeklestirildi. Tahliye
kiretaj sonrasi komplikasyon gerceklesmeyen hasta 1. giin antibiotik
profilaksisi ile taburcu edildi. Fetal otopsi sonucu haftasina uygun organ
bulgulari, ylzde yarik dudak anomalisi ve solid organlarda otoliz seklinde

degerlendirildi. Aile fetal genetik incelemeyi kabul etmedi.

Tartisma

Gebelik, genellikle siddetli SARS-CoV-2 enfeksiyon riskini artirmamakta ve
COVID-19 ile enfekte gebelerin cogu dogum gergeklesmeden iyilesmektedir
(5). Ancak, ayni cinsiyet ve yastaki gebe olmayan bireylerle kiyaslandiginda
gebeligin COVID-19'un klinik seyrini kotulestirdigi gorilmektedir (10). Gebe
hastalarda gebe olmayan hastalara benzer sekilde COVID-19 'un baskin
ozellikleri ates, oksurik, nefes darligi ve lenfopenidir (5). Ortalama 38-
39°C'lik ates, COVID-19'da en yaygin semptomdur (5). Bizim hastamizda da
Pandeminin erken

eslik eden semptomlar ates ve eklem agnlarydi.

donemlerinde yaygin olarak kullanilan hidroksiklorokin, azitromisin,
lopinavir ve ritonavir etken maddelerinin SARS-COV-2 enfeksiyonuna karsi
etkisiz olduklar gosterilmistir (11). Buna karsin, baska bir antiviral olan
remdesivir siddetli COVID-19 olgularinda klinik iyilesme siresini anlaml
olgtide kisaltmaktadir (12). Her ne kadar gebelikteki kullanimiyla ilgili sinirli
sayida veri bulunsa da hospitalize edilen ve oksijen destegine ihtiyag
duyulan gebelerde potansiyel fayda zarar iliskisi gozetilerek kullaniimasi
onerilmektedir (12). Ancak bizim hastamizda, semptomlarin siddetli
olmamasi ve gebelige olabilecek olasi etkilerinden dolayr parasetamol
disinda medikasyon kullanilmamisti.

Daha o6nceki yayinlarda, COVID-19’un gebelerin fetislerinde abortus ve
intrauterin blyume kisithhgr gibi komplikasyonlara neden olabilecegi 6ne
surtlmusttr (13). Diger taraftan, Woodworth ve ark. 5252 COVID-19'lu
gebelerle yaptiklari galismalarinda 20 haftadan o6nce gebelik kaybinda
anlamh bir artis (%0.3) olmadigini bulmuslardir (9). Literatiirde birinci ve
ikinci trimesterde COVID-19 ile enfekte olan gebelerdeki abortus oranlariyla
ilgili veriler sinirhdir (9). Fetal buylime kisithliginin diger SARS enfeksiyonlari
ile iliskisi daha once tanimlanmistir (14). Bu gebeliklerin plasentasinda
o6nemli histopatolojik degisiklikler mevcut olmasa da, plasenta yetmezligine

bagli suboptimal fetal biiyime gerceklesebilmektedir.
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Clinkd, maternal COVID-19, akut ve kronik intervill6z inflamasyon, fokal
avaskdler villus ve daha buylk trombds dahil olmak tzere uteroplasental
vaskiler malperfiizyon ile iliskilendirilmistir (15). Bu nedenle, COVID-19
enfeksiyonu olan gebelerin Uglncli trimesterden baglayarak ve
semptomlarin diizelmesinden en az 14 giin sonra en az bir ultrasonografi
ile fetal amnion sivi hacminin degerlendirilmesi 6nerilmektedir. (16).

Enfekte gebelerde, Ozellikle pnomonisi olanlarda erken dogum ve
sezaryen dogum sikhiginin arttigi bildirilmistir (10). Ancak, burada dikkat
edilmesi gereken bulgu COVID-19’lu gebelerdeki yiksek erken dogum
oraninin kaynagi indiklenmis veya planli sezaryen dogum gibi iatrojenik
dogumlardir. Risk ne olursa olsun, COVID-19 'un dogum sonrasi neonatal
donemde hafif bir solunum yolu hastaligi olarak ortaya giktigini belirten
birgok ¢alismanin bulunmasi given vericidir (17). Bundan baska, diger
enfeksiyonlari olan gebelerde vyapilan kohort g¢alismalarinda ilk

