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AMAC KAPSAM VE YAYIN STANDARTLARI

istanbul Tip Fakdltesi Dergisi (st Tip Fak Derg); bagim-
siz, dnyargisiz ve cift-kor hakemlik ilkeleri cercevesinde
yayin yapan Istanbul Universitesi, istanbul Tip Fakilte-
si'nin uluslararasi ve agik erisimli bilimsel yayin organidrr.
Dergi Ocak, Nisan, Temmuz ve Ekim aylarinda olmak
Uzere U¢ ayda bir yayinlanir ve dért sayida bir cildi ta-
mamlanir. Yayin dili Tirkce ve ingilizce'dir.

istanbul Tip Fakiiltesi Dergisi (ist Tip Fak Derg), tibbin
tim alanlaninda klinik ve deneysel 6zgiin arastirmalar,
ender gorilebilecek olgu sunumlan, ézel ve aktiel ko-
nularda literatlr derlemeleri ve editére mektuplar ya-
yinlamaktadir. Orijinal metot gelistirme, yeni bir girisim
teknigi ve orijinal calismalarin 6n sonuglarini iceren kisa
raporlara da dergide yer verilmektedir.

Derginin hedef kitlesi; saglik alanindaki tim disiplinler-
de ¢alisan hekimler ve akademisyenlerdir.

Derginin editorlik ve yayin strecleri International Com-
mittee of Medical Journal Editors (ICMJE), World Asso-
ciation of Medical Editors (WAME), Council of Science
Editors (CSE), Committee on Publication Ethics (COPE),
European Association of Science Editors (EASE) ve Na-
tional Information Standards Organization (NISO) orga-
nizasyonlarinin kilavuzlarina uygun olarak bicimlendiril-
mistir ve Principles of Transparency and Best Practice in
Scholarly Publishing (doaj.org/bestpractice) ilkelerine
uygun olarak yuritilmektedir.

stanbul Tip Fakdiltesi Dergisi (ist Tip Fak Derg), Web of
Science-Emerging Sources Citation Index ve TUBITAK
ULAKBIM TR Dizin tarafindan indekslenmektedir.

Makale degerlendirme ve yayin iglemleri icin yazarlar-
dan Ucret talep edilmemektedir.

Derginin tiim masraflan istanbul Universitesi tarafindan
kargilanmaktadir.

Dergide yayinlanan makalelerde ifade edilen go-
riisler ve fikirler istanbul Tip Fakiiltesi Dergisi Editér,
Editor Yardimailar, Yayin Kurulu ve Yayincisinin degil,
yazar(lar)in bakis acilarini yansitir. Editor, Editor Yar-
dimcilan, Yayin Kurulu ve Yayinci bu gibi durumlar icin
hi¢ bir sorumluluk ya da yikimlilik kabul etmemek-
tedir. Yayinlanan icerik ile ilgili tim sorumluluk yazar-
lara aittir.

Yayinlanan tim icerige Ucretsiz olarak erisilebilir.

Editor: M. Lale Ocal

Adres: Istanbul Universitesi, istanbul Tip Fakiiltesi
Dekanlgi, Turgut Ozal Cad. 34093 Capa, Fatih,
istanbul, Turkiye

Tel.: +90 212414 21 61

E-posta: itfdergisi@istanbul.edu.tr

Yayinci: istanbul Universitesi Yayinevi

Adres: istanbul Universitesi Merkez Kampusu,
34452 Beyazit, Fatih, istanbul, Turkiye

Tel.: +90 212 440 00 00

Faks: +90 212 217 22 92
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AIMS SCOPE AND PUBLICATION STANDARDS

Journal of lIstanbul Faculty of Medicine (J Ist
Faculty Med) an international, scientific, open
access periodical published in accordance with
independent, unbiased, and double-blinded
peer-review principles. The journal is the official
publication of istanbul University, istanbul Faculty of
Medicine and it is published quarterly on January,
April, July and October. The publication languages
of the journal are Turkish and English.

Journal of istanbul Faculty of Medicine (J Ist Faculty
Med) aims to contribute to the literature by publishing
manuscripts at the highest scientific level on all fields of
medicine. The journal publishes original experimental
and clinical research articles, reports of rare cases,
reviews that contain sufficient amount of source data
conveying the experiences of experts in a particular
field, and letters to the editors as well as brief reports
on a recently established method or technique or
preliminary results of original studies related to all
disciplines of medicine from all countries.

The journal's target audience includes researchers,
physicians and healthcare professionals who are
interested or working in all medical disciplines.

The editorial and publication processes of the journal
are shaped in accordance with the guidelines of the
International Committee of Medical Journal Editors
(ICMJE), World Association of Medical Editors
(WAME), Council of Science Editors (CSE), Committee
on Publication Ethics (COPE), European Association
of Science Editors (EASE), and National Information
Standards Organization (NISO). The journal is in
conformity with the Principles of Transparency and Best
Practice in Scholarly Publishing (doaj.org/bestpractice).

Journal of istanbul Faculty of Medicine is currently
indexed in Web of Science-Emerging Sources
Citation Index and TUBITAK ULAKBIM TR Index.

Processing and publication are free of charge with
the journal. No fees are requested from the authors at
any point throughout the evaluation and publication
process.

All expenses of the journal are covered by the
Istanbul University.

Statements or opinions expressed in the manuscripts
published in Journal of istanbul Faculty of Medicine
reflect the views of the author(s) and not the opinions
of the editors, the editorial board, or the publisher;
the editors, the editorial board, and the publisher
disclaim any responsibility or liability for such
materials. The final responsibility in regard to the
published content rests with the authors.

All published content is available online, free of
charge.

Editor: M. Lale Ocal

Address: istanbul University, istanbul Faculty of
Medicine Deanery, Turgut Ozal Cad. 34093, Capa,
Fatih, Istanbul, Turkey

Phone: +90 212 414 21 61

E-mail: itfdergisi@istanbul.edu.tr

Publisher: Istanbul University Press

Address: istanbul Universitesi Merkez Kampiisi,
34452 Beyazit, Fatih / Istanbul - Turkey

Phone: +90 212 440 00 00
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YAZARLARA BILGI

istanbul Tip Fakdltesi Dergisi (Ist Tip Fak Derg); ba-
gimsiz, Onyargisiz ve cift-kor hakemlik ilkeleri cerce-
vesinde yayin yapan istanbul Universitesi, istanbul Tip
Fakultesi’'nin uluslararasi ve agik erisimli bilimsel yayin
organidir. Dergi Ocak, Nisan, Temmuz ve Ekim aylarin-
da olmak Uzere U¢ ayda bir yayinlanir ve dort sayida
bir cildi tamamlanir. Yayin dili Tirkge ve ingilizce'dir.

istanbul Tip Fakiiltesi Dergisi (ist Tip Fak Derg), tibbin
tdm alanlarinda klinik ve deneysel 6zgiin arastirmalar,
ender gorilebilecek olgu sunumlari, 6zel ve aktiel
konularda literatir derlemeleri ve editére mektuplar
yayinlamaktadir. Orijinal metot gelistirme, yeni bir
girisim teknigi ve orijinal ¢alismalarin 6n sonuglarini
iceren kisa raporlara da dergide yer verilmektedir.

EDITORYAL POLITIKALAR VE HAKEM SURECI

Derginin editorlik ve yayin suregleri International
Committee of Medical Journal Editors (ICMJE), Wor-
Id Association of Medical Editors (WAME), Council of
Science Editors (CSE), Committee on Publication Et-
hics (COPE), European Association of Science Editors
(EASE) ve National Information Standards Organiza-
tion (NISO) organizasyonlarinin kilavuzlarina uygun
olarak bicimlendirilmistir ve Principles of Transparen-
cy and Best Practice in Scholarly Publishing (doaj.org/
bestpractice) ilkelerine uygun olarak yiritilmektedir.

Ozglnliik, yiiksek bilimsel kalite ve atif potansiyeli bir
makalenin yayina kabulli icin en énemli kriterlerdir.
Gonderilen yazilarin daha dnce bagka bir elektronik ya
da basili dergide, kitapta veya farkli bir mecrada su-
nulmamis ya da yayinlanmamis olmasi gerekir. Toplan-
tilarda sunulan caligmalar icin, sunum yapilan organi-
zasyonun tam adl, tarihi, sehri ve Ulkesi belirtiimelidir.

istanbul Tip Fakiiltesi Dergisi'ne goénderilen tim ma-
kaleler cift-kér hakem degerlendirme strecinden geg-
mektedir. Tarafsiz degerlendirme slrecini saglamak
icin her makale alanlarinda uzman en az iki dis-bagim-
siz hakem tarafindan degerlendirilir. Dergi Yayin Kurulu
Uyeleri tarafindan génderilecek makalelerin degerlen-
dirme stiregleri, davet edilecek dis bagimsiz editorler
tarafindan yonetilecektir. BUtin makalelerin karar ver-
me sUreclerinde nihai karar yetkisi Editordedir.

Klinik ve deneysel calismalar, ilag arastirmalan ve
bazi olgu sunumlari icin World Medical Association

Declaration of Helsinki “Ethical Principles for Me-
dical Research Involving Human Subjects”, (amen-
ded in October 2013, www.wma.net) cercevesinde
hazirlanmig Etik Komisyon raporu gerekmektedir.
Gerekli goérilmesi halinde Etik Komisyon raporu
veya esdederi olan resmi bir yazi yazarlardan talep
edilebilir. Insanlar tzerinde yapilmis deneysel ca-
lismalarin sonuglarini bildiren yazilarda, caligmanin
yapildigi kisilere uygulanan prosedurlerin niteligi
timuyle aciklandiktan sonra, onaylarinin alindigina
iliskin bir aciklamaya metin icinde yer verilmelidir.
Hayvanlar Gzerinde yapilan calismalarda ise agn, aci
ve rahatsizlik verilmemesi icin yapilmis olanlar acik
olarak makalede belirtiimelidir. Hasta onamlari, Etik
Kurul raporunun alindigr kurumun adi, onay belge-
sinin numarasi ve tarihi ana metin dosyasinda yer
alan Gere¢ ve Yontem bashgi altinda yazilmalidir.
Hastalarin kimliklerinin gizliligini korumak yazarlarin
sorumlulugundadir. Hastalarin kimligini aciga cika-
rabilecek fotograflar icin hastadan ya da yasal tem-
silcilerinden alinan imzali izinlerin de génderilmesi
gereklidir.

Bitldn makalelerin benzerlik tespiti denetimi, iThenti-
cate yazilimi araciligiyla yapiimaktadir.

Yayin Kurulu, dergimize génderilen calismalar hak-
kindaki intihal, atif manipUlasyonu ve veri sahteciligi
iddia ve stpheleri karsisinda COPE kurallarina uygun
olarak hareket edecektir.

Yazar olarak listelenen herkesin ICMJE (www.icmje.
org) tarafindan dnerilen yazarlik kosullarini karsilama-
st gerekmektedir.

ICMJE, yazarlann asagidaki 4 kosulu karsilamasini

onermektedir:

1. Calismanin konseptine/tasarimina; ya da ¢alisma
icin verilerin toplanmasina, analiz edilmesine ve
yorumlanmasina énemli katki saglamis olmak;

2. Yazi taslagini hazirlamis ya da énemli fikirsel iceri-
gin elestirel incelemelerini yapmis olmak;

3. Yazinin yayindan 6nceki son halini gézden gecir-

mis ve onaylamis olmak;

Calismanin herhangi bir boliminin gecerliligi ve

dogruluguna iliskin sorularin uygun sekilde sorus-

turuldugunun ve ¢éziimlendiginin garantisini ver-
mek amaciyla ¢alismanin her yéninden sorumlu
olmayi kabul etmek.

4.
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Bir yazar, calismada katki sagladigr kisimlarin sorum-
lulugunu almasina ek olarak, diger yazarlarin calis-
manin hangi kisimlarindan sorumlu oldugunu da ta-
nimlayabilmelidir. Ayrica,her yazar digerlerinin katki
bitinlugine glven duymalidir.

Yazar olarak belirtilen her kisi yazarligin dért kosulunu
karsilamalidir ve bu dért kosulu karsilayan her kisi ya-
zar olarak tanimlanmalidir. Dért kriterin hepsini karsi-
lamayan kisilere makalenin baslik sayfasinda tesekkir
edilmelidir.

Yazarlik haklarina uygun hareket etmek ve hayalet ya
da lGtuf yazarligin 6nlenmesini saglamak amaciyla
sorumlu yazarlar makale yikleme strecinde

http://jmed.istanbul.edu.tr/tr/content/makale-gon-
derme-kilavuzu/makale-gonderme-kilavuzu

adresinden erisilebilen Yazar Katki Formu’nu imzala-
mali ve taranmig versiyonunu yaziyla birlikte génder-
melidir. Yayin Kurulu’nun gdnderilen bir makalede
“|Gtuf yazarlik” oldugundan stiphelenmesi durumun-
da s6éz konusu makale degerlendirme yapilmaksi-
zin reddedilecektir. Makale gonderimi kapsaminda;
sorumlu yazar makale gdénderim ve degerlendirme
strecleri boyunca yazarlik ile ilgili tim sorumlulugu
kabul ettigini bildiren kisa bir &n yazi géndermelidir.

Istanbul Tip Fakiiltesi Dergisi, génderilen makalele-
rin degerlendirme surecine dahil olan yazarlarin ve
bireylerin, potansiyel ¢ikar catismasina ya da dnyargi-
ya yol acabilecek finansal, kurumsal ve diger iliskiler
dahil mevcut ya da potansiyel ¢ikar catismalarini be-
yan etmelerini talep ve tesvik eder.

Bir calisma icin bir birey ya da kurumdan alinan her
turld finansal destek ya da diger destekler Yayin Kuru-
lu'na beyan edilmeli ve potansiyel ¢ikar ¢atigmalarini
beyan etmek amaciyla ICMJE Potansiyel Cikar Catis-
malar Formu katki saglayan tim yazarlar tarafindan
ayn ayn doldurulmalidir. Editér, yazarlar ve hakemler
ile ilgili potansiyel ¢ikar catismasi vakalari derginin
Yayin Kurulu tarafindan COPE ve ICMJE rehberleri
kapsaminda ¢ozilmektedir.

Derginin Yayin Kurulu, itiraz ve sikayet vakalarini, COPE
rehberleri kapsaminda isleme almaktadir. Yazarlar,
itiraz ve sikayetleri icin dogrudan Yayincilik Birimi ile
temasa gecebilirler. Ihtiyac duyuldugunda Yayin Ku-

rulu'nun kendi icinde ¢ézemedigi konular icin tarafsiz
bir temsilci atanmaktadir. Itiraz ve sikayetler icin karar
verme slreclerinde nihai karari Bag Editor verecektir.

istanbul Tip Fakdiltesi Dergisi her makalenin
http://jmed.istanbul.edu.tr/tr/content/makale-gon-
derme-kilavuzu/makale-gonderme-kilavuzu
adresinden erisebilecediniz Telif Hakki Devir Formu ile
beraber gonderilmesini talep eder. Yazarlar, basili ya da
elektronik formatta yer alan resimler, tablolar ya da diger
her turll icerik dahil daha énce yayinlanmis iceridi kulla-
nirken telif hakki sahibinden izin almalidirlar. Bu konuda-
ki yasal, mali ve cezai sorumluluk yazarlara aittir.

Dergide yayinlanan makalelerde ifade edilen gorusler
ve fikirler istanbul Tip Fakiiltesi Dergisi Editér, Editér
Yardimcilar, Yayin Kurulu ve Yayincisinin degil, yazar(lar)
in bakis acilariniyansitir. Editor, Editor Yardimeilar, Yayin
Kurulu ve Yayinci bu gibi durumlar icin hi¢ bir sorumlu-
luk ya da yikimlulik kabul etmemektedir. Yayinlanan
icerik ile ilgili tim sorumluluk yazarlara aittir.

MAKALE HAZIRLAMA

Makaleler, ICMJE-Recommendations for the Con-
duct, Reporting, Editing and Publication of Scholarly
Work in Medical Journals (updated in December 2015
- http://www.icmje.org/icmje-recommendations.pdf)
ile uyumlu olarak hazirlanmalidir. Randomize ¢alisma-
lar CONSORT, gozlemsel calismalar STROBE, tanisal
degerli caligmalar STARD, sistematik derleme ve me-
ta-analizler PRISMA, hayvan deneyli calismalar ARRIVE
ve randomize olmayan davranis ve halk saghguyla ilgili
calismalar TREND kilavuzlarina uyumlu olmalidir.

Makaleler sadece
http://jmed.istanbul.edu.tr/tr/content/makale-gon-
derme-kilavuzu/makale-gonderme-kilavuzu
adresinde yer alan derginin online makale yikleme
ve degerlendirme sistemi UGzerinden gonderilebilir.
Diger mecralardan gonderilen makaleler degderlen-
dirilmeye alinmayacaktir.