trimesterde maternal pireksiden kaynaklanan konjenital anomali
risklerinin arttig1 gosterilmemistir (18). Ancak, ¢ocukluk ¢agi dikkatsizlik
bozukluklari muhtemelen fetal néronlarda hipertermik hasarla iligkili
olarak daha yaygindir (19). SARS-COV-2 enfeksiyonunun gebelikteki
vertikal gecis olasihiginin ve Kklinik ozelliklerinin ilk kez arastirildig
¢alismada SARS-COV-2’nin amnion sivisi, kordon kani ve neonatal
surintllerde vertikal gegisini gosteren herhangi bir kanit bulunamamistir
(4). Dong ve ark., SARS-CoV-2 ile enfekte annesi olan bir yenidoganin
dogumdan hemen sonra nazofarinks surlntlUsiinde gercek zamanli
polimeraz zincir reaksiyonu ile virlis saptanmamasina ragmen yenidogan
kaninda virlise 6zgu 1gM antikorlarin saptandigini bildirdi (20). COVID-
19’lu gebelerden dogan infantlardan elde edilen kan 6rneklerinde IgM
antikorlarinin bulunmasi vertikal gecis ihtimalini akla getirmektedir
(20,21). Bu ¢alismalardaki yenidoganlarin birinden 14 giin sonra tekrar
edilen kan oOrneginde hem IgM hemde IgG seviyelerinin azalma

egiliminde olmasi  enfeksiyonun transplasental gegis yoluyla
gerceklestiginin glicli bir gostergesi olarak kabul edilmektedir (20,21).
IgM'nin yapisindan dolayi genellikle plasenta bariyerini gegmedigi goz
onune alindiginda, virtisiin anneden fetlse dikey gegisine yanit olarak
fetliste IgM Uretilmesi mumkin gorilmektedir. Ancak, bu bulguyu kesin
bir kanit olarak degerlendirmek igin erkendir ¢unki yenidoganda
saptanan IgM gegise izin veren plasental degisikliklerden veya yanhs
Literattirde, in utero

pozitif testten de kaynaklaniyor olabilir.

enfeksiyonun gerceklesebilecegini 6ne suren baska vyayinlar da
mevcuttur (9,10). Bu olgularin bir kismi yanlis pozitif test sonuglarindan
kaynaklaniyor olabilecegi gibi bir kismi da fetuslere dogumdan hemen
sonra enfeksiyonun bulagmasiyla olabilir. Yakin zamanda, Hosier ve ark.
siddetli preeklamsi ve plasenta dekolmani ile komplike olmus 22 haftalk
bir COVID-19 olgusunun plasentasinda immunohistokimyasal boyama ile

SARS-COV-2 tespit etmiglerdir (22).

ibrahim GMEROGLU et al.

Ayni yazarlar, viral tutulumun 6zellikle sinsityotrofoblastlarda yogun olarak
gozlendigini bildirmislerdir (22).

Kirstman ve ark., nazofaringeal surlintli, anne suti ve vajinal siiriintide
SARS-COV-2 RNA’si bulunan bir gebenin plasentasinda da SARS-COV-2
enfeksiyonuna bagli oldugu distnulen multipl infiltrasyon alanlari
saptamiglardir (23) SARS-COV-2 enfeksiyonunun intrauterin gegisi ile ilgili
kesin mekanizmalar belirsiz olmasina ragmen, 6ne sirilen iki hipotez
bulunmaktadir. Bunlardan en 6nemlisi, SARS-COV-2 igin duyarl bir ylzey
reseptori olan ACE-2'nin desidual hiicrelerde, sinsitiyotrofoblastlarda,
sitotrofoblastlarda, birincil ve ikincil villusun endotel ve vaskiler duz
kasinda eksprese olmasidir (24). Diger bir hipotezde, COVID-19'lu
gebelerde siddetli maternal hipoksemiye bagli plasental bariyerde hasar
olugmasidir. COVID-19'lu gebelerden dogan infantlarda COVID-19
enfeksiyonunun genellikle hafif olarak seyretmesi bu hastalarda SARS-
COV-2 viremisinin distk ve gegici oldugunu dusindirmektedir (25).
Calismalarin yetersiz olmasindan dolayi birinci ve ikinci trimesterdeki SARS-
COV-2 enfeksiyonunun kotl fetal sonuglarla iliskisi  belirsizligini
korumaktadir. Bu veriler i1si8inda, calismamizdaki gebede gergeklesen fetal
mortalitenin COVID-19 ile iliskili koagulopati, plasental hipoksi, plasental
viral enfeksiyon veya bu faktorlerin bir kombinasyonu sonucu meydana
geldigi dustinilmektedir.

Calismamizin en 6nemli limitasyonu ise olgunun takipsiz olmasi ve yarik
dudak anomalisi saptanmis olmasina ragmen fetal 6lime sebep olabilecek
olasi diger ayirici tanilara gidilememesidir. Bu nedenle COViD-19
enfeksiyonu ile fetal 6lum arasindaki iliskinin tespiti icin daha fazla

¢alismalara ihtiyag oldugu dustinilmektedir.

Sonug olarak, bu galismayla COVID-19 hastaliginin gebelerde herhangi bir
klinik veya obstetrik patoloji olmadan fetal 6lime neden olabilecegi
gosterilmistir. Bundan dolayi, elde edilen bulgular COVID-19'a bagh

gelisebilecek fetal ve maternal komplikasyonlar hakkinda bilgi ve

danigmanlik  vermek amaciyla kullanilabilir.  Ayrica, ¢alismamizi

destekleyecek ve gebeliklerde COVID-19’un  y6netimine yardimci

olabilecek daha fazla galismalara ihtiyag vardir.
Hasta Onami: Hastadan klinik bilgilerinin paylasilacig ile ilgili onam

alinmigtir.
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intragastrik Balon Tedavisi Sirasinda Gebelik Yénetimi Hakkinda
Olgu Sunumu

A Case Report About Pregnancy While Intragastric Balloon Application

0z

Obezite; mortalite ve morbidite agisindan g¢agimizin basta gelen sorunlari arasinda
karsimiza ¢ikmaktadir. Obezite ve iligkilendirildigi komorbid hastaliklarin, multi milyar
dolarlik halk saghgi sorunu haline gelmesi nedeniyle, giinimizde obezite tedavisi
oldukga 6nem kazanmaktadir. Obezite ve obezitenin yol actigi saglk sorunlarini dnlemek
icin gesitli yontemler gelistirilmis olup intragastrik balon uygulamasi da bunlardan biridir.
intragastrik balon uygulamasi giivenli ve kilo kaybi saglayan efektif bir metottur.
Ortalama 1 yil slren intragastrik balon uygulamasi sirasinda hasta takibi oldukga
onemlidir. Bu olgu sunumunda, obezite tedavisi icin intragastrik balon uygulamasi
sirasinda gebelik saptanan bir hastanin yénetimi ve takibi anlatiimaktadir.

Anahtar Kelimeler: Obezite; mide balonu; gebelik

Abstract

Obesity is one of the leading problems of the modern world. Because of obesity and
obesity-related comorbidities is a multi-billion dollar public health disease; obesity
treatment gains importance. Lots of methods have been developed to prevent health
problems caused by obesity and intragastric balloon application is one of them.
Intragastric balloon application is a safe and effective method for losing weight. Patient
follow-up is very important during intragastric balloon application, which takes an
average of one year. In this case report, the management and follow-up of a patient
with pregnancy during intragastric balloon application for the treatment of obesity are
described.

Keywords: Obesity; gastric balloon; pregnancy

Introduction

Obesity is becoming a huge health problem that is closely linked to morbidity and
mortality. The rate is increasing in all over the world day by day (1). Obesity is a chronic
metabolic condition that the probability of many diseases like hypertension, obstructive
sleep apnea syndrome (OSAS), diabetes mellitus type 2, and cardiac disorders increases.
Because of obesity and obesity-related comorbidities is a multi-billion dollar public
health disease; obesity treatment gains importance. Various methods have been
developed to prevent these huge health problems. Some of them are surgical
treatments like sleeve gastrectomy, gastric by-pass procedures but non-surgical auxiliary
methods are also used like intragastric balloon application (2). According to The
American Society of Metabolic and Bariatric Surgery data; these bariatric and metabolic

procedures were applied to 228.000 patients in the United States in 2017 (3).
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All becoming increasingly common in the world disease that obesity
that affects also 1/3 of the adult population of Turkey (4) and various
bariatric methods are applied to these patients. Although each method
has its own adverse effects and complications, detailed observation
before the procedure and regular follow-up after the procedure are
important for minimizing these adverse effects. Intragastric balloon
application is one of the important treatments in non-surgical auxiliary
bariatric procedures. Careful follow-up of the physician is
recommended to be successful in this treatment and to avoid
complications. In this process, pregnancy appears as an important
issue. In this case report, the management of the obese patient who
became pregnant during intragastric balloon application is described. A
written informed consent was signed by the patient for this case

presentation.