Gonderilen makalelerin dergi yazim kurallarina uy-
gunludu ilk olarak Yaymncilik Birimi tarafindan kontrol
edilecek, dergi yazim kurallarina uygun hazirlanma-
mis makaleler teknik dizeltme talepleri ile birlikte
yazarlarina geri goénderilecektir.
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Yazarlarin; Telif Hakki Devir Formu, Yazar Formu ve IC-
MJE Potansiyel Cikar Catismalarn Formu’nu (bu form,
tim yazarlar tarafindan doldurulmalidir) ilk génderim
sirasinda online makale sistemine yiklemeleri gerek-
mektedir. Bu formlara http://jmed.istanbul.edu.tr/
tr/content/makale-gonderme-kilavuzu/makale-gon-
derme-kilavuzu adresinden erisilebilmektedir.

Kapak sayfasi: Gonderilen tim makalelerle birlikte
ayr bir kapak sayfasi da gonderilmelidir. Bu sayfa;

- Makalenin Tiirkce ve ingilizce bashgini ve 50 ka-
rakteri gecmeyen Tiirkce ve ingilizce kisa baslidi-
ni,

- Yazarlarin isimlerini, kurumlarini, egitim derece-
lerini ve ORCID numaralarini

- Finansal destek bilgisi ve diger destek kaynaklari
hakkinda detayli bilgiyi,

- Sorumlu yazarin ismi, adresi, telefonu (cep tele-
fonu dahil), faks numarasi ve e-posta adresini,

- Makale hazirlama slrecine katkida bulunan ama
yazarlik kriterlerini kargilamayan bireylerle ilgili
bilgileri icermelidir.

Ozet: Editére Mektup tiiriindeki yazilar diginda kalan
tiim makalelerin Tiirkge ve ingilizce &zetleri olmali-
dir. Ozgiin Arastirma makalelerinin ézetleri “Amac”,
"Gere¢ ve Yontem”, “Bulgular”ve “Sonug” alt bas-
liklarini icerecek bicimde hazirlanmalidir. Olgu sunu-
mu ve derleme tiiriindeki yazilarin Ozet bdlimleri alt
baglk icermemelidir.

Anahtar Sézciikler: Tim makaleler en az 3 en fazla 6
anahtar kelimeyle birlikte génderilmeli, anahtar soz-
cukler 6zetin hemen altina yazilmaldir. Kisaltmalar
anahtar sozclk olarak kullanilmamalidir. Anahtar soz-

ctkler National Library of Medicine (NLM) tarafindan
hazirlanan Medical Subject Headings (MeSH) verita-
banindan secilmelidir.

Makale Tiirleri

Ozgiin Aragtirma: Ana metin “Giris”, “Gereg ve
Yoéntem”, “Bulgular”ve "Tartisma”alt basliklarini icer-
melidir. Ozgiin Arastirmalarla ilgili kisitlamalar igin
|Gtfen Tablo 1'i inceleyiniz.

Sonucu desteklemek icin istatistiksel analiz genellikle
gereklidir. Istatistiksel analiz, tibbi dergilerdeki ista-
tistik verilerini bildirme kurallarina gére yapilmalidir
(Altman DG, Gore SM, Gardner MJ, Pocock SJ. Sta-
tistical guidelines for contributors to medical jour-
nals. Br Med J 1983: 7; 1489-93). istatiksel analiz ile
ilgili bilgi, Yontemler blimu icinde ayn bir alt baglk
olarak yazilmali ve kullanilan yazilim kesinlikle tanim-
lanmalidir.

Birimler, uluslararasi birim sistemi olan International
System of Units (SI)'a uygun olarak hazirlanmadir.

Editéryel Yorum: Dergide yayinlanan bir arastir-
manin, o konunun uzmani olan veya Ust dizeyde
degerlendirme yapan bir hakemi tarafindan kisaca
yorumlanmasi amacini tasimaktadir. Yazarlari, dergi
tarafindan secilip davet edilir. Ozet, anahtar sézcik,
tablo, sekil, resim ve diger gorseller kullaniimaz.

Derleme: Yazinin konusunda birikimi olan ve bu bi-
rikimleri uluslararasi literatlre yayin ve atif sayisi ola-
rak yansimig uzmanlar tarafindan hazirlanmis yazilar
degerlendirmeye alinir. Yazarlar dergi tarafindan
da davet edilebilir. Bir bilgi ya da konunun klinikte
kullanilmasi icin vardigi son dlzeyi anlatan, tartisan,

Tablo 1. Makale tirleri igin kisitlamalar

Sdzciik Ozet Kaynak Tablo
Makale tiirii limiti sdzciik limiti limiti limiti Resim limiti
Ozglin Arastirma 3500 250 (Alt baslikl) 30 6 7 ya da toplamda 15 gorsel
Derleme 5000 250 50 6 10 ya da toplamda 20 gorsel
Olgu Sunumu 1000 200 15 Tabloyok  10vyadatoplamda 20 gorsel
Editore Mektup 500 Uygulanamaz 5 Tablo yok Gorsel yok
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degerlendiren ve gelecekte yapilacak olan calismala-
ra yon veren bir formatta hazirlanmalidir. Ana metin
"Giris"”, "Klinik ve Arastirma Etkileri” ve “Sonu¢” bo-
[Gmlerini icermelidir. Derleme tiriindeki yazilarla ilgili
kisitlamalar icin lGtfen Tablo 1'i inceleyiniz.

Olgu Sunumu: Olgu sunumlari icin sinirli sayida yer
ayrlmakta ve sadece ender gorllen, tani ve tedavisi
gli¢ olan hastaliklarla ilgili, yeni bir yontem 6neren,
kitaplarda yer verilmeyen bilgileri yansitan, ilgi ¢ekici
ve 6gretici 6zelligi olan olgular yayina kabul edilmek-
tedir. Ana metin; "Giris”, “Olgu Sunumu”, “Tartisma”
ve Sonug” alt bagliklarini icermelidir. Olgu Sunumla-
nyla ilgili kisitlamalar icin IGtfen Tablo 1'i inceleyiniz.

Editére Mektup: Dergide daha 6nce yayinlanan bir
yazinin énemini, gdzden kacan bir ayrintisini ya da
eksik kisimlarini tartisabilir. Ayrica derginin kapsami-
na giren alanlarda okurlarin ilgisini ¢cekebilecek ko-
nular ve &zellikle egitici olgular hakkinda da Editore
Mektup formatinda yazilar yaymnlanabilir. Okuyucular
da yayinlanan yazilar hakkinda yorum iceren Editore
Mektup formatinda yazilarini sunabilirler. Ozet, anah-
tar sozclk, tablo, sekil, resim ve diger gorseller kul-
lanilmaz. Ana metin alt basliksiz olmalidir. Hakkinda
mektup yazilan yayina ait cilt, yil, sayi, sayfa numara-
lar, yazi bashdi ve yazarlann adlar agik bir sekilde be-
lirtilmeli, kaynak listesinde yazilmali ve metin icinde
atifta bulunulmalidir.

Tablolar

Tablolar ana dosyaya eklenmeli, kaynak listesi son-
rasinda sunulmali, ana metin icerisindeki gecis sira-
larina uygun olarak numaralandirlmadir. Tablolarin
Uzerinde tanimlayici bir baglik yer almali ve tablo
icerisinde gecen kisaltmalann acilimlar tablo altina
tanimlanmalidir. Tablolar Microsoft Office Word dos-
yasl! icinde “Tablo Ekle” komutu kullanilarak hazirlan-
mali ve kolay okunabilir sekilde diizenlenmelidir. Tab-
lolarda sunulan veriler ana metinde sunulan verilerin
tekrar olmamali; ana metindeki verileri destekleyici
nitelikte olmalidir.

Resim ve Resim Altyazilan

Resimler, grafikler ve fotograflar (TIFF ya da JPEG
formatinda) ayri dosyalar halinde sisteme yiklenme-
lidir. Gorseller bir Word dosyasi dokiimani ya da ana
dokiiman icerisinde sunulmamalidir. Alt birimlere ay-

rlan gorseller oldugunda, alt birimler tek bir gorsel
icerisinde verilmemelidir. Her bir alt birim sisteme ayn
bir dosya olarak yiklenmelidir. Resimler alt birimleri
belli etme amaciyla etiketlenmemelidir (a, b, ¢ vb.).
Resimlerde altyazilar desteklemek icin kalin ve ince
oklar, ok baslar, yildizlar, asteriksler ve benzer isa-
retler kullanilabilir. Makalenin geri kalaninda oldugu
gibi resimler de kor olmalidir. Bu sebeple, resimler-
de yer alan kisi ve kurum bilgileri de kérlestiriimelidir.
Gorsellerin minimum ¢6zUnirliga 300 DPI olmalidir.
Degerlendirme surecindeki aksakliklar énlemek icin
gonderilen butin gorsellerin ¢dzUnlrligu net ve bo-
yutu biylik (minimum boyutlar 100x100 mm) olmali-
dir. Resim altyazilari ana metnin sonunda yer almalidir.

Makale icerisinde gegen tim kisaltmalar, ana metin
ve Ozette ayri ayn olmak Uzere ilk kez kullanildiklari
yerde tanimlanarak kisaltma tanimin ardindan paran-
tez icerisinde verilmelidir.

Ana metin icerisinde cihaz, yazilim, ilag vb. Grinler-
den bahsedildiginde Grintn ismi, Ureticisi, Gretildigi
sehir ve Ulke bilgisini iceren Grln bilgisi parantez icin-
de verilmelidir; “Discovery St PET/CT scanner (Gene-
ral Electric, Milwaukee, WI, USA)".

Tum kaynaklar, tablolar ve resimlere ana metin icin-
de uygun olan yerlerde sirayla numara verilerek atif
yapilmalidir.

Ozgiin arastirmalarin kisitlamalari, engelleri ve yeter-
sizliklerinden Sonug paragrafi dncesi “Tartisma” bo-
limiinde bahsedilmelidir.

REVIiZYONLAR

Yazarlar makalelerinin revizyon dosyalarini génderir-
ken, ana metin Uzerinde yaptiklarn degisiklikleri isa-
retlemeli, ek olarak, hakemler tarafindan dne surilen
onerilerle ilgili notlarini “Hakemlere Cevap” dosya-
sinda géndermelidir. Hakemlere Cevap dosyasinda
her hakemin yorumunun ardindan yazarin cevabi gel-
meli ve degisikliklerin yapildigi satir numaralar da ay-
rica belirtilmelidir. Revize makaleler karar mektubunu
takip eden 30 giin icerisinde dergiye génderilmelidir.
Makalenin revize versiyonu belirtilen sire icerisinde
ylklenmezse, revizyon secenedi iptal olabilir. Yazar-
larin revizyon igin ek sireye ihtiya¢c duymalar duru-
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munda uzatma taleplerini ilk 30 giin sona ermeden
dergiye iletmeleri gerekmektedir.

Yayina kabul edilen makaleler dil bilgisi, noktalama
ve bicim agisindan kontrol edilir. Yayin streci tamam-
lanan makaleler, yayin planina dahil edildikleri sayiyla
birlikte yayinlanmadan &nce erken cevrimici forma-
tinda dergi web sitesinde yayina alinir. Kabul edilen
makalelerin baskiya hazir PDF dosyalar sorumlu ya-
zarlara iletilir ve yayin onaylarinin 2 gin icerisinde
dergiye iletilmesi istenir.

KAYNAKLAR

Atif yapilirken en son ve en gincel yayinlar tercih
edilmelidir. Atif yapilan erken cevrimici makalelerin
DOI numaralari mutlaka saglanmalidir. Kaynaklarin
dogrulugundan yazarlar sorumludur. Dergi isimleri
Index Medicus/Medline/PubMed’de yer alan dergi
kisaltmalarr ile uyumlu olarak kisaltiimalidir. Alti ya da
daha az yazar oldugunda tim yazar isimleri listelen-
melidir. EGer 7 ya da daha fazla yazar varsa ilk 6 yazar
yazildiktan sonra “et al.” konulmalidir. Ana metinde
kaynaklara atif yapilirken parantez icinde Arap ra-
kamlar kullanilmalidir. Farkli yayin tirleri icin kaynak
stilleri asagidaki 6rneklerde sunulmustur:

Dergi makalesi: Blasco V, Colavolpe JC, Antonini
F, Zieleskiewicz L, Nafati C, Albanése J, et al. Long-
term outcome in kidney recipients from donors tre-
ated with hydroxyethylstarch 130/0.4 and hydroxyet-
hylstarch 200/0.6. Br J Anaesth 2015;115(5):797-8.

Kitap bélimi: Sherry S. Detection of thrombi. In:
Strauss HE, Pitt B, James AE, editors. Cardiovascular
Medicine. St Louis: Mosby; 1974.p.273-85.

Tek yazarh kitap: Cohn PF. Silent myocardial ische-
mia and infarction. 3rd ed. New York: Marcel Dekker;
1993.

Yazar olarak editor(ler): Norman |J, Redfern SJ,
editors. Mental health care for elderly people. New

York: Churchill Livingstone; 1996.

Toplantida sunulan yazi: Bengisson S. Sothemin
BG. Enforcement of data protection, privacy and se-

Vil

curity in medical informatics. In: Lun KC, Degoulet
P Piemme TE, Rienhoff O, editors. MEDINFO 92.
Proceedings of the 7th World Congress on Medical
Informatics; 1992 Sept 6-10; Geneva, Switzerland.
Amsterdam: North-Holland; 1992.p.1561-5.

Bilimsel veya teknik rapor: Smith P. Golladay K. Pay-
ment for durable medical equipment billed during
skilled nursing facility stays. Final report. Dallas (TX)
Dept. of Health and Human Services (US). Office of
Evaluation and Inspections: 1994 Oct. Report No:
HHSIGOE 169200860.

Tez: Kaplan SI. Post-hospital home health care: the
elderly access and utilization (dissertation). St. Louis
(MO): Washington Univ. 1995.

Yayina kabul edilmis ancak heniiz basiimamis ya-
zilar: Leshner Al. Molecular mechanisms of cocaine
addiction. N Engl J Med In press 1997.

Erken Cevrimici Yayin: Aksu HU, Ertirk M, Gl M,
Uslu N. Successful treatment of a patient with pulmo-
nary embolism and biatrial thrombus. Anadolu Kar-
diyol Derg 2012 Dec 26. doi: 10.5152/akd.2013.062.
[Epub ahead of print]

Elektronik formatta yayinlanan yazi: Morse SS. Fa-
ctors in the emergence of infectious diseases. Emerg
Infect Dis (serial online) 1995 Jan-Mar (cited 1996
June 5): 1(1): (24 screens). Available from: URL: http:/
www.cdc.gov/ncidodIEID/cid.htm.

SON KONTROL LIiSTESI

e Editore mektup

- Makalenin tdrt

- Baska bir dergiye génderilmemis oldugu bilgisi

- Sponsor veya ticari bir firma ile iliskisi (varsa be-
lirtiniz)

- Istatistik kontroltiniin yapildigi (arastirma maka-
leleri igin)

- Ingilizce yoniinden kontroltiniin yapildigi

- Yazarlara Bilgide detayli olarak anlatilan dergi
politikalarinin gézden gecirildigi

- Kaynaklarin NLM referans sistemine gore belir-
tildigi
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e Telif Hakki Devir Formu
® Yazar Formu
e Daha &nce basilmis materyal (yazi-resim-tablo)
kullanilmis ise izin belgesi
e insan 6gesi bulunan calismalarda “gerec ve yon-
tem” boliminde Helsinki Deklarasyonu prensip-
lerine uygunluk, kendi kurumlarindan alinan etik
kurul onayinin ve hastalardan “bilgilendirilmis olur
(nza)” alindiginin belirtilmesi
e Hayvan 6gesi kullanilmig ise “gere¢ ve yontem”
boliminde “Guide for the Care and Use of La-
boratory Animals” prensiplerine uygunlugunun
belirtilmesi
e Makale kapak sayfasi
Makalenin kategorisi
- Makalenin Tiirkce ve ingilizce bashg
- Makalenin Tiirkce ve ingilizce kisa baghg
- Yazarlarn ismi soyadi, unvanlari ve bagli olduk-
lari kurumlar (Universite ve fakilte bilgisinden
sonra sehir ve Ulke bilgisi de yer almalidir),
e-posta adresleri
- Sorumlu yazarin e-posta adresi, acik yazisma
adresi, is telefonu, GSM, faks nosu
- Tum yazarlarin ORCID’leri

* Makale ana metni dosyasinda olmasi gerekenler

- Makalenin Tiirkge ve ingilizce bashgs

- Ozetler 250 kelime Tiirkce ve 250 kelime ingiliz-
ce, (olgu sunumunda 200 kelime Tirkge ve 200
kelime ingilizce)

- Anahtar Kelimeler: 3 -6 Tiirkce ve 3-6 ingilizce

- Makale ana metin bélimleri

- Kaynaklar

- Tesekkur (varsa belirtiniz)

- Tablolar-Resimler, Sekiller (baslik, tanim ve alt
yazilariyla)

Editér: M. Lale Ocal

Adres: Istanbul Universitesi, istanbul Tip Fakdiltesi
Dekanhg, Turgut Ozal Cad. 34093 Capa, Fatih,
istanbul, Turkiye

Telefon: +90 212 414 21 61

E-mail: itfdergisi@istanbul.edu.tr

Yayinci: istanbul Universitesi Yayinevi

Adres: Istanbul Universitesi Merkez Kampusu,
34452 Beyazit, Fatih, istanbul, Turkiye

Tel.: +90 212 440 00 00

Faks: +90 212 217 22 92
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INTRUCTIONS TO AUTHORS

Journal of lIstanbul Faculty of Medicine (J Ist
Faculty Med) is an international, scientific, open
access periodical published in accordance with
independent, unbiased, and double-blinded peer-
review principles. The journal is the official publication
of istanbul Faculty of Medicine of istanbul University
and it is published quarterly on January, April, July
and October. The publication languages of the
journal are Turkish and English.