Case Report

A 29-year-old female patient whose body mass index (BMI) 33,25
applied to our General Surgery Department Obesity and Metabolism
Surgery Unit because of not losing weight despite diet and lifestyle
changes. An obese patient who has menstrual irregularities underwent
gastroscopy under 2 mg dormicum. The biopsy taken from gastric
antrum result was H. pylori positive so she received amoxicillin and
clarithromycin treatment for 2 weeks. After this treatment routine
hemogram, B-hcg and, biochemistry test results were checked.
Intragastric balloon application was planned for the patient by
evaluating at the obesity multidisciplinary meeting. Complications that
may occur in this intragastric balloon application were explained to the
patient and the patient was told to avoid pregnancy during this
process. After the patient’s consent was taken, a Spatz Adjustable
Balloon System (Spatz FGIA,Inc.,NY,USA) for 12 months was placed
under 2 mg dormicum and 1mg/kg propofol with a gastroscope. In the
intragastric balloon, in case of perforating, 350 cc serum physiological
was injected in methylene blue to provide urine by stimulating color.
Monthly follow-up was planned for the patient whose 83 kilograms
(kg) without clothes on the day of the procedure. On the first day of the
application, the patient only consumed clear liquid. The patient who
complained of vomiting 5 times on the first day and 2 times on the
second day after the procedure did not recur after the 3rd day. She had
a liquid diet between the second and fourth days, mash diet for 4 to 10
days. The patient who tolerated this gradually increased diet was
started on a solid/normal diet after the 10th day. In the measurement
performed as standardized settings on the first month after the
procedure, the patient was found to be 78 kg by giving 5 kg. In the third
month of the application, the patient was measured as 79 kg and the
balloon was inflated to 500 cc due to an increase in the feeling of

hunger.
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One week after the intragastric balloon was inflated, the patient who was
found to have a positive B-hcg test due to menstrual irregularity was
evaluated with the obstetrician. In the abdominal ultrasonographic (USG)
examination, a 13-week pregnancy was found. The patient was evaluated by
the multidisciplinary obesity meeting consisting of an obstetrician, general
surgery specialist and, endocrine specialist and a follow-up decision was
taken. It was predicted that the anesthetic agents applied to the mother did
not harm the baby by the “all or nothing rule” in the first two weeks after
fertilization. Close follow-up with USG and NST every 15 days without
removing the intragastric balloon by the council was recommended to the
patient. The nausea of the patient who complained of nausea in the 16th
week of the pregnancy was thought to be caused by pregnancy. However, it
was decided to remove the intragastric balloon by endoscopic method,
considering the risk of compression and preeclampsia to the baby at 23
weeks and 5 days. When the intragastric balloon was removed the 79 kg
patient was followed until the end of the pregnancy. It was measured as 82
kg at 29 weeks of pregnancy and 87,2 kg at 37 weeks and 4 days. In the
double and the quad tests, the patient who had no anomaly in the baby and
brought 3370 gr healthy baby girl to 38 weeks and 1 day was measured as 84
kg after the birth. The mother was measured as 75 kg after the 25th days
after the birth. The baby hasn’t got any health problems.

Discussion

Weight loss has been found to improve comorbidity problems that are
related to obesity or eliminate the problems totally. Various methods are
used to achieve this and intragastric balloon application is one of them.
Obesity, which is determined to affect more than 650 million people
worldwide, is the most common health problem among women of
reproductive age (5). Because of this reason bariatric procedures are
generally applied to women of reproductive age (6).