Journal of istanbul Faculty of Medicine (J Ist Facul-
ty Med) aims to contribute to the literature by pub-
lishing manuscripts at the highest scientific level on
all fields of medicine. The journal publishes original
experimental and clinical research articles, reports of
rare cases, reviews that contain sufficient amount of
source data conveying the experiences of experts in
a particular field, and letters to the editors as well
as brief reports on a recently established method or
technique or preliminary results of original studies
related to all disciplines of medicine from all coun-
tries.

EDITORIAL POLICIES AND PEER REVIEW PROCESS

The editorial and publication processes of the jour-
nal are shaped in accordance with the guidelines of
the International Council of Medical Journal Editors
(ICMJE), the World Association of Medical Editors
(WAME), the Council of Science Editors (CSE), the
Committee on Publication Ethics (COPE), the Euro-
pean Association of Science Editors (EASE), and Na-
tional Information Standards Organization (NISO).
The journal conforms to the Principles of Transpar-
ency and Best Practice in Scholarly Publishing (doaj.
org/bestpractice).

Originality, high scientific quality, and citation poten-
tial are the most important criteria for a manuscript
to be accepted for publication. Manuscripts submit-
ted for evaluation should not have been previously
presented or already published in an electronic or
printed medium. The journal should be informed of
manuscripts that have been submitted to another
journal for evaluation and rejected for publication.
The submission of previous reviewer reports will ex-
pedite the evaluation process. Manuscripts that have
been presented in a meeting should be submitted

with detailed information on the organization, includ-
ing the name, date, and location of the organization.

Manuscripts submitted to Journal of istanbul Faculty
of Medicine will go through a double-blind peer-re-
view process. Each submission will be reviewed by
at least two external, independent peer reviewers
who are experts in their fields in order to ensure an
unbiased evaluation process. The editorial board will
invite an external and independent editor to manage
the evaluation processes of manuscripts submitted
by editors or by the editorial board members of the
journal. The Editor in Chief is the final authority in the
decision-making process for all submissions.

An approval of research protocols by the Ethics Com-
mittee in accordance with international agreements
(World Medical Association Declaration of Helsinki
“Ethical Principles for Medical Research Involving
Human Subjects,” amended in October 2013, www.
wma.net) is required for experimental, clinical, and
drug studies and for some case reports. If required,
ethics committee reports or an equivalent official
document will be requested from the authors. For
manuscripts concerning experimental research on
humans, a statement should be included that shows
that written informed consent of patients and vol-
unteers was obtained following a detailed explana-
tion of the procedures that they may undergo. For
studies carried out on animals, the measures taken
to prevent pain and suffering of the animals should
be stated clearly. Information on patient consent, the
name of the ethics committee, and the ethics com-
mittee approval number should also be stated in the
Materials and Methods section of the manuscript. It
is the authors’ responsibility to carefully protect the
patients’ anonymity. For photographs that may re-
veal the identity of the patients, signed releases of
the patient or of their legal representative should be
enclosed.

All submissions are screened by a similarity detection
software (iThenticate by CrossCheck).

In the event of alleged or suspected research mis-
conduct, e.g., plagiarism, citation manipulation, and
data falsification/fabrication, the Editorial Board will
follow and act in accordance with COPE guidelines.
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Each individual listed as an author should fulfill the
authorship criteria recommended by the Internation-
al Committee of Medical Journal Editors

(ICMJE - www.icmje.org). The ICMJE recommends
that authorship be based on the following 4 criteria:

1 Substantial contributions to the conception or
design of the work; or the acquisition, analysis, or
interpretation of data for the work; AND

Drafting the work or revising it critically for import-
ant intellectual content; AND

Final approval of the version to be published;
AND

Agreement to be accountable for all aspects of
the work in ensuring that questions related to the
accuracy or integrity of any part of the work are
appropriately investigated and resolved.

In addition to being accountable for the parts of the
work he/she has done, an author should be able to
identify which co-authors are responsible for specific
other parts of the work. In addition, authors should
have confidence in the integrity of the contributions
of their co-authors.

All those designated as authors should meet all four
criteria for authorship, and all who meet the four cri-
teria should be identified as authors. Those who do
not meet all four criteria should be acknowledged in
the title page of the manuscript.

Journal of istanbul Faculty of Medicine requires cor-
responding authors to submit a signed and scanned
version of the authorship contribution form (avail-
able for download through http://jmed.istanbul.
edu.tr/en/content/manuscript-submission-guide/
manuscript-submission-guide) during the initial
submission process in order to act appropriately on
authorship rights and to prevent ghost or honorary
authorship. If the editorial board suspects a case of
"qgift authorship,” the submission will be rejected
without further review. As part of the submission of
the manuscript, the corresponding author should
also send a short statement declaring that he/she
accepts to undertake all the responsibility for author-
ship during the submission and review stages of the

manuscript.

Journal of istanbul Faculty of Medicine requires and
encourages the authors and the individuals involved
in the evaluation process of submitted manuscripts
to disclose any existing or potential conflicts of inter-
ests, including financial, consultant, and institutional,
that might lead to potential bias or a conflict of in-
terest. Any financial grants or other support received
for a submitted study from individuals or institutions
should be disclosed to the Editorial Board. To dis-
close a potential conflict of interest, the ICMJE Po-
tential Conflict of Interest Disclosure Form should be
filled in and submitted by all contributing authors.
Cases of a potential conflict of interest of the editors,
authors, or reviewers are resolved by the journal’s Ed-
itorial Board within the scope of COPE and ICMJE
guidelines.

The Editorial Board of the journal handles all ap-
peal and complaint cases within the scope of COPE
guidelines. In such cases, authors should get in di-
rect contact with the editorial office regarding their
appeals and complaints. When needed, an ombud-
sperson may be assigned to resolve cases that can-
not be resolved internally. The Editor in Chief is the
final authority in the decision-making process for all
appeals and complaints.

Journal of iIstanbul Faculty of Medicine requires
each submission to be accompanied by a Copyright
Transfer Form (available for download at http://
jmed.istanbul.edu.tr/en/content/manuscript-sub-
mission-guide/manuscript-submission-guide).
When using previously published content, including
figures, tables, or any other material in both print
and electronic formats, authors must obtain per-
mission from the copyright holder. Legal, financial
and criminal liabilities in this regard belong to the
author(s).

Statements or opinions expressed in the manuscripts
published in Journal of istanbul Faculty of Medicine
reflect the views of the author(s) and not the opinions
of the editors, the editorial board, or the publisher;
the editors, the editorial board, and the publisher
disclaim any responsibility or liability for such materi-
als. The final responsibility in regard to the published
content rests with the authors.



Istanbul Tip Fakiiltesi Dergisi

MANUSCRIPT PREPARATION

The manuscripts should be prepared in accordance
with ICMJE-Recommendations for the Conduct, Re-
porting, Editing, and Publication of Scholarly Work
in Medical Journals (updated in December 2015 -
http://www.icmje.org/icmje-recommendations.pdf).
Authors are required to prepare manuscripts in accor-
dance with the CONSORT guidelines for randomized
research studies, STROBE guidelines for observa-
tional original research studies, STARD guidelines for
studies on diagnostic accuracy, PRISMA guidelines for
systematic reviews and meta-analysis, ARRIVE guide-
lines for experimental animal studies, and TREND
guidelines for non-randomized public behavior.

Manuscripts can only be submitted through the
journal’s online manuscript submission and evalua-
tion system, available at http://jmed.istanbul.edu.
tr/en/content/manuscript-submission-guide/manu-
script-submission-guide Manuscripts submitted via
any other medium will not be evaluated.

Manuscripts submitted to the journal will first go
through a technical evaluation process where the
editorial office staff will ensure that the manuscript
has been prepared and submitted in accordance
with the journal’s guidelines. Submissions that do not
conform to the journal’s guidelines will be returned
to the submitting author with technical correction
requests.

Authors are required to submit the following:

e Copyright Transfer Form,

e Author Form and ICMJE Potential Conflict of In-
terest Disclosure Form (should be filled in by all
contributing authors) during the initial submission.
These forms are available for download at http://
jmed.istanbul.edu.tr/en/content/manuscript-sub-
mission-guide/manuscript-submission-guide

Title page: A separate title page should be sub-
mitted with all submissions and this page should in-
clude:

e The full title of the manuscript as well as a short
title (running head) of no more than 50 characters,

Name(s), affiliations, highest academic degree(s)

and ORCID ID(s) of the author(s),

e Grant information and detailed information on
the other sources of support,

e Name, address, telephone (including the mobile
phone number) and fax numbers, and email ad-
dress of the corresponding author,

e Acknowledgment of the individuals who contrib-

uted to the preparation of the manuscript but who

do not fulfil the authorship criteria.

Abstract: A Turkish and an English abstract should
be submitted with all submissions except for Letters
to the Editor. Submitting a Turkish abstract is not
compulsory for international authors. The abstract of
Original Articles should be structured with subhead-
ings (Objective, Materials and Methods, Results, and
Conclusion). Abstracts of Case Reports and Reviews
should be unstructured. Please check Table 1 below
for word count specifications.

Keywords: Each submission must be accompanied by
a minimum of three to a maximum of six keywords for
subject indexing at the end of the abstract. The key-
words should be listed in full without abbreviations.
The keywords should be selected from the National
Library of Medicine, Medical Subject Headings data-
base (http://www.nlm.nih.gov/mesh/MBrowser.html).

Manuscript Types

Original Articles: This is the most important type of
article since it provides new information based on
original research. The main text of original articles
should be structured with Introduction, Material and
Method, Results, Discussion, and Conclusion sub-
headings. Please check Table 1 for the limitations for
Original Articles.

Statistical analysis to support conclusions is usually
necessary. Statistical analyses must be conducted
in accordance with international statistical report-
ing standards (Altman DG, Gore SM, Gardner MJ,
Pocock SJ. Statistical guidelines for contributors to
medical journals. Br Med J 1983: 7; 1489-93). Infor-
mation on statistical analyses should be provided
with a separate subheading under the Materials and
Methods section and the statistical software that was
used during the process must be specified.
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Units should be prepared in accordance with the In-
ternational System of Units (SI).

Editorial Comments: Editorial comments aim to
provide a brief critical commentary by reviewers with
expertise or with high reputation in the topic of the
research article published in the journal. Authors are
selected and invited by the journal to provide such
comments. Abstract, Keywords, and Tables, Figures,
Images, and other media are not included.

Review Articles: Reviews prepared by authors who
have extensive knowledge on a particular field and
whose scientific background has been translated into
a high volume of publications with a high citation
potential are welcomed. These authors may even be
invited by the journal. Reviews should describe, dis-
cuss, and evaluate the current level of knowledge of
a topic in clinical practice and should guide future
studies. The main text should contain Introduction,
Clinical and Research Consequences, and Conclu-
sion sections. Please check Table 1 for the limitations
for Review Articles.

Case Reports: There is limited space for case re-
ports in the journal and reports on rare cases or con-
ditions that constitute challenges in diagnosis and
treatment, those offering new therapies or revealing
knowledge not included in the literature, and inter-
esting and educative case reports are accepted for
publication. The text should include Introduction,
Case Presentation, Discussion, and Conclusion sub-
headings. Please check Table 1 for the limitations for
Case Reports.

Letters to the Editor: This type of manuscript
discusses important parts, overlooked aspects, or
lacking parts of a previously published article. Ar-
ticles on subjects within the scope of the journal
that might attract the readers’ attention, partic-
ularly educative cases, may also be submitted in
the form of a “Letter to the Editor.” Readers can
also present their comments on the published
manuscripts in the form of a “Letter to the Editor.”
Abstract, Keywords, and Tables, Figures, Images,
and other media should not be included. The text
should be unstructured. The manuscript that is be-
ing commented on must be properly cited within
this manuscript.

Tables

Tables should be included in the main document,
presented after the reference list, and they should
be numbered consecutively in the order they are
referred to within the main text. A descriptive title
must be placed above the tables. Abbreviations
used in the tables should be defined below the ta-
bles by footnotes (even if they are defined within
the main text). Tables should be created using the
“insert table” command of the word processing
software and they should be arranged clearly to
provide easy reading. Data presented in the tables
should not be a repetition of the data presented
within the main text but should be supporting the
main text.

Figures and Figure Legends
Figures, graphics, and photographs should be sub-
mitted as separate files (in TIFF or JPEG format)

Table 1. Limitations for each manuscript type

Abstract Reference
Type of manuscript  Word limit word limit limit Table limit Figure limit
Original Article 3500 250 (Structured) 30 6 7 or tatal of 15 images
Review Article 5000 250 50 6 10 or total of 20 images
Case Report 1000 200 15 No tables 10 or total of 20 images
Technical Note 1500 No abstract 15 No tables 10 or total of 20 images
Letter to the Editor 500 No abstract 5 No tables No media

X
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through the submission system. The files should
not be embedded in a Word document or the main
document. When there are figure subunits, the sub-
units should not be merged to form a single im-
age. Each subunit should be submitted separately
through the submission system. Images should not
be labeled (a, b, ¢, etc.) to indicate figure subunits.
Thick and thin arrows, arrowheads, stars, asterisks,
and similar marks can be used on the images to
support figure legends. Like the rest of the submis-
sion, the figures too should be blind. Any informa-
tion within the images that may indicate an individ-
ual or institution should be blinded. The minimum
resolution of each submitted figure should be 300
DPI. To prevent delays in the evaluation process, all
submitted figures should be clear in resolution and
large in size (minimum dimensions: 100 x 100 mm).
Figure legends should be listed at the end of the
main document.

All acronyms and abbreviations used in the manu-
script should be defined at first use, both in the ab-
stract and in the main text. The abbreviation should
be provided in parentheses following the definition.

When a drug, product, hardware, or software pro-
gram is mentioned within the main text, product
information, including the name of the product, the
producer of the product, and city and the country of
the company (including the state if in USA), should
be provided in parentheses in the following format:
“Discovery St PET/CT scanner (General Electric, Mil-
waukee, WI, USA)”

All references, tables, and figures should be referred
to within the main text, and they should be num-
bered consecutively in the order they are referred to
within the main text.

Limitations, drawbacks, and the shortcomings of
original articles should be mentioned in the Discus-
sion section before the conclusion paragraph.

REVISIONS

When submitting a revised version of a paper, the
author must submit a detailed “Response to the re-
viewers” that states point by point how each issue

raised by the reviewers has been covered and where
it can be found (each reviewer's comment, followed
by the author’s reply and line numbers where the
changes have been made) as well as an annotated
copy of the main document. Revised manuscripts
must be submitted within 30 days from the date of
the decision letter. If the revised version of the manu-
script is not submitted within the allocated time, the
revision option may be canceled. If the submitting
author(s) believe that additional time is required,
they should request this extension before the initial
30-day period is over.

Accepted manuscripts are copy-edited for grammar,
punctuation, and format. Once the publication pro-
cess of a manuscript is completed, it is published on-
line on the journal's webpage as an ahead-of-print
publication before it is included in its scheduled is-
sue. A PDF proof of the accepted manuscript is sent
to the corresponding author and their publication
approval is requested within 2 days of their receipt
of the proof.

REFERENCES

While citing publications, preference should be giv-
en to the latest, most up-to-date publications. If an
ahead-of-print publication is cited, the DOl number
should be provided. Authors are responsible for the
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ABSTRACT

Objective: Renal transplantation provides better outcomes for
end stage renal disease patients in comparison to dialysis. Liv-
ing kidney donation provides better long-term patient and graft
survival compared to deceased-donor transplantations. In the
long term, complications such as mild proteinuria, an increase in
blood pressure, preeclampsia, end stage renal disease and mor-
tality are the main problems for donors. In this study, we aimed
to evaluate the causes of kidney donor rejections in our hospital.

Material and Method: The medical files of individuals present-
ed as donor candidates were retrospectively examined. Screen-
ing tests, cross match test, tissue typing, routine evaluation of
cardiologic system, respiratory system, psychiatric condition and
cancer screenings, if necessary, were performed as part of the
donor candidate work-up. Data was expressed as mean+SD.

Results: Two hundred and forty five individuals presented them-
selves as donor candidates in our hospital. Of these, 118 patients
could not be donors. Of these 118 individuals, 21 potential do-
nors were rejected donor despite completing all evaluations. The
main causes for rejection of 97 individuals were hypertension,
diabetes mellitus-obesity and asymmetry in glomerular filtration
rate/parenchymal abnormalities. In addition, we diagnosed can-
cer in 5 potential donors.

Conclusion: Potential kidney donor evaluation is of paramount
importance in order to minimize possible risks.

Keywords: Renal transplantation, living kidney donor candidate,
hypertension

OzZET

Amag: Bobrek nakli diyaliz tedavisine gore son dénem bodbrek
yetmezlikli hastalarda daha iyi sonuglar saglamaktadir. Canlidan
bobrek nakli ise kadavradan bdbrek nakline gore daha iyi hasta
ve greft sag kalimi saglar. Ote yandan, uzun dénem komplikas-
yonlar olarak hafif proteiniri, kan basincinda artis, preeklampsi,
son dénem bdébrek hastaligi ve 6lim hala vericiler icin énemli
sorunlardir. Bu calismada, hastanemizdeki bobrek verici redde-
dilme nedenlerini degerlendirmeyi amacladik.

Gereg¢ ve Yontem: Verici adaylarinin tibbi bilgileri retrospektif
olarak incelendi. Tarama testleri, cross match testi, doku tiplen-
dirilmesi, rutin kardiyolojik, solunum sistemi, psikiyatrik durum-
larinin degerlendirilmesi ve gerekliyse kanser taramasi yapildi.
Veriler ortalamazstandard sapma olarak gosterildi.

Bulgular: iki yiiz kirkbes birey verici adayi olarak bagvurdu. Bun-
lardan 118'i donor olamadi. Bunlarin 21 tanesi tim dederlendir-
meler yapildiktan sonra verici olmaktan vazgecti. Kalan 97 bireyin
en sik reddedilme nedenleri hipertansiyon, diyabetes mellitus-o-
bezite, glomerular filtrasyon oraninda asimetri-parankimal bo-
zukluklar idi. Ayrica , bes verici adayinda kanser tanisi koyduk.

Sonug: Potansiyel bobrek verici adaylarinin degerlendirilmesi,
ileride cikabilecek riskleri azaltmak icin hayati 6Gnem tagimaktadir.
Anahtar Kelimeler: Bébrek nakli, canli bobrek verici aday, hi-
pertansiyon
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INTRODUCTION

Renal transplantation provides better outcomes for end
stage renal disease (ESRD) patients in comparison to di-
alysis in the long-term (1). Therefore, it is the best treat-
ment option for selected patients. In the 2008 National
Kidney Foundation (NKF)-K/DOQI conference, the identi-
fication of potential living donors was recommended be-
cause of the shortage of cadaveric donors (2). Aside from
this, living kidney donation provides better long-term
patient and graft survival compared to deceased-donor
transplantations. As a result, living kidney donation is in-
creasing in many countries and Turkey is the most active
country for living kidney transplantation per million of
population (3-5). Additionally, short term per-operative
complications and long term complications such as mild
proteinuria, an increase in blood pressure, preeclampsia,
ESRD and mortality should always be kept in mind for
kidney donors (6-11). Consequently, donor evaluation is
vital in order to minimize possible risks.

In this study, we aimed to evaluate the causes of kidney
donor rejections in our hospital.

MATERIAL AND METHOD

The medical files of individuals presented as donor can-
didates between January 2012 and December 2018 were
retrospectively examined. The medical files were evaluated
and demographic, clinical and laboratory data were collect-
ed. Data from the medical records was collected by a phy-
sician who was not aware of the plans for those individuals.

Our study work-up for donor candidates:

1- Screening tests: Blood type, Body mass index (BMI),
Blood pressure measurement (office-home-ambula-
tory blood pressure monitoring), blood count, elec-
trolytes, blood glucose, urea, creatinine, liver func-
tion tests, lipid profile, urine dipstick, 24-hours urine
sampling, Cytomegalovirus, hepatitis serology B, C,
HIV, metabolic panel for those with a history of kidney
stones, abdomen ultrasonography, ECG, lung graphy,
PPD, Beta-HCG for females.

2- Cross match test, tissue typing and donor specific an-
tibody evaluation.

3- Routine evaluation of cardiologic system, respiratory
system, psychiatric condition.

4- Mammography evaluation for females over 40 years
old, gynaecological examination and smear for fe-
males over 21 years old.

5- Urologic cancer evaluation for males over 50 years
old (at an earlier age if there is family history).

6- Gastrointestinal evaluation including colonoscopy
and endoscopy if necessary.

7- Fundus examination if necessary.

8- DTPA scintigraphy, Renal MR angiography.

Contraindications for kidney donation in our centre were
mostly in line with Organ Procurement and Transplant
Network' (Table 1).

Table 1: Contraindications for kidney donation

1- Uncontrolled hypertension with at least two drugs
or history of hypertension with end-organ damage

2- Diabetes mellitus

3- Morbid obesity, most commonly defined as BMI
>35 kg/m?

4- Active viral infection

5- Active or incompletely treated cancer

6- Mentally incapable of making an informed decision

7- High suspicion of illegal financial exchange
between donor and recipient

8- Uncontrolled, diagnosable psychiatric conditions

9- ABO incompatibility

10- Proteinuria (>150mg/day proteinuria, >30mg/day
microalbuminuria) and/or hematuria

11- Impaired renal function

12- History of malignancy, especially lung, breast,
renal or urologic, gastrointestinal, or hematologic
cancers and melanoma

13- Asymmetry in GFR, parenchymal abnormalities,
vascular abnormalities, or urological abnormalities

Statistical Analysis

Data was expressed as mean=SD. All computations were
made using the SPSS for Windows v.17.0 software (SPSS
Inc., Chicago, IL, USA).

RESULTS

One hundred and eighty two kidney transplantations
were performed during this period. One hundred and
twenty seven of them were from live donors (69.7%). Two
hundred and forty five individuals presented themselves
as donor candidates in our hospital between January
2012 and December 2018. Of these, 118 individuals could

Table 2: Demographic, clinical and laboratory findings
of potential donors

Findings n:118

Age (year) 50.8+12.8
Gender (female/ male) 66 (55.9%) / 52 (44.1%)
Body Mass Index 27+4.67
Creatinine (mg/dL) 0.76+0.12
Proteinuria (mg/dl) 126.5+46.3
Microalbuminuria (mg/dl) 20.6+16.2
Potassium (mEg/L) 4.2+1.1
Sodium (mEg/L) 134.5+4.5
Glucose (mg/dL) 112.2+22.4
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not be a donor. The demographic and laboratory find-
ings of these 118 patients are shown in Table 2.

There was a male predominance among potential do-
nors (55.9%). The potential donors ranged in age from
26 years to 79 years. They had BMI between 18.7 kg/m?
and 39.7 kg/m?2.

Sixty three of the individuals (53.8%) had a genetic re-
lationship with the recipient. Most of them were either
parents (55.5%) or siblings (28.5%). The remainder were
either offspring or uncles. In terms of non-genetically
related potential donors, most of them were spouses
(72.2%), the rest of them were friends.

Of 118 individuals, 21 potential donors were rejected de-
spite completing all evaluations. Seven of them (33.3%)
were siblings, six of them (28.5%) were friends. Three of
them were spouses, four of them were parents, one of
them was an uncle.

The main causes for rejection out of the 97 potential do-
nors are shown in Table 3. Hypertension, diabetes melli-
tus, asymmetry in GFR/parenchymal abnormalities, cross
match positivity/DSA with MFI value higher than 5000,
obesity and nephrolithiasis were the most frequent caus-
es for rejection, respectively. In terms of hypertension, 10
patients had uncontrolled hypertension with at least two
drugs, three patients had hypertensive retinopathy, two
patients had microalbuminuria and two patients had left
ventricular hypertrophy.

Table 3: Main causes for rejection

n:97 (%)
Hypertension 17 (17.6%)
Diabetes Mellitus 14 (14.5%)

Asymmetry in GFR, parenchymal 11 (11.4%)

abnormalities

Cross match positivity/ Presence of DSA 11 (11.4%)
Obesity 10 (10.3%)
Nephrolithiasis 10 (10.3%)
Malignity 5(5.1%)
Persistent proteinuria and/or hematuria 5(5.1%)
Presence of hepatitis B 4(4.1%)
Persistent low glomerular filtration rate 3(3.1%)
Cardiologic problems 1(1%)
Psychiatric disorders 1(1%)
Ethical problems 5(5.1%)

We diagnosed cancer in 5 potential donors. Three of
them were thyroid papillary carcinoma, one of them was

renal cell carcinoma and one of them was cervical car-
cinoma. Interestingly, we detected a patient with Fabry
disease mutation while evaluating persistent hematuria.

DISCUSSION

This study showed that our multidisciplinary donor work-
up rejected 48.1% of the potential donors. This ratio
was similar to the ratio in the studies of Perlis et al. and
Larsen et al. (50.2%, 48%, respectively) (13,14). However,
Thuesen et al. found that rejection rate was only 22% in
their study (15). On the other hand, Saunders et al. re-
ported that 87% of potential donors failed to proceed
to organ donation (16). We believe that it is difficult to
compare rejection of donor candidates in various studies
because of the variability in the overall work up process.

In terms of causes of rejections, hypertension was the
most seen etiology (17.6%) in our study. Whereas,
Thuesen et al. from Denmark showed that hypertension
was only 5.9% of the rejections. However, it should be
noted that the prevalance of hypertension in Turkey is 1.5
fold compare to Denmark possibly due to geographical
dietary habits (17, 18).

Regarding other causes of rejection, the ratio of diabetes
mellitus-obesity was similar to the ratio in the study of
Thuesen et al.

We diagnosed cancer in 5 patients. Three of them were
thyroid papillary carcinoma. We performed a thyroid ulta-
sonography on these three donor candidates due to the
fact that these patients had a history of thyroid nodule.
However, most of the guidelines for potential donors do
not recommend a routine thyroid ultasonography. We
believe that thyroid ultrasonography which is a cheap
and easy method to detect nodules and malignity, may
be added to kidney donor work up.

We eliminated 10.4% of potential donors due to neph-
rolithiasis. One of the patients had hypocitraturia with a
history of nephrolithiasis. Such metabolic abnormalities
may indicate a risk of nephrolithiasis in the future. There-
fore, they should be a part of evalution in patients with a
history of nephrolithiasis.

In our study, 21 patients were rejected as donors despite
completing all evaluations. Most of them were either sib-
lings or friends. Potential donors can sometimes be pres-
surised into the process by the recipient. However, when
donation time comes closer, they may give up due to
pressure placed on them by their own families. In addition,
rumours about the risk of donation is another problem in
our country. Therefore, transplant nephrologists should be
involved in providing information about transplantation.

The most important limitation of our study is its retro-
spective nature. It may not be appropriate to infer cau-
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sality in retrospective studies. Despite its limitation, this
study is important due to the fact that it shows our expe-
rience while evaluating potential donors.

In conclusion, a donor becomes a patient in order to
improve the outcome and survival of another individ-
ual though he/she is not a patient prior to surgery.
Therefore, the potential donor evaluation is of para-
mount importance in order to minimize possible risks.
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ABSTRACT

Objective: Methicillin-sensitive Staphylococcus aureus (MSSA) is
frequent cause of bacteraemias and associated with substantial
mortality. We defined risk factors for mortality among patients
with either community-acquired (CA) or healthcare-associated
(HCA) MSSA bacteraemia with special emphasis on treatment
options including cefazolin and other antimicrobials (mainly am-
picillin-sulbactam).

Material and Method: All adult patients who were hospitalized
and whose blood cultures were positive for MSSA between 2009
and 2014 were included. Patients with CA and HCA MSSA bacte-
raemia were compared.

Results: 83% of the 127 patients with MSSA bacteraemia had
HCA. The mortality rate of patients was 20.5% and this did not
differ between patients with either CA or HCA MSSA bacterae-
mia. In the multivariate analysis, higher comorbidity index (HR
1.557), presence of metastatic foci (HR 2.883), and requirement
for ICU support (HR 16.239) were found as independent risk fac-
tors for mortality, and cefazolin use was found to be protective
against mortality (HR 0.178).

Conclusion: Patients with MSSA bacteraemia should be treated
with cefazolin instead of other antimicrobial options, especially
in countries where anti-staphylococcal penicillins are not avail-
able or in patients who cannot tolerate anti-staphylococcal pen-
icillins, as cefazolin was found to be protective against mortality.

Keywords: Methicillin-sensitive Staphylococcus aureus, health-
care associated bacteraemia, cefazolin

OZET

Amag: Metisiline duyarli Staphylococcus aureus (MSSA), dnem-
li bir bakteriyemi etkeni olup, hastalarda ciddi mortaliteye ne-
den olur. Bu ¢alismada, toplum kaynakli (TK) veya saglk bakimi
(SB)yla iligkili MSSA bakteriyemilerinde mortaliteye etki eden
risk faktérlerinin belirlenmesi amaclanmigtir. Ayrica MSSA bak-
teriyemilerinin tedavi seceneklerinden sefazolin ve 6zellikle am-
pisilin-sulbaktam olmak lzere diger antimikrobiklerin tedavideki
yeterlikleri kargilagtirlmistir.

Gereg ve Yéntem: 2009-2014 yillar arasinda hastanemizde ya-
tarak tedavi edilen ve MSSA bakteriyemisi tanisi konulan erigkin
hastalar ¢alismaya dahil edildi. TK veya SB iliskili MSSA bakteri-
yemisi olan hastalar karsilagtirldi.

Bulgular: Toplam 127 MSSA bakteriyemili hastanin %83'l SB ile
iliskiliydi. Mortalite orani %20,5 olup, TK ve SB MSSA bakteriye-
mili hastalar arasinda fark yoktu. Cok degiskenli analizde yUksek
komorbidite indeksi (HR 1,557), metastatik infeksiyon odagi varlig
(HR 2,883) ve yogun bakim destegine ihtiyacin olmasi (HR 16,239)
mortalite i¢in bagimsiz risk faktorleri, tedavide sefazolin kullanimi
ise mortaliteyi azaltan bir faktor olarak saptandi (HR 0,178).

Sonug: Diger antimikrobiyallerle karsilastinldiginda sefazolinle
tedavi edilen MSSA bakteriyemilerinde klinik sonuglar daha iyi
belirlendigi icin, 6zellikle antistafilokoksik penisilinlerin bulunma-
digi yerlerde veya bu ajanlari tolere edemeyen hastalarda diger
antimikrobiklerin yerine sefazolin tercih edilmelidir.

Anahtar Kelimeler: Metisiline duyarli Staphylococcus aureus,
saglik bakimi ile iligkili bakteriyemi, sefazolin
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INTRODUCTION

Methicillin-sensitive Staphylococcus aureus (MSSA) is one
of the most frequently isolated causative agents of both
healthcare-associated (HCA) and community-acquired (CA)
bacteraemia. Mortality related to S. aureus bacteraemia is
high, ranging from 20% to 30%, and varies as a function
of underlying comorbid conditions, presence or absence
of metastatic foci, and some features of the microorgan-
ism itself, such as a higher vancomycin minimum inhibitory
concentration (MIC) level (1-6). Some studies reported an
increased risk of mortality among patients with CA MSSA
bacteraemia, but there are also reports with conflicting re-
sults (7, 8). Although cefazolin is the first choice in most of
the current guidelines for the treatment of MSSA bacterae-
mia in the case of unavailability of anti-staphylococcal pen-
icillins (ASP) like being in our country, other beta-lactams
including ampicillin-sulbactam or other cephalosporins,
glycopeptides and daptomycin are also used frequently
(9). In this study, we analysed the risk factors for mortality
among patients with MSSA bacteraemia with special em-
phasis on CA or HCA infections, and treatment with ce-
fazolin and other antimicrobial treatment options.

MATERIALS AND METHODS

All adult (aged >18 years) patients who were hospitalized
in our hospital and whose 2 blood cultures were positive
for MSSA in the microbiology laboratory between January
2009 and December 2014 were included in the study. Pa-
tients with polymicrobial bacteraemia and those who died
without antimicrobial therapy were excluded from the study.

Patients with positive blood cultures for MSSA and clinical
and laboratory characteristics of them were retrospective-
ly obtained from the laboratory and hospital databases.
The following variables were recorded on previously pre-
pared forms: age, sex, hospital ward (surgical or internal),
requirement for intensive care unit (ICU) support, comor-
bid conditions (cancer, diabetes mellitus, cardiac valve
disease, chronic renal failure, haemodialysis, cirrhosis,
cerebrovascular accident), Charlson comorbidity index
(CCI) (10), presence of echocardiographic examination
and metastatic foci, laboratory values such as serum ala-
nine aminotransferase (ALT), aspartate aminotransferase
(AST), creatinine, C-reactive protein (CRP) levels and white
blood cell counts at the time of diagnosis of the infection,
type of the antibacterial used for the treatment, outcome
(mortality), and duration of hospitalization from the blood
culture positivity until discharge from hospital or death.

MSSA bacteraemia was defined as the isolation of MSSA
from at least two or more bottles of blood cultures with
associated symptoms and signs of systemic infection.

Cases of S. aureus bacteraemia were classified as HCA or
CA. CA bacteraemia was defined as a positive blood cul-
ture result obtained at the time of hospital admission or

within 48 hours of hospital admission. HCA bacteraemia
was defined either nosocomial, (as positive blood culture
result obtained from patients who had been hospitalized
for >48 hours), or non-nosocomial (as a positive blood
culture result obtained from a patient within 48 hours of
admission if the patient (a) had intravenous medical ther-
apy in the previous 30 days; (b) attended a hospital or
haemodialysis clinic or received intravenous chemothera-
py in the previous 30 days; (c) was hospitalised in an acute
care hospital for 2 days in the previous 90 days; or (d)
resided in a nursing home or long-term care facility) (11).