Intragastric balloon application is a safe and effective method for losing
weight. The intragastric balloon is designed as a method that takes up space
in the stomach and therefore reduces calorie intake by Nieben (7). Nausea
and vomiting are among the most common complications in the intragastric
balloon application, which is planned to reduce calorie intake thanks to its
volumetric floor covering, which is inflated with 350 cc serum physiologic
colored with methylene blue after being placed with gastroscope in the
stomach (8). Nausea and vomiting are also the most common causes of early
removal of the intragastric balloon (9). However, it should be kept in mind
that nausea and vomiting may have other causes, the patient should be
questioned especially in terms of an unexpected pregnancy. There are no
publications detected in the literature about pregnancy during the
intragastric balloon application. But there are some publications about

pregnancy during the other bariatric treatments (10).
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According to the conclusion drawn from these, it is not recommended to
conceive the patient during intragastric balloon application. Especially
intragastric balloon application increases the intraabdominal pressure of
the patient, it is thought that it may affect the growth and development
process of the baby by taking extra volumetric space in the abdomen. In
our case report, the unexpected pregnancy of the patient who was
administered an intragastric balloon due to obesity was detected.
Follow-up and management of the patient after this stage were
evaluated. The patient was closely monitored by the gynecology,
endocrine specialist and, general surgeon specialist team, especially in
order not to harm the mother and baby vitally and to have a healthy
pregnancy process and at the same time not to stop the obesity
treatment initiated. During the first six months of follow-up, it was
observed that the intragastric balloon did not constitute an obstacle for

the health and development of both mother and baby.

Ecenur vAROL Et. Al.

It is understood from the follow-up data that obesity treatment is also
successfully continued during this period. However, in the 6th month, it was
decided to terminate the procedure considering that the intragastric balloon
could harm the development of the baby due to the volumetric effect on the
abdomen.

In conclusion, as with other obesity treatment methods, pregnancy is not
recommended during intragastric balloon application in terms of the
metabolic change of the mother and the risk of the baby not developing.
However, if an unexpected pregnancy occurs during the treatment, it is seen
that there is no need to behave in a hurry in terms of termination of
intragastric balloon application. It was shown in our case that intragastric
balloon application in the first 6 months does not harm both the mother and
the baby under close USG and NST follow-up, especially considering the

continued treatment.
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Cocuklarda Nadir Bir Nazal Kavite Tiimérii: Pyojenik Graniilom

A Rare Nasal Cavity Tumor in Children: Pyogenic Granuloma

0z

Piyojenik graniilom, mukoza ve cildi tutan, lobiiler kapiller proliferasyon igeren benign
tiimordir. Nazal kavitede nadiren gorilmektedir. Nazal kavitede, septum anteriorunda
gorilmekle birlikte nadiren lateral nazal duvarda konka kaynakli gorilebilmektedir.
Burun tikanikligl ve epistaksis, nazal kavitede bulunan piyojenik granilomlarin belirtileri
arasindadir. Her yasta gorilse de daha ¢ok 3.ve 4. dekatta ve kadinlarda gorilmektedir.
Nazal kavite kitlelerinin ayirici tanisinda dislinilmesi gereken bir patolojidir. Tedavide
cerrahi total eksizyon yeterli olmaktadir. Bu yazida epistaksis nedeniyle bagvuran, lateral
nazal duvardan kaynaklanan, lobuler kapiller hemanjioma tanisi konan 6 yasindaki olgu
literatur bilgisi esliginde sunuldu. Piyojenik granilom pediyatrik yas grubunda nadiren
karsilagiimaktadir. Ancak nazal kavite tumorlerinde piyojenik grantlomun da

distnilmesi 6nerilmektedir.

Anahtar Kelimeler: Piyojenik Granullom, Epistaksis, Nazal Kavite

Abstract

Pyogenic granulomas are benign tumors that involve the mucosa and skin and contain
lobular capillary proliferation. It is rarely seen in the nasal cavity. Although it is usually
seen in the anterior of the septum, it can rarely be seen in the lateral nasal wall
originated from concha. Nasal obstruction and epistaxis are symptoms of pyogenic
granulomas in the nasal cavity. Although it is seen at all ages, it is mostly seen in the 3rd-
4th decades and in women. Surgical total excision is sufficient for treatment. In this
article, an 6-year-old patient who presented with epistaxis, was diagnosed with lobular
capillary hemangioma originating from the lateral nasal wall is presented in the light of
literature. Pyogenic granuloma is rarely encountered in the pediatric age group.
However, it is recommended to consider pyogenic granuloma in cases with masses in

the nasal cavity.

Keywords: Granuloma Pyogenicum, Epistaxis, Nasal Cavity
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Girig

Lobiler  kapiller hemanjioma olarak da bilinen piyojenik
grantlomlar(PG), siklikla deri ve miikoz membranlari etkileyen, nadiren
nazal kavitede gorilen benign timorlerdir. Mikroskobik olarak lobuler
yapida kapiller proliferasyon gorulur. Piyojenik graniilom terimi aslinda
yanhs bir isimlendirme sonucu ortaya ¢ikmistir. Cinki tumorin
histolojik 6zellikleri iyi tanimlanmistir ve piyojenik bir enfeksiyon veya
granilomatodz reaksiyon yoktur. Timor, sikhkla Gglinct ve doérdincu
dekatta goriulmekle birlikte tim yaglarda gorulebilir. Kadinlarda daha
stk gortlmektedir(1). Bu lezyonlarin etiyolojisi hala tartismahdir. Ancak
travma veya hormonal dengesizlik tizerinde durulan nedenlerdir. Cunku
bu lezyonlar genellikle travmadan sonra veya bazi kadinlar igin
hamilelik sirasinda ortaya c¢ikar (2). Kolay kanayabilen, Uzeri siklikla
Ulsere, genellikle kirmizi renkli, birkag santimetreye ulasabilen sapl
veya sapsiz lezyonlardir (1). Tedavisinde cerrahi eksizyon yeterlidir.
Nuks nadirdir. Ayirici tanida; Nazal polipler, Wegener hastalig,
sarkoidoz, skuamo6z hicreli karsinom ve malign melanom gibi kitle

lezyonlari dugtuintlmelidir (2).

Olgu Sunumu

0Oz gegmisinde herhangi bir hastaligi olmayan 6 yasinda ¢ocuk hasta,
son 10 gindir olan sol tarafli epistaksis sikayeti ile acil servise
basvurdu. Ailesinde herhangi birinde malignite 6ykisli olmayan hasta
Kulak Burun Bogaz poliklinigine yonlendirildi. Tarafimiza bagvuran
hastanin anterior rinoskopik muayenesinde sol nazal kavite
anteriorunda, Uzeri hafif nekrotik, mor renkli kanamali lezyon

goruldi.(Sekil-1)

Sekil-1: Sol nazal kavite anteriorunda hemorajik kitle,

endoskopik goruntusi

Malign timor olabilecegi dusiinilen lezyon igin paranazal sinis
bilgisayarli tomografisi gekildi. Bilgisayarli tomografide lezyonun
orta meaya sinirli oldugu, herhangi bir kemik destriiksiyonu

olmadigi ve paranazal sinUslerin salim oldugu goruldu. (Sekil-2)

A Rare Nasal Cavity Tumor in Children: Pyogenic Granuloma

Sekil-2: Paranazal sinus bilgisayarli tomografi, koronal kesitte nazal kavite

anteriorunu dolduran lezyon

Hastaya hem tani hem de tedavi amagh endoskopik eksizyonel biyopsi
planlandi. GAA endoskopik bakida lezyonun orta konka aksillasi
anteriorunda, lateral nazal duvardan kaynaklandigi gortldu. Eksizyonel

biyopsi yapildi. Orta mea dogal géraldu. (Sekil-3)

Sekil-3: Eksizyonel biyopsi sonrasinda timoriin  kaynak aldigi

lokasyon, endoskopik gorinti

Cikarilan 1.5 x 2 x 1 cm boyutlarinda sert doku patolojiye gonderildi.(
Sekil-4)
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Sekil-4: 1.5 x 2 x 1 cm boyutlarindaki timoral lezyonun eksizyon

sonrasinda goruntisu.

Patolojisi piyojenik grantilom olarak raporlandi. (Sekil-5)

Sekil-5: 100x buyitmede loblle, ince duvarli vaskiler yapilar

gosteren Hematoksilen & Eozin boyali histolojik gortintu.

Postoperatif 1.ay ve 3.ay kontrollerinde kontroliinde orta meanin ve

orta konka anteriorunun dogal oldugu goérildu. Nuks gorilmedi.

Sekil-6: Postoperatif 3.ay goruinttisi. Dogal orta konka ve orta mea

goruntisi, niks izlenmedi.

Ramazan YAVUZ

Hastanin ailesinden yazili onam alinarak olgu sunumu hazirlandi.