A BacT/ALERT 3D (bioMérieux, Marcy I'Etoile, France)
automatic blood culture system was used for blood cul-
tures. Classic methods (Gram-staining, catalase, coagu-
lase, DNAse and cefoxitine susceptibility tests) were used
for the identification of MSSA.

Statistical Analysis

Statistical analysis were performed using Statistical Pack-
age for the Social Sciences (SPSS) for Windows version
16.0 (SPSS Inc., Chicago, IL, USA). For analysis of risk fac-
tors for mortality and comparison of patients with CA and
HA MSSA bacteraemia, x? and Student’s t-test were used
for the univariate analysis of categorical and continuous
variables of patients’ characteristics, respectively. The
univariate effect of the type of antimicrobial treatment
on patient survival was investigated using log-rank test.
Kaplan-Meier survival estimates were calculated. Cox
regression analysis with backward selection was used to
determine independent predictors of mortality. Variables
found to be significant (p<0.05) in the univariate analysis
or reported to be risk factors for mortality in the literature
were included in the Cox regression analyses. Among cor-
related factors with similar effects on survival, only those
with clinical significance were included. The proportion-
al hazards assumption and model fit were assessed by
means of residual (Schoenfeld and Martingale) analysis.

The study was conducted in accordance with the Decla-
ration of Helsinki, and the protocol was approved by the
Ethic Review Board of Hospital.

RESULTS

A total of 147 adult patients with clinically significant
MSSA bacteraemia were identified between January 2009
and December 2014 from the database of the microbiol-
ogy laboratory. Twenty patients were excluded from the
study; 16 were excluded because they received outpa-
tient management, and 4 patients died without receiv-
ing antimicrobial treatment. A total of 127 patients were
included in the final analysis. Eighty-two (64.6%) patients
were men and the median age was 54.4+17.0 years. One
hundred five of the 127 (82.7%) patients had HCA MSSA,
and 22 (17.3%) had CA MSSA. The comparison of patients
with HCA MSSA and CA MSSA is shown in Table 1.
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Table 1. Comparison of patients with community acquired methicillin-sensitive Staphylococcus aureus bacteraemia
and health-care associated methicillin-sensitive Staphylococcus aureus bacteraemia.

Characteristics All patients Community- Healthcare- P
(n=127) acquired MSSA associated MSSA
bacteraemia bacteraemia
(n=22) (n=105)
Sex (male), n (%) 82 (64.6) 17 (77.3) 65 (61.9) 0.171
Age (mean+SD) 54.38+16.98 49.91£16.41 55.31+£17.03 0.116
Hospital service (medical), n (%) 87 (68.5) 21 (95.5) 66 (62.9) 0.002
Duration of hospital stay, (mean+SD) 20.10+£19.82 25.64+19.39 18.94+19.80 0.092
Need for ICU support, n (%) 33 (26.0) 6 (27.3) 27 (25.7) 0.880
Charlson comorbidity index (mean+SD) 4.52+2.41 3.04+1.61 4.83+2.44 0.001
Echocardiographic investigation, n (%) 57 (44.9) 15 (68.2) 42 (40.0) 0.016
Presence of metastatic foci, n (%) 24 (18.9) 13(59.1) 11 (10.5) <0.001
WBC, (mean=SD) 12459+8348 15459+7265 11831+8454 0.019
Serum CRP level (mean+SD) 209+138 208+108 209+144 0.731
Serum ALT level (mean+SD) 61+120 54+62 62+129 0.443
Serum AST level (mean+SD) 60+123 60+£104 60+127 0.426
Serum creatinine level (mean+SD) 1.95+2.01 1.22+0.79 2.10+2.14 0.475
Mortality, n (%) 26 (20.5) 5(22.7) 21 (20.0) 0.773
Comorbid conditions
Malignity, n (%) 44 (34.6) 4(18.2) 40 (38.1) 0.088
Diabetes mellitus, n (%) 27 (21.3) 4(18.2) 23(21.9) 1.000
Chronic renal failure, n (%) 33 (26.0) 14.5) 32 (30.5) 0.014
Heart valve disease, n (%) 27 (21.3) 9 (40.9) 8(17.1) 0.013
Cerebrovascular accident, n (%) 9(7.1) 0 9 (8.6) 0.357
Cirrhosis, n (%) 4(3.1) 0 4 (3.8) 1.000
Immunosuppressive treatment, n (%) 13(10.2) 1(4.5) 12 (11.4) 0.464
None, n (%) 18 (14.2) 5(22.7) 13(12.4) 0.206
Source of bacteraemia
Intravenous catheter, n (%) 55 (43.3) 0 55 (52.4) <0.001
Primary, n (%) 16 (12.6) 4(18.2) 12 (11.4) 0.477
Pneumonia, n (%) 15(11.8) 3(13.6) 12 (11.4) 0.724
Surgical site infection, n (%) 13(10.2) 0 13(12.4) 0.123
Skin and soft tissue infection, n (%) 11(8.7) 2(9.1) 9 (8.6) 1.000
Infective endocarditis, n (%) 11(8.7) 8 (36.4) 329 <0.001
Bone and joint infection, n (%) 6(4.7) 522.7) 1(0.9 0.001
Antimicrobial treatment
Ampicillin-sulbactam, n (%) 47 (37.0) 7 (31.8) 40 (38.1) 0.579
Cefazolin, n (%) 30 (23.6) 9 (40.9) 21 (20.0) 0.036
Other beta-lactams’, n (%) 24 (18.9) 29.1) 22 (21.0) 0.245
Vancomycin, n (%) 5(3.9) 29.1) 3(2.9) 0.207
Vancomycin plus beta-lactam, n (%) 18 (14.2) 29.1) 16 (15.1) 0.737
Daptomycin, n (%) 3(2.4) 0 3(2.9) 1.000

MSSA: methicillin-sensitive Staphylococcus aureus; ICU: intensive care unit; WBC: white blood cell, CRP: C-reactive protein; ALT: alanine
aminotransferase; AST: aspartate aminotransferase
'Other beta-lactams (number of patients): Piperacillin-tazobactam (16), ceftriaxone (4), imipenem (2), meropenem (2).
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Presence of intravenous catheters (52.4% vs 0%, p<0.001),
chronic renal failure (30.5% vs 4.5%, p=0.014) and higher CClI
(Charlson comorbidity index) (4.83 vs 3.04, p=0.001) were
more frequently seen in patients with HCA MSSA than pa-
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tients with CA-MSSA. Patients with CA-MSSA underwent
more frequent echocardiographic investigations (68% vs
40%, p=0.016), were more likely to have heart valve disease
(40.9% vs 17.1%, p=0.013), infective endocarditis (36% vs 3%,

Table 2. Comparison of methicillin-sensitive Staphylococcus aureus bacteraemia patients with and without mortality.

Characteristics

Age, year (mean+SD)

Sex (male), n (%)

Hospital service (medical), n (%)
Community acquired infection, n (%)

Duration of hospital stay, (mean+SD)

Need for ICU support, n (%)
Presence of metastatic foci, n (%)

Echocardiographic investigation, n (%)

WBC, (mean=SD)

Serum CRP level (mean=SD)
Serum ALT level (mean+SD)
Serum AST level (mean=SD)
Serum creatinine level (mean+SD)

Charlson comorbidity index (mean+SD)

Comorbid conditions

Malignity, n (%)

Diabetes mellitus, n (%)

Chronic renal failure, n (%)

Heart valve disease, n (%)
Cerebrovascular accident, n (%)
Cirrhosis, n (%)
Immunosuppressive treatment, n (%)
Hemodialysis, n (%)

None, n (%)

Source of bacteraemia
Intravenous catheter, n (%)
Primary, n (%)

Pneumonia, n (%)

Surgical site infection, n (%)

Skin and soft tissue infection, n (%)
Infective endocarditis, n (%)

Bone and joint infection, n (%)
Antimicrobial treatment
Ampicillin-sulbactam, n (%)
Cefazolin, n (%)

Other beta-lactams’, n (%)
Vancomycin, n (%)

Vancomycin plus beta-lactam, n (%)
Daptomycin, n (%)

Patients
without
mortality
(n=101)
53.55+16.76
62 (61.4)
70 (69.3)
17 (16.8)
23.04+20.28
12 (11.9)
17 (16.8)
49 (48.5)
12491+8394
197.9+127.8
43.7+58.0
38.0+50.50
1.94+2.12
2.98+1.75

38 (37.6)
28 (27.7)
15(13.5)
3(3.0)
15(14.8)
2 (2.0

Patients
with
mortality
(n=26)
57.58+17.80
20 (76.9)
17 (65.4)
5(19.2)
8.69+12.8
21 (80.8)
7 (26.9)
8(30.8)
12336+8332
253.7+171.1
132.1+£229.9
149+238.4
1.97+1.52
4.15+1.59

1(3.8)

(univariate (multivariate

analysis)

0.286
0.140
0.701
0.773
<0.001
<0.001
0.241
0.105
0.903
0.158
0.065
0.003
0.423
0.001

0.647
0.772
0.533
0.184
1.000
0.186
0.302
1.000
0.119

0.148
0.253
0.046
0.466
0.118
0.695
0.346

0.824
0.038
0.022
0.271

1.000
0.500

analysis)

<0.001
0.047

<0.001

0.037

HR %95 CI

16.239  6.021-43.799
2.883  1.013-8.210

1.557  1.234-1.964

0.178 0.035-0.904

ICU: intensive care unit; WBC: white blood cell, CRP: C-reactive protein; ALT: alanine aminotransferase; AST: aspartate aminotransferase
'Other beta-lactams (number of patients): Piperacillin-tazobactam (16), ceftriaxone (4), imipenem (2), meropenem (2).
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p<0.001), bone and joint infection (22.7% vs 0.9%, p=0.001),
metastatic focus (59% vs 10%, p<0.001) and had higher
WBC count (15.459 vs 11.831, p=0.019) than patients with
HCA-MSSA. The mean mortality rate of patients was 20.5%
and did not differ between patients with either CA or HCA
MSSA (p=0.77). The comparison of patients’ characteristics
with and without mortality is shown in Table 2.

Vancomycin alone was used for 5 patients because of
empiric choice and allergies against beta-lactam in 3 and
2 patients, respectively. Combined vancomycin and be-
ta-lactam treatment were given empirically to the patients
with either health-care (16 patients) or community ac-
quired (2 patients) sepsis. Daptomycin was given to 3 pa-
tients with health-care associated infections empirically.

Durations of treatment were not found to be different
among patients treated with different types of antimicro-
bials (p>0.005). Mean durations (+SD) of treatment were
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found to be 25+24 and 18+18 days for patients treat-
ed with cefazolin and other antimicrobials, respectively
(p=0.073); 19+18 and 20+20 days for patients treated
with ampicilllin-sulbactam and other antimicrobials, re-
spectively (p=0.935); and 22+19 and 19+19 days for pa-
tients treated with vancomycin + other beta-lactams and
other antimicrobials, respectively (p=0.483).

In the univariate analysis, the requirement for ICU sup-
port (p<0.001), higher CCl (p=0.001), AST level (p=0.003)
and treatment with antimicrobials other than cefazolin
(p=0.038) or other beta-lactams (including piperacil-
lin-tazobactam, ceftriaxone, imipenem, meropenem)
(p=0.022) were determined as risk factors for mortality
among patients with MSSA.

In the analysis of the univariate effect of types of antimicro-
bial treatment on survival, it was found that cefazolin was
associated with improved survival (log-rank test p=0.023).
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Figure 1: Effects of antimicrobial treatment on survival among patients with methicillin-
sensitive Staphylococcus aureus bacteraemia. A. Comparison of survival between patients
treated with ampicillin-sulbactam and all other antibiotics. B. Comparison of survival between
patients treated with vancomycin plus beta-lactam (including piperacillin-tazobactam,
imipenem, meropenem) and all other antibiotics. C. Comparison of survival between
patients treated with cefazolin and all other antibiotics. D. Comparison of survival between
patients treated with cefazolin and ampicillin-sulbactam.
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In the subgroup analysis of patients treated with either ce-
fazolin (n=30) or ampicillin-sulbactam (n=47), it was found
that the mortality rate of patients treated with cefazolin
(2/30, 6.6%) was lower than in patients treated with ampicil-
lin-sulbactam (9/47, 19%); however, it did not reach statisti-
cal significance (log-rank p=0.082) (Figure 1).

In the multivariate analysis, higher CCI (HR 1.557), pres-
ence of metastatic foci (HR 2.883), and requirement for
ICU support (HR 16.239) were found as independent risk
factors for mortality among patients with MSSA, and ce-
fazolin use was found to protect against mortality (HR
0.178).

DISCUSSION

In our study, MSSA bacteraemias mainly resulted from
HCA infections, 82.7% of the cases had either nosoco-
mial (acquired during hospitalization) or non-nosocomial
(acquired in other type of health-care centers like hae-
modialysis units, nursing home or long-term care facility,
etc). The reported rate of HCA infections among MSSA
bacteraemia cases is wide ranging, between 27 and 81%,
because the increasing numbers of individuals who are
treated in outpatient programs make CA and HCA in-
fections progres—sively overlapped (6, 12-14). Especially
after the definition of non-nosocomial HCA infections, it
was noticed that like MRSA bacteraemia, MSSA bacte-
raemia also originated mainly from healthcare-associat-
ed infections (15). It is especially important to be aware
of preventable risk factors that predispose patients to
MSSA bacteraemia because the mortality rate of MSSA
bacteraemia is still very high, 20% in our study, which is
in accordance with the other reports (16, 17) and health-
care associated infections can be prevented. In a study
from Australia, at least one preventable risk factor was
defined among 33% of MSSA blood stream infections,
and feedback about preventable factors was associat-
ed with a reduction in HCA S. aureus bacteraemia rates
(18). In our study, 43% and 10% of MSSA bacteraemias
resulted from IV catheter or surgical site infections, re-
spectively. As a result, nearly 50% of cases had at least
one preventable factor of this blood stream infection.
Fourteen percent of our patients had undergone hae-
modialysis and this finding once again highlights the
increased risk of this group of patients for MSSA bacte-
raemia (1). Patients with HCA MSSA had higher CCl and
more frequent catheter-related infections and surgical
unit hospitalization (p<0.05) than patients with CA MSSA,
and patients with CA MSSA were more frequently asso-
ciated with IE, bone and joint infections, metastatic foci,
and underwent more echocardiographic evaluations and
cefazolin treatment (p<0.05) than those with HCA MSSA.
The mortality rate of HCA and CA MSSA bacteraemia
did not differ significantly in our study (p=0.77). The in-
creased risk of mortality reported among patients with

HCA S. aureus bacteraemia could be attributed to the
inclusion of patients with MRSA, confusion of commu-
nity-onset HCA with community-onset CA infections, or
increased risk of comorbidities among HCA infections
(1, 7-9). After eliminating all of these confounding factors
through the inclusion of only MSSA bacteraemia, using
up-to-date definitions for HCA and CA bacteraemia, and
analysing independent risk factors, the mortality rate of
MSSA bacteraemia was found the same between HCA
and CA MSSA bacteraemia in our study. There are also
some reports of increased risk of mortality among CA
MSSA bacteraemia related to increased complications,
especially metastatic foci due to delayed diagnosis and
treatment of disease (19). The diagnosis of HCA MSSA
bacteraemia could be more rapid than the diagnosis of
CA MSSA, which probably contributed to the increased
risk of complication and death among patients with CA
MSSA reported in some studies (20, 21). In accordance
with some published studies (4), the higher CCl of pa-
tients with HCA MSSA and higher incidence of metastatic
foci among patients with CA MSSA probably contributed
to the lack of difference in mortality rates between pa-
tients with HCA or CA MSSA in our study.

The presence of metastatic foci was found to be an inde-
pendent risk factor for mortality in our study and confirms
results of other studies (20). It has been clearly described
that risk of metastatic foci is significantly increased with
prolonged duration of bacteraemia (19). Since the ten-
dency of S. aureus for metastatic infection is well known,
it is especially important to search with a clinical scoring
system, TEE or PET/CT, to find and treat properly met-
astatic foci in order to decrease the risk of mortality in
patients with MSSA bacteraemia (20, 22, 23). Comorbid
conditions defined as increased CCl and severity of infec-
tion documented as a need to ICU support were found to
increase mortality significantly in our study, which have al-
ready been demonstrated in several other studies (9, 22).

Cefazolin was found as an independent protective fac-
tor against mortality in our study. Although cefazolin has
been shown to be effective equally with anti-staphylo-
coccal penicillins (24-28) or have a mortality benefit (29)
for treatment of MSSA bacteremia, there have not been
studies comparing the effectivenes of cefazolin and other
beta-lactams for this indication in situations where ASPs
are not availible. In accordance with our study, in a ret-
rospective cohort study of 498 patients with MSSA bac-
teraemia, treatment with cefazolin was not significantly
different from treatment with cloxacillin, whereas treat-
ment with other beta-lactams, including beta-lactam/
beta-lactamase inhibitors, second- and third-generation
cephalosporins, were associated with higher mortality
(12). In a recent study of patients with MSSA bacterae-
mia and penicillin allergy, cefazolin was found superior
to vancomycin for the treatment of MSSA bacteraemia,
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with significant difference in mortality rates between pa-
tients treated with either cefazolin or vancomycin (19.6%
vs 5.9%) (30). It is common practice to use either cefazolin
or ampicillin-sulbactam for the treatment of infections
caused by MSSA in our country because ASPs are not
available. Therefore, we performed a subgroup analysis
of patients treated with either cefazolin or ampicillin-sul-
bactam and found that the mortality rate of patients
treated with cefazolin was lower than in patients treated
with ampicillin-sulbactam (6.6 % versus 19.1%), although
it did not reach statistical significance because of the
lower number of patients. Additonal studies are need-
ed to compare the effectiveness of cefazolin and specific
beta-lactam agents including ampicillin-sulbactam in the
treatment of MSSA bacteraemia.

Our study has some limitations. Although the first choice
of S. aureus bacteremia is anti-staphylococcal penicillins
(ASP) at the moment, we were unable to use them be-
cause of the unavailability of this agents in our country.
As well as vancomycin and daptomycin are not recom-
mended treatments for MSSA bacteremia, some of our
patients were given either vancomycin combined with
other beta-lactams or daptomycin because of severe
health-care associated sepsis. Some of the variables that
could have an effect on the mortality rate such as the du-
ration of blood culture positivity could not be obtained
because of retrospective design of the study. Also, meta-
static foci could not be investigated properly with TEE or
PET/CT in most patients.

Either HAC or CA, MSSA bacteraemia is associated with
a high mortality rate, reaching 20%. Like MRSA bacterae-
mia, the proportion of nosocomial and non-nosocomial
HCA infections is quite high, also in MSSA bacteraemia.
Consequently, preventive measures are of vital impor-
tance. Patients with MSSA bacteraemia should be treat-
ed with cefazolin instead of other options including other
beta-lactams, glycopeptides and daptomycin because of
the associated lower mortality rate with cefazolin, espe-
cially in countries where anti-staphylococcal penicillins
are not available or in patients who cannot tolerate an-
ti-staphylococcal penicillins.
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OZET

Amag: Klinigimizdeki operatif vajinal dogum (OVD) sikliginin, de-
katlar icerisindeki degisimini incelemektir.

Gereg ve Yontemler: Mevcut calisma retrospektif ve tanimlayici
bir aragtirmadir. Calismaya 1976, 1986, 1996, 2006 ve 2016 yillarin-
da gerceklesmis olan toplam 10458 dogum dahil edilmistir. Vaka-
lar dogumun gergeklestigi yillara gore bes gruba aynlmistir: grup
1 (1976, n=2668), grup 2 (1986, n=2393), grup 3 (1996, n=1751),
grup 4 (2006, n=1751) ve grup 5 (2016, n=1895). Calisma yillar ara-
sinda toplam operatif dogumlarin ylizdesi, forseps ile dogumlarin
ylzdesi, vakum ekstraksiyonlarinin yizdesi ve sezaryen ile dogum-
larin ylzdesi kargilagtinlmistir.

Bulgular: OVD sikligi 1976, 1986, 1996, 2006 ve 2016 yillarinda sira-
stile %16,4, %171, %5,1, %1,9 ve %0 olarak bulunmustur. OVD'lar
icerisinde forseps uygulamalarinin sikhigi calisma yillanina gore ise
sirastyla %99,3, %99,58, %99,83, %99,94 ve %0 olarak bulunmus-
tur. Calisma yillarindaki sezaryen oranlari ise sirasiyla %11,4, %19,2,
%44,7, %69,3 ve %77,9'dur. Calisma yillar arasinda toplam ope-
ratif dogumlarin yizdesi, forseps ile dogumlarin ylzdesi, vakum
ekstraksiyonlarinin yiizdesi ve sezaryen ile dogumlarin ylizdesi agi-
sindan istatistiksel olarak anlamli fark mevcuttur (p<0,001).

Sonug: Tum dinyada oldudu gibi klinigimizde dekatlar icerisinde
OVD uygulamalart dramatik olarak azalmis, sezaryen ile dogum
ise belirgin olarak artmisti. OVD uygulamalarinin desteklenmesi
ve bu alanda yeterli tecrlibeye sahip hekimlerin sayisinin arttiril-
masl artan sezaryen sikligini azaltmaya katkida bulunabilir.

Anahtar Kelimeler: Operatif vajinal dogum, sezaryen, vakum,
forseps

ABSTRACT

Objective: To evaluate the changing rates for operative vaginal
delivery (OVD) over the decades in our institution.

Material and Methods: This is a retrospective and descriptive
study. A total of 10458 births in 1976, 1986, 1996, 2006 and 2016
were included in the study. Cases were divided into five groups
according to years of delivery: group 1 (1976, n=2668), group 2
(1986, n=2393), group 3 (1996, n=1751), group 4 (2006, n=1751),
and group 5 (2016, n=1895). The percentage of total operative
deliveries, the percentage of births with forceps, the percentage
of vacuum extractions and the percentage of births by cesarean
were compared between the study years.

Results: The frequency of OVD was 16.4%, 17.1%, 5.1%, 1.9%
and 0% in 1976, 1986, 1996, 2006 and 2016, respectively. The
frequency of forceps applications in OVDs was 99.3%, 99.58%,
99.83%, 99.94% and 0%, respectively. The caesarean rates in the
study years were 11.4%, 19.2%, 44.7%, 69.3% and 77.9%, respec-
tively. There was a statistically significant difference in the per-
centage of total operative deliveries, percentage of births with
forceps, percentage of vacuum extractions, and percentage of
cesarean delivery (p<0.001).

Conclusion: As in the rest of the world, OVD applications within
the decades have decreased dramatically, and cesarean deliv-
ery has increased significantly. Supporting OVD practices and
increasing the number of physicians with sufficient experience
in this area may contribute to reducing the increased cesarean
section frequency.

Keywords: Operative vaginal delivery, cesarean section, vacu-
um extraction, forceps
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GiRiS

Maternal ve fetal endikasyonlar varliginda dogum eyle-
mini glvenli bir sekilde gerceklestirmek veya hizlandir-
mak icin forseps ve vakum gibi aletlerin yardimi ile fetu-
sun vajinal yoldan dogurtulmasina operatif vajinal dogum
denilmektedir (OVD) (1). Amerika Birlesik Devletleri (AB-
D)'nde 2015 yilindaki OVD sikhigi %3,1"dir. Bu dogumlarin
%0,56's1 forseps ile %2,58'i ise vakum ekstraktor ile ger-
ceklestirilmistir (2). Diger taraftan, OVD uygulanma sikligi
acisindan bolgeler arasinda énemli farkliliklar mevcuttur
(%1 ile %23 arasinda) (3). Bu degisken oranlar, operatif
doguma dair kanita dayali klavuzlarinin yetersizligini ve
dogum hekimlerinin giderek bu uygulamalara yabanci-
lagmaya basladigini isaret etmektedir (3). Dinyadaki OVD
sikh@i ise klinik uygulamadaki farkliliklar ve bu alanda uz-
manlasmis hekimlerin sayisina bagli olarak degisim gos-
termektedir (4, 5).

Annenin ileri derecede yorgun diismesi ve bebegi etkin
olarak itememesi, dogumun ikinci evresinin uzamasinin
anne agisindan sakincali olacagi medikal durumlar (kar-
diyak, pulmoner ve nérolojik hastaliklar gibi), dogumun
ikinci evresinde gliven vermeyen fetal kalp atim trasesinin
mevcudiyeti, fetal basin ilerleyisinin ve rotasyonunun dur-
masi, dogumun ikinci evresinin uzamasi operatif vajinal
dogum icin en sik karsilagilan endikasyonlardir (1). Diger
taraftan, ileri derecede prematurite, fetal demineralizas-
yon hastaliklar (osteogenesis imperfecta gibi), fetal ka-
nama diyatezleri (fetal hemofili ve neonatal alloimmun
trombositopeni gibi), angaje olmamis fetal basin varlig,
fetal pozisyonun ongorilememesi, alin ve yiz gelisleri,
sefalopelvik uygunsuzluk gibi durumlarda OVD uygula-
malan kontraendike olarak kabul edilmektedir (1).

Randomize kontrolli caligmalari iceren sistematik bir der-
lemede forseps uygulamalarinin yaklasik olarak %9'unun
ve vakum uygulamalarinin yaklasik olarak %14'Unln basa-
nsizlik ile sonuglandigr bulunmustur (6). Anal sfinkter yara-
lanmalari, genis laserasyonlar, driner ve fekal inkontinans,
neonatal intrakraniyal hemoraji, sefal hematom, nérolojik
yaralanmalar, retinal hemoraji ve hiperbilirubinemi gibi
komplikasyonlar OVD uygulamalarinda izlenebilmektedir
M. Ote yandan, bahsi gecen komplikasyonlarin bir kis-
minin sikhgr dogumun ikinci evresinden sezaryene alinan
vakalarda da artis gosterebilmektedir (1). Burada sadece
islemin kendisinin degil, operatif dogum endikasyonu
olusturan sebeplerin de bahsedilen komplikasyonlarin
gelismesinde roli oldugu unutulmamalidir (1).

Her ne kadar deneyimli ellerde hayat kurtarici ve sezaryen
ile doguma nazaran daha glvenli bir uygulama olsa da,
OVD medikolegal kaygilar ve egitim zincirinde meydana
gelen aksakliklar nedeniyle zaman icerisinde azalma gos-
termistir (3, 5). Ote yandan, sezaryen ile dogum oranlarin-
da tim diinyada ciddi bir artis meydana gelmistir (7, 8). Bu
durum énemli bir mali yikin yaninda, artmis maternal ve

neonatal morbidite/mortalite riskini de beraberinde getir-
mektedir (7, 8). Dolayisiyla, dogru endikasyonlarla tecribe-
li hekimler tarafindan uygulanan OVD uygulamalari, mater-
nal ve neonatal komplikasyonlari arttirmadan, sezaryen ile
dogum oranlarini azaltmada yardimci olabilir (9, 10).

Bu calismadaki amacimiz klinigimizdeki OVD sikhiginin,
dekatlar icerisindeki degisimini incelemektir.

GEREC VE YONTEM

Mevcut calisma retrospektif ve tanimlayici bir arastirma-
dir. Calismaya 1976, 1986, 1996, 2006 ve 2016 yillarinda
gerceklesmis olan toplam 10458 dogum dahil edilmistir.
Vakalar dogumun gerceklestigi yillara gore bes gruba
ayrilmistir: grup 1 (1976, n=2668), grup 2 (1986, n=2393),
grup 3 (1996, n=1751), grup 4 (2006, n=1751) ve grup 5
(2016, n=1895). Calisma yillan arasinda toplam operatif
dogumlarin ylzdesi, forseps ile dogumlarin ylzdesi, va-
kum ekstraksiyonlarinin yiizdesi ve sezaryen ile dogum-
larin yizdesi karsilagtinlmistir. Klinigimizde sadece ¢ikim-
da forseps uygulamasi kabul gérmektedir ve bu amacla
Tucker-Mclane forseps uygulanmaktadir. 1976 ve 1986
yillarindaki az sayidaki farkli tip forseps uygulamalar ¢a-
lismaya dahil edilmemistir.

Operatif dogum karar klinisyenlerin deneyimi, vakala-
rin klinik 6zellikleri ve vajinal muayene bulgularina gére
alinmustir (11). Calisma yillarn arasinda toplam operatif do-
Jumlarin yiizdesi, forseps ile dogumlarin ylzdesi, vakum
ekstraksiyonlarinin ylzdesi ve sezaryen ile dogumlarin
ylizdesi capraz tablolar kullanilarak belirlenmistir. Istatis-
tiksel analizler Statistical Package for the Social Sciences
(SPSS, versiyon 22,0, Windows icin, Armonk, NY: IBM
Corp.) yazihmi kullanilarak yapilmistir. Gruplar arsinda
bu sikliklar bakimindan fark bulunup bulunmadigi yerine
gore Ki-kare ya da Fisher testleri (Ki-kare testi varsayimla-
rinin saglanamadigi durumlarda) kullanilarak karsilastiril-
mistir. P degerinin 0.05'in altinda oldugu durumlar istatis-
tiksel olarak anlamli kabul edilmistir.

Calisma icin gerekli olan etik kurul onayi Hacettepe Uni-
versitesi Tip Fakdiltesi Hastanesi Girisimsel Olmayan Kli-
nik Arastirmalar Etik Komisyonu'ndan elde edilmistir.

BULGULAR

Toplam operatif dogumlarin yizdesi, forseps ile dogumla-
rin ylzdesi, vakum ekstraksiyonlarinin ylizdesi ve sezaryen
ile dogumlarnn ytzdesi Tablo 1 ve Sekil 1'de gorilmekte-
dir. Bin dokuz yiiz yetmis alti yilindaki toplam 2668 dogu-
mun 438'i (%16,4) operatif dogum olarak gerceklestirilmis-
tir. Ayni yildaki sezaryen dogum sayisi ise 304'tir (%11,4).
Bin dokuz ylz seksen alti yilindaki toplam 2393 dogumun
409'u (%17,1) operatif dogum olarak gerceklestirilmistir ve
bu yildaki sezaryen ile dogum sayisi 459 (%19,2)'dir. Bin
dokuz yiz doksan alti yilina gelindiginde 1751 toplam
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Tablo 1: Operatif dogum (forseps ve vakum) uygulamalari ile sezaryen oranlarinin calisma yillar icerisindeki

ylzdelerinin karsilastiriimasi.

1976 1986 1996 2006 2016 P degeri
(n=2668) (n=2393) (n=1751) (n=1751) (n=1895)
Toplam 438 409 89 33 0 <0,001
operatif (%16,4) (%17,1) (%5,1) (%1,9) 0%
dogum (n,%)
Forseps 412 399 86 32 0 <0,001
ile dogum (%99,03) (%99,58) (%99,83) (%99,94) 0%
(n, %)
Vakum 26 10 3 1 0 <0,001
ekstraksiyon  (%0,97) (%0,42) (9%0,17) (%0,06) 0%
(n, %)
Sezaryenile 304 459 783 1213 1477 <0,001
dogum (n,%) (%11,4) (%19,2) (%44,7) (%69,3) (%77,9)
2500 |
2000 |
- 4= toplam dogum
= = cperatif dogum
; 1500 | —i—forseps ile :Dilim
H i ykum ekstraksiyon
o g ArVEN ile dofum
1000 |

oL - —
1976 1986 1996

2006 2016

Sekil 1: Toplam dogum sayisi, operatif (foseps ve vakum) dogum sayisi ve sezaryen ile dogum
sayisinin yillar icerisindeki degisimini gosteren cizgisel grafik.

dogumun 89 tanesi (%5,1) operatif dogum olarak gercek-
lestirilmistir. Ayni yildaki dogumlarin 783 (%44,7)'U ise se-
zaryen ile gerceklestirilmistir. Iki bin alt yilindaki toplam
1751 dogumun 330 (%1,9) operatif dogum olarak gergek-
lestirilmistir. Mevcut yildaki sezaryen ile dogum sayisi ise
1213'tir (%69,3). Iki bin on alti yilinda toplam 1895 dogum
gergeklestiriimistir ve bu yilda uygulanan hicbir operatif
dogum uygulamasi bulunmamaktadir. Ayni yildaki sezar-
yen ile dogumlarin sayisi ise 1477'dir (%77,9).

Calisma yillan arasinda toplam operatif dogumlarin ylz-
desi, forseps ile dogumlarin yizdesi, vakum ekstraksiyon-
larinin ylzdesi ve sezaryen ile dogumlarin ylzdesi agisin-
dan istatistiksel olarak anlamli fark mevcuttur (p<0.001).

TARTISMA

OVD uygulamalarinin sikligi son yillarda kayda deger bir
azalma gostermis, buna karsin sezaryen ile dogumlarda
belirgin bir artis gézlenmistir (1, 10). ABD'de uygulanan
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OVD sikligi 1992-2013 yillari arasindaki deger olan %9'dan,
2015 yilinda %3,1'e gerilemistir (1, 2). Diger taraftan, sezar-
yen ile dogumlar ABD'de gerceklestirilen tim dogumlarin
yaklagik olarak Ugte birini olugturmakta ve yilda 1,2 mil-
yonun Uzerinde sezaryen operasyonu yapilmaktadir (12).
OVD annenin bebegi itme glcinin yetersiz kaldidi ve do-
Jumun ikinci evresinin kisa tutulmasi gereken durumlar-
da sezaryen ile dogum ihtiyacini ortadan kaldirabilir (10).
Buna karsin son yillarda degisen sosyoekonomik kosullar,
artan medikolegal olaylar, hekimlerin hastaya, hastanin
ve saglik sisteminin obstetrik komplikasyonlara karsi tole-
ransinin ileri derecede azalmasi gibi faktérler dogum he-
kimligi uygulamalarinda belirgin degisimler yasanmasina
yol agmistir (7, 8, 13). Oysa ki OVD, hala modern dogum
hekimliginin dnemli bir parcasi olarak kabul edilmekte ve
uygun sartlar altinda uygulandiginda sezaryen ile doguma
nazaran daha glvenli bir alternatif olarak énerilmektedir
(1). Sezaryen ile gerceklestirilen dogumlar artmig kanama,
komsu organ yaralanmalari, hastane kaynakli enfeksiyon-
lar, derin ven trombozu ve neonatal morbidite gibi erken
dénem sorunlarinin yani sira; uterus rlptdrd, plasenta
invazyon anomalileri ve sezaryen skar gebeligi gibi gec
komplikasyonlara yol agmaktadir (7, 10).