Tartisma

Piyojenik graniilom, solunum ve sindirim sistemlerinin derisinde ve
mukozasinda olusan iyi huylu, edinilmis bir vaskiler neoplazidir (3). Piyojenik
grantlomlar nazal kavitede nadiren gorulir (2). Burun igerisinde septum veya
konka kokenli olabilirler (6). Haftalar icinde semptom verecek kadar hizli
blydrler. Nadiren pirilan akinti goériilse de nazal obstriksiyon ile birlikte
gorilen epistaksis en stk semptomudur (1). Bizim olgumuz 1 hafta igerisinde
tekrarlayan epistaksis sikayeti ile basvurdu. Daha 6ncesinde herhangi bir
sikayeti yoktu. Ailede bilinen ek hastalik veya malign timoér 6ykisu yoktu.
Hastada lateral nazal duvarda, orta konkanin anteriorunda saph 1.5x2x1 cm’lik
mor renkli bir kitle seklinde gorildi. Piyojenik graniilom her yasta ortaya
¢tkmasina ragmen en sik Gglincli dekatta gorilmekte ve kadinlarda daha sik
gorilmektedir. Pediatrik popllasyonda nadiren gorilur. Pediatrik yas
grubunda gorildugiinde ise erkeklerde daha siktir (2). Etyolojisinde kronik
lokal irritasyon, yabanci cisim, travma ve hormonal degisimler yer alabilir.
Genellikle gebelerde hormonal uyari sonucu gelisen formuna “graniloma
gravidarum” denir ve en sik gingivada lokalize olan bu form dogum sonrasi
geriler (4). Sitogenetik calismalarda anjiogenezis olusumunu ve endotel
proliferasyonunu diizenleyen genlerin bulundugu 21. kromozomun uzun
kolunda delesyon oldugu saptanmistir (4). Ayirici tanisinda nazal polipozis,
sarkoidoz, Wegener granilomatozisi, inverted papillom, kapiller hemanjiom,
fibroma, lenfanjiom, leiomyoma, adenokarsinom, fibrosarkom,
hemanjioperistoma, anjiosarkom, hemanjiosarkom, yassi hicreli karsinom ve
yabanci cisimler dustinilmelidir (1). Piyojenik granilomlar endotel
hucrelerinden olusan prolifere, lobule kitlelerdir (5). Hemorajik Ulsere
gorinumleri, unilateral lokalizasyonlari ve biylime hizlari nedeniyle malignite
dislndirebilirler. Bu nedenle tedavi planlamadan 6nce BT yada MR gekilmesi
yararl olur. Nadiren kemik yapilarda erozyon septumda itilme gibi baz
malignite kriterleri gorulebilir (1). Olgumuzda Ulsere gortinimli kanamali kitle
gorilmesi lzerine, malign timoral lezyondan siphelenildi. Paranazal sinis
bilgisayarli tomografisi cekildi. Lezyonun orta meaya sinirh oldugu goralda.
Kemik erozyonu goériilmedi. Tedavide temiz cerrahi sinirla total eksizyon tercih
edilir. Nuks nadirdir. Niiks durumunda koterizasyon, CO2 lazer, steroidler,
skleroterapi, gimis nitrat kullanilabilir (5). Eksizyon sirasinda saglam mukoza
sinir olusturulmamasi ve perikondriyumun alinmamasi niiks riskini artiran
baslica faktorlerdir. Bu nedenle total eksizyon vyapilabilmesi, kanama
kontroliniin  saglanmasi  agisindan eksizyonun endoskopi yardimiyla
yapilmasini 6neren yayinlar mevcuttur (2). Hastamizin Gykistinde travma,
lokal irritasyon yada hormonal degisimi disiindiirecek herhangi bir neden
yoktu. Epistaksis ile basvurmus pediatrik yas grubundaki olgumuzda, tek
tarafli, mor renkte, Uzeri Ulsere kitlenin tanisi ve tedavisi amaciyla total
eksizyonu tercih ettik. Hastanin postoperatif Ug¢ aylk takibinde niks
saptamadik. Yazimizda epistaksis nedeniyle bagvurmus olan 6 yas hastanin,
ayirici tanisinda literatlirde pediatrik yas grubunda nadir gorilen piyojenik
granilomun da neden olabilecegi vurgulanmakta ve ayirici tanida akilda

tutulmasi gerektigi belirtiimektedir.
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