OVD sikhigindaki azalmanin en énemli sebeplerden biri
isleme bagl gelisebilecek komplikasyonlara karsi duyulan
korkudur (1, 14). Oysa ki, OVD ile iliskili komplikasyonlar
inceleyen arastirmalarin ¢cogu operatérin islemi uygula-
madaki yeterlilik durumu, dogum hekimliginde zamanla
pratik uygulama ve tanimlamalarin degdismesi, hasta grup-
lar arasindaki homojenitenin tam olarak saglanamamasi,
kullanilan istatistiksel yontemlerin tartigilabilir olmasi gibi
faktorlerden etkilenmistir (1, 14, 15). Ayrica, dogumun ikin-
ci evresinde gerceklestirilen sezaryen operasyonlarinin art-
mis maternal ve neonatal riskler tasidigi da unutulmama-
lidir. Dogumun ikinci evresinde gerceklestirilen sezaryen
dogumlarda mesane hasarlanmasi, badirsak zedelenmesi,
Ureter ligasyonu, transflzyon ihtiyaci ve postoperatif yogun
bakim gereksinimi gibi maternal komplikasyonlarda artis
oldugu gosterilmistir. Bunun yaninda, neonatal olimler,
duslik APGAR skoru ve yenidogan yogun bakim gereksini-
mi gibi neonatal komplikasyonlar da artmaktadir (16). OVD
uygulamalarinin azalmasindaki bir diger énemli etken de
bu uygulamalar yapabilecek donanima sahip hekimlerin
sayisinin giderek azalmasi ve asistan egitiminde OVD uy-
gulamalarina yer verilememesidir. Ozellikle iilke capinda,
OVD konusunda yetkin kigiler tarafindan gerceklestirilecek
egitim programlari ve hekimleri olasi komplikasyonlara
karsi koruyacak yasal dizenlemeler egitim zincirinin yeni-
den kurulmasina katki saglayacaktir (5).

Calismamamizdaki verileri irdeledigimiz zaman, 1976 ve
1986 yillarinda dinyadaki OVD uygulamalari ile értisen
oranlarin mevcut oldugu gorilmektedir (sirasi ile %16,4
ve %17,1). Bir dekat sonrasinda ise keskin bir disus iz-
lenmis, OVD orani %5,1'e gerilemistir. iki binli yillara ge-

lindiginde ise OVD sikhigi dramatik olarak azalmis, 2006
yilinda %1,9 olan oran 2016 yilinda sifirlanmistir. Diger ta-
raftan, 1976 yilinda %11,4 olan sezaryen ile dogum orani
her dekat da artig gdstermis ve 2016 yilinda %77,9'a dek
yukselmistir. Bu bulgular klinigimizde dogum hekimligi
uygulamalarinda yillar icerisinde meydana gelen drama-
tik degisimi gozler oniine sermektedir. Yillar ilerledikce
OVD gibi konvensiyonel uygulamalar yerini sezaryen ile
doguma birakmistir. Ozellikle yiksek sezaryen oraninin
frenlenmeye calisildigi bu glinlerde mevcut bulgular dik-
kat ¢ekicidir. Calismadaki bir diger kayda deger bulgu da
klinigimizde her dekatta forseps uygulamalarinin vakum
ekstraksiyona nazaran daha sik tercih edilmis olmasidir.
ABD ise her iki ydontemin kullanim sikhigi azalmakla birlikte
son yillarda vakum uygulamalarinin forsepse gére daha
sik tercih edildigi gorilmektedir (2).

Calismanin kuvvetli yonl bes dekatlik bir zaman diliminde
ayni klinikte uygulanan OVD uygulamalarindaki degisimi
gozler dniine sermesidir. Calismanin zayif yéni ise OVD
endikasyonlarini ve maternal/neonatal komplikasyonlari
icermiyor olmasidir. Ozellikle dogumun ikinci evresinde
uygulanan sezaryen operasyonlari ile OVD uygulamalari-
nin maternal ve neonatal komplikasyonlar acisindan kar-
silastirmasini yapacak bir calisma glnimuz klinisyenleri
acisindan daha dnemli sonuglari ortaya koyacaktir.

Sonu¢ olarak tim dinyada oldugu gibi klinigimizde
dekatlar icerisinde OVD uygulamalari dramatik olarak
azalmig, sezaryen ile dogum ise belirgin olarak artmis-
tir. OVD uygulamalarinin desteklenmesi ve bu alanda
yeterli tecribeye sahip hekimlerin sayisinin arttiriimasi
artan sezaryen sikligini azaltmaya katkida bulunabilir.

Etik Komite Onayi: Etik komite onayi bu calisma igin, yerel etik
komiteden alinmistir.

Bilgilendirilmis Onam: Retrospektif bir calisma oldugundan bil-
gilendirilmis onam alinmamistir.
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OzZET

Amag: Hepatit A enfeksiyonu epidemiyolojisi yagam kosullarina
gore farklilik gésteren bir sorundur. Bu nedenle hastaligin degi-
sen epidemiyolojisini dederlendirmek koruyucu hekimlik uygu-
lamalar agisindan énemlidir. Calismanin amaci anne ve bebek
ciftlerinde hepatit A antikoru seropozitifliginin belirlenmesi ve
bunu etkileyen faktérlerin degerlendirilmesidir.

Gere¢ ve Yontem: Calismada 209 anne-bebek ciftinin verileri
degerlendirilmistir. Kan drnekleri annelerden dogumdan 1 ay
sonra ve bebeklerinden ise 1. ve 6. aylarda alinmistir. Hepatit A
IgG antikor diizeyleri ELISA yéntemi ile belirlenmistir. Ailelerin
sosyo-ekonomik ve demografik dzelliklerine yénelik bilgiler yiz
ylze uygulanan bir anket yolu ile toplanmustir.

Bulgular: Annelerde 1. ayda hepatit A seropozitifligi %67, be-
beklerde 1. ayda %66,1, 6. ayda %68,9 olarak saptanmistir. Ebe-
veynlerin egitim suresinin, ailenin aylik gelirinin, gravida ve pa-
ritenin hepatit A seropozitiflik dizeyine istatistiksel agidan ileri
dizeyde anlamli etkisi oldugu saptanmistr. Egitim diizeyi, aylik
gelir arttikca seropozitiflik orani digsmekte; gravida ve parite ar-
tikca yukselmektedir.

Sonug: Sut cocuklarinda hepatit A seropozitiflik dizeyinin sos-
yo-ekonomik faktorlerden etkilendigi distnulmustir.

Anahtar Kelimeler: Hepatit A, maternal antikorlar, stit cocuklari

ABSTRACT

Objective: Epidemiology of hepatitis A infection differs accord-
ing to living conditions. Therefore, evaluating the changing ep-
idemiology of the disease is important for preventive medicine.
The aim of the study was to determine the seropositivity of hep-
atitis A antibody in mothers and their babies and to evaluate the
factors affecting it.

Materials and Methods: The data of 209 mother-infant pairs
were evaluated. Blood samples were collected from mothers
one month after birth and at 1 and é months of age from their
babies. Hepatitis A IgG antibody levels were determined by ELI-
SA method. The socio-economic and demographic characteris-
tics of the families were collected by a questionnaire.

Results: The seropositivity of the hepatitis A antibody was 67%
in mothers at one month after birth, 66.1% and 68.9% in their ba-
bies at 1 and 6 months of age respectively. Parental education,
family monthly income, gravity and parity were found to have a
statistically significant effect on hepatitis A seropositivity. As the
level of education and monthly income increased, hepatitis A se-
ropositivity decreased. On the other hand as parity and gravida
increased, seropositivity increased as well.

Conclusion: Hepatitis A seropositivity in infants is thought to be
affected by socio-economic factors.

Keywords: Hepatitis A, maternal antibodies, infants
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GiRiS

Yagamin ilk aylarinda enfeksiyonlara kargi korunma 6zellikle
anneden gecen antikorlar sayesinde olmaktadir (1). Bebe-
Je gecen antikor miktarini etkileyen en dnemli etkenler an-
nenin antikor durumu ve plasentanin islevidir (2). Bireylerin
hepatit A virlstine karsl seropozitiflikleri tlke kosullar ile
yakindan ilgilidir. Temiz suya ulasim, cevre kosullar ve sos-
yoekonomik durum iyilestikce hepatit A enfeksiyonu sikligi
azalmaktadir (3, 4). Turkiye de gelismekte olan Ulkelerden
biri olup, hijyen kosullarinin ve sosyoekonomik durumun
dlzelmesine bagli olarak hepatit A enfeksiyonu sikliginda
azalma gorilmektedir (5). Bu durum hastaligin daha ileri
yaslara kaymasina neden oldugu gibi ayni zamanda anne-
lerin hastaligi gecirmemesine bagli olarak yenidoganlan
hayatin ilk dénemlerinde savunmasiz birakmaktadir (6).
Maternal antikorlarin varlidi ise agiya bagli immun yaniti et-
kilediginden asilama programinin dizenlenmesi icin farkli
dénemlerde ve dinyanin cesitli yerlerinde yapilan seroepi-
demiyolojik calismalar dnem kazanmaktadir (7).

LiteratUr incelendiginde, TUrkiye'de, anne-bebek diftlerinin hepatit A
antikor diizeylerini erken siit cocuklugu déneminden itlaren inceleyen
calismaya rastlanmarmistic Bu prospekif, cok merkezi calismanin amaa
anne ve bebek difterinde hepatit A antikoruna bagl seropozitifliginin be-
lifenmesi ve bunu etkileyen faktdrlerin degerlendirilmesidir

YONTEM

Bu prospektif cok merkezli calisma Mayis 2013 ve Mayis
2014 tarihleri arasinda Istanbul'da (¢ hastane (istanbul
Tip Fakultesi, Marmara Tip Fakultesi ve Vehbi Kog¢ Vakfi
Amerikan Hastanesi) ve Ankara’da Dr. Sami Ulus Egitim ve
Arastirma Hastanesi'nde gergeklesti. Arastirmaya Sosyal
Pediatri Unitelerine ardi sira basvuran siit cocuklari alindh.
Annede ya da bebegdinde immin yetmezlik varligi, erken
dogum (<37 gestasyon haftasi) dykisU, calisma baslangi-
cindan itibaren izlem siresi boyunca anne ya da bebegin
immunoglobulin ya da kan Grind almasi ve calismaya ka-
tilmak istemeyen anne-bebek cifti varligi calismaya dahil
edilmeme kriteri olarak alindi. Annelere sosyoekonomik
ve saglik durumlari ile ilgili sorular yoneltildi ve kaydedildi.
Asilanma olduguna veya hastaligin gecirildigine dair yazil
kanit olmadigi taktirde annelerin sozel cevaplan dikkate
alindi. Yenidoganin saglik durumu ve emme diizeni ile ilgi-
li bilgiler her muayene esnasinda kayit altina alind.

Calisma protokolu istanbul Universitesi Etik Kurulu tara-
findan onaylandi. St cocugunun ebeveynlerinden en az
birinden calismanin baslangicinda yazili olarak aydinlatil-
mig onam alindi.

Arastirma Istanbul Universitesi Bilimsel Arastirma Proje-
leri Koordinasyon Birimi tarafindan desteklenmistir (Proje
No: 35513).

Serolojik Analizler

145

Kan érnekleri dogumdan 15-30 giin sonra annelerden ve-
néz yolla (5 ml), bebeklerinden ise (2 ml) 1 aylik ve 6 aylik
olduklarinda alinmistir. Ornekler toplandiktan sonra en
ge¢ 6 saat icinde ayristinlmig ve serumlar analiz edilene
kadar -20°C'de saklanmustir. Tim virolojik analizler istan-
bul Universitesi, istanbul Tip Fakiiltesi Mikrobiyoloji labo-
ratuvarinda yapilmistir. Hepatit A'ya ait IgG antikorlar ELI-
SA ile saptanmistir (HAV AB ELISA/96 test/Dia.Pro). Tum
testler Ureticinin talimatlarn dogrultusunda uygulanmustir.
Hepatit A icin drnek ve esik degerler kalibratoriin ortala-
ma adsorbans degerine gore hesaplanmistir. Hepatit A
icin test sonuclar >1,1 S/CO degeri Ustlinde olanlar pozi-
tif olarak degerlendirilmistir. Ureticinin bilgilendirmesine
gbre hepatit A'ya karsi hem sensitivite hem de spesifite
degerleri %99'dur.

istatistiksel Yontem

Calismada istatistiksel yontem olarak NCSS (Number
Cruncher Statistical System) 2007 &PASS (Power Analysis
and Sample Size) ve 2008 Statistical Software (Utah, USA)
tanimlayici ve karsilastirmali analizler icin kullanilmistir.
Normal dagilim gdstermeyen parametrelerin iki grup
karsilastirmalarinda Mann Whitney U testi kullaniimistir.
Fisher kesin ki-kare testi kullanilarak sayisal degiskenler
karsilastinlmistir. istatistiksel anlamlilik p<0,05 ve ileri dii-
zeyde anlamlilik p<0,01 olarak kabul edilmistir.

BULGULAR

Galisma Grubunun Sosyodemografik Ozellikleri

Arastirmada baslangicta 209 anne-bebek ciftinin kan or-
nekleri incelendi. Ancak 6. ayda 164 bebekten kan 6rnegi
alinabildi. Annelerden 1. ayda bakilan hepatit A seropozi-
tifligi %67 olarak saptandi. Birinci ayda 209 bebegin he-
patit A seroporzitifligi %66,1 saptanirken 6. ayda 164 be-
begin seropozitifligi %68,9 olarak 6lcildi. Hem anne hem
bebekte 1.ayda seropozitiflik orani %63,2'dir. Annede an-
tikor pozitif olup 1.ayda bebekte de negatif olanlarin orani
%3,8; bebekte hepatit A antikoru pozitif annede negatif
olanlarin orani %2,9 bulundu. Hem annede hem bebekte
birlikte 1.ayda seronegatiflik orani %30,1 idi. Altinci ayda
hem anne hem cocuk seropozitif olanlarin orani %61,6 ola-
rak saptanmis olup; anne pozitif, bebek negatif olanlarin
orani %5,5, anne negatif bebek pozitif olanlar ise %7,3'tur.

Annelerin %2,4'G (n=5) hepatit A asisi yaptirdiklarini be-
lirtmislerdi ve hastaligi gecirme Oykusu bildirenlerin orani
ise %4,3 (n=9) idi. Annelerin %61,7'si hastaliklari; %56'si
ise asilan konusunda bilgi sahibi degildi. Hi¢birinde yazil
asilanma belgesi bulunmuyordu.

Tablo 1'de arastirma grubunun sosyodemografik ozellik-
lerinin 6. aydaki hepatit A seroporzitifligine gore karsilas-
tinlmasi yer almaktadir. Annenin egitim slresi, babanin
egitim suresi, ailenin aylik geliri, gravida ve paritenin be-
beklerin 6. aydaki hepatit A seropozitiflik dizeyine ista-
tistiksel agidan anlamli etkisi oldugu (p<0,01) saptand.
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Tablo 1. Bebeklerde 6. ayda hepatit A seroporzitifligini etkileyen faktorler (n=164)

Bebeklerin 6. ay Hepatit A serolojisi P
Negatif Pozitif
Anne yasi (yil) 30,3+6,1 29,759 0,497
Anne egitim siiresi (yil) 12,0+£3,8 9,4+5,0 0,001
Baba egitim siiresi (yi) 12,8+3,5 10,6+4,3 0,002
Aylik gelir (medyan) 4811,8+3606,0 (5000) 3203,7+3023,7 (2000) 0,001
Gravida 1,8+1,2 2,3+1,3 0,003
Parite 1,4+0,6 1,8+0,9 0,005
Gestasyon haftasi (hafta) 38,6+1,1 38,7+1,0 0,461
Dogum Tartisi (gr) 3281,2+416,4 3363,3+334,9 0,267
Sadece anne siitii (ay) 4,5+21 4,8+2,0 0,242
Toplam anne siitii (ay) (medyan) 6,3+4,5 5,77+0,9 0,934

Anne ve baba egitim dizeyi azaldik¢a bebekte hepatit
A seropozitiflik orani artmakta idi. Arastirmamizda anne
ve babalar icin ortanca egitim stresi 11 yil idi. Aylik gelir
arttikca seropozitifligin azaldigi gravida ve parite arttik-
ca seropozitifligin de arttigr gorildu. Altinc ayda anne
yasl, gestasyon haftasi, bebegin cinsiyeti, dogum sekli,
dogum tartisinin bebegin hepatit A antikor duizeyleri tize-
rine etkisi saptanmad.

TARTISMA

Dinyada ilk defa 1998 yilinda 15-18. aylarda olmak Uzere
Puglia’da hepatit A asisi rutin olarak uygulanmaya bas-
lanmis olup (8); Turkiye'de 2012 yilindan itibaren 18. ve
24. aylarda olmak tzere genisletilmis bagisiklama progra-
minda uygulanmaya baslanmistir (9).

Arastirmamizda yeni dogum yapmis annelerde ve ilk 6
ayda bebeklerinde hepatit A seropozitifligi oldukga yik-
sektir. Calismamizda annenin seronegatif olup bebegin
seropozitif olma durumu %2,9 olarak belirtilmistir. Bu du-
rum annedeki antikor yogunlugunun cok distk dizeyde
olmasindan kaynaklanabilir (10).

Linder ve arkadaslarninin israil’de yaptiklan calismada do-
gumda term bebeklerde %48,3 oraninda seropozitiflik
bulunurken 7. ayda bu degerin %13'e dustigd gorilmis-
tur (11). Begde ve arkadaslarinin Turkiye'de yaptiklarn ¢a-
lismada ise 6. ayda hepatit A seropozitifligi %71 olarak
bulunmustur ancak bu calismada 6. aydan 6nce deger-
lendirme yapilmamustir (7). Calismamizda ise term bebek-
lerde 1. ayda seropozitiflik %66,1 iken, 6 ayda %68,9 ola-
rak bulunmustur. 6. ayda elde edilen seroporzitiflik Begde
ve arkadaslarinin calismasi ile benzer olup; Linder'in ¢alig-
masi ile farklilik géstermektedir. Bu sonug hepatit A en-
feksiyonunun endemik &zelligi ile agiklanabilir.

Fix ve arkadaglarinin Sili'de 784 cocuk ile yaptiklar ¢alis-
mada anne ve baba egitim diizeyinin distk olmasi ile he-
patit A seropoziifliginin artmakta oldugunu bulmuslardir
(12). Piringcioglu ve arkadaslarinin 2011 yilinda 7-14 yas
arasi cocuklar ile Turkiye'nin gliney bdlgesinde yaptiklari
calismada anne ve baba egitim durumu ile hepatit A se-
ropozitifligi arasinda anlamli fark bulmakla birlikte Begde
ve ark'nin Turkiye'nin baska bdélgesinde yaptiklar ¢alis-
mada egitim dizeyi ile bebeklerin hepatit A seropozitif-
ligi arasinda fark bulunmamistir (7, 13). Calismamizda ise
dustk egitim duzeyi ile seropozitifligin arttigr belirlenmis-
tir. Bu durum egitim diizeyinin artmasi ile daha iyi yagsam
kosullarinin saglanmast ile baglantili olabilir. Ancak bir dl-
kenin degisik bolgelerinde farkli sonug olmasi endemisite
ve bdlgenin sanitasyonu ve asilanma durumu ile de ilgili
olabilir.

Calismamizda aylik geliri daha fazla olan ailelerin bebek-
lerinde seropozitifligin daha az oldugu gordldu. Aylik ge-
lirin e@itim duzeyi ile de iliskili oldugu distnildiginde
artmis aylik gelirin daha iyi yagsam kosullar saglanmasi ile
ilgili olacagi disunulebilir. Piringcioglu ve arkadaslarinin
calismasinda da igsiz olan ebeveynlerin cocuklarinda se-
ropozitifligin daha fazla oldugu bulunmustur (13). Diger
yandan Begde ve arkadaglarn antikor dizeyi ve anne-
baba is durumu arasinda anlamli sonu¢ bulmamiglardir
(7). Bu durum bdlgesel sanitasyon ve temiz su ve gidaya
erisim imkant ile ilgili olabilir.

Gravida ve parite sayisi ile de bebeklerin 6. ayda sero-
posizitiflikleri arasinda anlamli fark bulunmustur. Kalabalik
aile yapusi ile seropozitifligin arttigini gosteren calismalar
mevcuttur. Ailede kisi sayisinin fazla olmasi sonucu ev igi
temasin artacagi bilinmektedir. Fazla sayida hamilelik ve
dodum da ailenin ¢ok sayida ¢cocuk sahibi olmasi ile iligki-
lendirilirse ev ici temasin artmasi bir faktor olarak deger-
lendirilebilir (13-15).
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Bebeklerin 6. ayda seropozitif ve seronegatif olmasi ile
sadece anne sltl veya toplam anne sitld alma siresi
arasinda anlamli fark bulunmamistir. Bu sonug bebekler-
de bu yas grubunda IgG dizeylerinde plasental gecisin
daha etkin oldugdu ile aciklanabilir. Anne sitlinde ise en
cok bulunan immunglobilin IgA'dir. Literatirde anne
sUtl ile beslenme ve bebeklerde hepatit A antikor diizey-
leri arasinda iligkiyi gésteren calismaya rastlaniimamistir.

Gestasyon haftasi ile 6. ayda bebeklerin hepatit A serolo-
jisi arasinda fark gérilmemistir. Caligmamiza 37 haftanin
altinda bebeklerin dahil edilmemesi ve tim bebeklerin
term olmasi nedeniyle belirgin fark bulunmamis olabilir.
Plasental antikor gecisinin gebeligin son trimesterinde
daha fazla oldugu bilinmektedir (16,17).

Sonug olarak calismamizda stt ¢ocuklarinda hepatit A
seropozitiflik dizeyinin sosyoekonomik faktorlerden etki-
lenecegi dustinilmistir. ilk 1 yilda bebegi enfeksiyonlar-
dan korumada maternal kaynakli antikor varligr dnemlidir.
Bu nedenle gebelerin asili olmasi kritik rol oynamaktadir.
Arastirmamizin sonuclarinin annelerin ve bebeklerinin an-
tikor diizeyleri konusunda yapilacak ¢alismalara igik tuta-
cagini duslinmekteyiz.

Tesekkiir: Arastirmada yer alan ailelere ve serolojik ¢alismala-
rimizda bize destek olan sayin Gilcan Assaf'a tesekkirlerimizi
sunariz.
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OZET

Amag: Oliim istatistikleri, Glkenin saglik diizeyinin saptanmasi,
saglik hizmetlerinin planlanmasi, degerlendiriimesi ve yeniden
dizenlenmesinde en 6nemli gdstergelerden biridir. Bu arastir-
ma; Tirkiye genelinde 8 yil icerisinde gerceklesen Slimlerin epi-
demiyolojik ydnden incelenmesi amaci ile yapilan tanimlayici bir
aragtirmadir.

Gereg ve Yontem: Veriler, Turkiye istatistik Kurumu (TUIK) elekt-
ronik kayitlarindan elde edilmistir. Elde edilen verilerden katego-
rik dlgtimler sayi ve ylzde olarak dzetlenmistir.

Bulgular: Tim yillarda 6lim nedenlerinde birinci sirada dolagim
sistemi hastaliklari, ikinci sirada iyi ve kotd huylu timérler Gglinel
sirada ise solunum sistemi hastaliklari vardir. Dolagim sistemi hasta-
liklar, iyi huylu ve k&td huylu timérler ve solunum sistemi hastalik-
laninin sikhiginin 35-44 yas grubunda arttigi ve her on yas arttiginda
sikhigin daha da yukseldigi gorilmektedir. Yasamin ilk yilinda mey-
dana gelen élimlerin yaklasik %65'i neonatal déonemde meydana
gelmistir. Ulkemizde genel olarak yillara bakildiginda élimlerin kis
mevsiminde daha sik oldugu gériilmektedir. Oliimler cinsiyet ve ya-
sal medeni duruma gére incelendiginde, élen kadinlanin yansindan
fazlasi dul iken, 6len erkeklerin ise yaklagik %17'si duldur.

Sonug: Oliim Bildirim Sisteminin (OBS) iilkemizde kullaniimaya
baslamasi ile 6lim verilerinde yeterli ve dogru bilgilere ulasilma-
ya baslanmistir.

Oliim istatistiklerinin dogru ve giivenilir olmasi icin, &lim form-
larinin tek kaynaktan derlenmesi, saglik kuruluslarindaki tim
personelin yeterli egitim almasi ve hastalik siniflamalarinin dogru
yapilmasi gerekmektedir.

Anahtar Kelimeler: Olim kayitlari, liim nedenleri, dliim bildi-
rim sistemi

ABSTRACT

Objective: Death statistics are one of the most important indica-
tors used in determining levels of health and planning, evaluat-
ing and reorganizing a country’s health services. This research is a
descriptive study that epidemiologically examines deaths across
a period of 8 years in Turkey.

Material and Method: The data was obtained from the electron-
ic records of the Turkish Statistical Institute. Categorical mea-
surements from the data obtained are summarized as numbers
and percentages.

Results: Circulatory system diseases are the leading cause of
death in each years, followed by benign and malignant tumors,
and then respiratory system diseases. It is observed that circu-
latory system diseases, benign and malignant tumors and re-
spiratory system diseases are increasing in the 35-44 years age
group and it is also observed that the frequency increases every
decades. Approximately 65% of the deaths in the first year of
life occurred in the neonatal period. When the times of year are
examined, it is seen that deaths are more frequent in the win-
ter season. When the deaths are examined by gender and legal
marital status, more than half of the dead females were widows,
while about 17% of the dead males were widows.

Conclusion: With the death notification system starting to be
used in our country, adequate and accurate information has
started to be accessible in death data.

In order for death statistics to be accurate and reliable, it is neces-
sary to compile death forms from one source, to have adequate
training in all health personnel and to classify diseases correctly.

Keywords: Death records, causes of death, death notification
system
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GiRiS

Oliim istatistikleri, Glkenin saglik diizeyinin saptanmasi,
saglik hizmetlerinin planlanmasi, degerlendirilmesi ve
yeniden dizenlenmesinde en 6nemli gostergelerden

biridir (1).

Oliim istatistikleri; dlimlerin zaman icerisindeki degisim-
lerini degerlendirmek, bdlgesel farkliliklarini saptamak,
bu farkliliklarin nedenlerini aragtirmak ve halk sagliginin
en 6nemli konularindan olan anne-bebek olimlerini, bu-
lagict hastaliklari, saglik risklerini, kaza ve intihar sebep-
lerini ve en sik 6lime neden olan hastaliklan belirlemek
amaciyla toplanmaktadir (1,2). Olim nedenlerinin bilin-
mesi hem koruyucu hem tedavi edici hizmetlerin devam-
lihgr icin dnem arz eder (3). Bu nedenle dlim verilerinin
tam, dogru ve kapsamli olmasi cok dnemlidir.

Oliim raporu, dlen kisilerin sosyodemografik zellikleri ve
slim nedenleri hakkinda &nemli bilgiler saglar. Olen kisi-
nin sosyodemografik dzelliklerini 6grenmek kolay oldugu
halde, gercek 6lim nedenini belirlemek bazen zor olmak-
tadir. Olim raporunu dolduran saglik personeli 6lim ne-
denini cogu zaman kisiyi tanimadigi icin ailesinden aldig
bilgiye dayanarak yazmaktadir. Ayrica tecriibe ve bilgi
eksikligi nedeniyle 6lim nedeni olarak kisinin 6lim zama-
nindaki son hastalik veya durumu yazilmakta, 6lim olayi-
ni baglatan temel 6lim nedeni atlanmaktadir (4). Sadece
Ulkemizde degil diger Ulkelerde de olim raporlarindaki
olim nedenlerinin gercegi yansitmadigi gorilmektedir.
Bu sebeple 6lim belgelerinin standart, 6zgiin ve evren-
sel olmasi gerekmektedir.

Ulkemizde Umumi Hifzissihha Kanununun (UHK) 214.
Maddesine gére defin ruhsati olmadan gdmme isleminin
yapilmasi yasaktir. Olimle ilgili islemler "Mezarlik Yerle-
rinin insaasi ile Cenaze Nakil ve Defin islemleri Hakkinda
Yonetmelik” kapsaminda ilgili kurumlarca yiritilmekte-
dir. 01.01.2013 tarihinden itibaren dlim bildirimleri www.
obs.gov.tr adresi iizerinden yapilmaktadir. Olim hastane
veya saglik kurulusunda gergeklesmisse ilgili kurumda
gorevli hekim tarafindan “Olim Belgesi” verilmektedir.
Eger 6lum saglk kurumu disinda gerceklesmisse varsa
belediye hekimi tarafindan yoksa mesai icinde oncelik
toplum saghgr merkezi hekimi veya aile hekimi tarafin-
dan; mesai saati diginda ise Halk Saglig Mddurlikleri'nce
olusturulan il veya ilcedeki toplum sagligr merkezi ve tim
aile hekimlerinin dahil oldugu ndbet listesindeki hekim
tarafindan verilmektedir. OBS'ye kaydedilen her &lim
belgesi teknik dogrulugu agisindan Halk Saghgr Maduir-
[Ggu'nde gorevli personel ve hekimler tarafindan kontrol
edilmektedir (2). Usullne uygun doldurulmus belgeler
Oliim Bildirim Sistemi (OBS) tizerinden TUIK e iletilir. Halk
saghg mudurligine génderilen imzal 6lim belgeleri de
diizenli araliklarla Merkezi Niifus idaresi Sistemine (MER-
NiS) gonderilir (5).

1948 yilinda Diinya Saglk Orgitii (DSO) tarafindan has-
taliklarin ve 6lim nedenlerinin é.nci diizenlemesi yapilir-
ken, 6lim raporlarinda 6lime neden olan basamaklarin
belirtiimesi ve 6limu ilk baslatan hastalik veya durumun
gosterilmesi kararlastirimistir. Kisinin  élimine neden
olan bu olaylar zincirini baslatan ilk hastalik veya durumu
temel 8lim nedeni olarak tanimlamuglardir (6).

Ulkemizde oliim kayitlari, 1931 yilindan itibaren derlen-
meye baslanmis ve 1949 yili sonuna kadar nifusu en faz-
la olan 25 il merkezi, 1950-1956 yillari arasinda bitin il
merkezleri, 1957 yilindan itibaren de tim il ve ilce mer-
kezlerini kapsayacak sekilde yayimlanmaya baglanmistir.
Oliim olaylari ile ilgili istatistiki bilgilerin Glke diizeyinde
yayginlastinimasi amaci ile 1982 yilindan itibaren bucak
ve koylerde meydana gelen 6lim olaylarinin derlenmesi
amaclanmis ancak, verilerin ¢ok eksik olmasi nedeniyle
yayimlanamamistir (7).

2000-2009 yillari arasinda Gimushane ilinde yapilan bir
caligmada olumlerin ancak %12,4'Gnin 6lim formu dol-
durularak il Saglik Midirligiine génderildigi bulunmustur
(1). 2006 yilinda Bursa'da yapilan calismada &lim neden-
leri, ICD 10'un Kisa Genel Oliim Listesi'yle %66,1 uyum-
lu, %33,9 uyumlu olmadigi bulunmus olup bu calismada
olim nedeni olarak yazilmamasi gereken nedenlerin yer
aldigi raporlarin yiizdesi ise %33,5 olarak bulunmustur (4).

Bu arastirma TUIK'den elde edilen 2009-2016 yillan ara-
sinda gergeklesen 8lim nedenlerinin incelenerek énce-
liklerin, yas ve cinsiyete gore risk gruplarinin tespiti ya-
pilip élumlerin azaltilmasi igin yapilan planlamalara katki
saglamak amaciyla yapilmistir.

GEREC VE YONTEM

Bu tanimlayici calismada 2009-2016 yillari arasinda mey-
dana gelen TUIK elektronik kayitlarina islenen 8lim ve-
rileri 1 Ekim-30 Kasim 2017 tarihleri arasinda incelenmis-
tir. Veri analizinde istanbul Universitesi tarafindan lisansli
olan Statistical Package for the Social Sciences (SPSS)
21,0 programi ile Microsoft Office Excel programlarinin
cesitli dzellikleri kullanilmistir. Oliim kayitlarinda yer alan
bilgilere gore dlumler; yas, cinsiyet, medeni durum, dlim
nedenleri ve mevsim degiskenleri acisindan incelenmistir.
Elde edilen verilerden kategorik &lctimler sayi ve ylzde
olarak 6zetlenmistir.

BULGULAR

2009-2016 yillar arasinda 6lim nedenlerinin dagilimi ince-
lendiginde birinci sirada dolagim sistemi hastaliklari, ikinci
sirada iyi ve k&tl huylu timorler Gglinct sirada ise solu-
num sistemi hastaliklar vardir. Yillar icerisinde iyi ve koti
huylu timorler ile endokrin, beslenme ve metabolizmayla
ilgili hastaliklar azalirken; solunum sistemi hastaliklari ile si-
nir sistemi ve duyu organlari hastaliklar artmistir (Tablo 1).
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Tablo 1: 2009-2016 arasinda yillara gére 6lim nedenlerinin dagilimi n (%)

Oliim Nedenleri 2009 2010 2011 2012 2013 2014 2015 2016
Dolagim sistemi hastaliklar 112158 116712 121.143 121.740 143.071 153.649 159.194 162.876
(39,8) (39,6) (38,8) (37,9) (39,6) (40,4) (40,1) (39.8)
lyi huylu ve kéti huylu 59.386  63.930  67.450  69.270 76534  78.074  79.160  80.577
timorler (21) (21,3) 21,1 21,1 (21,2 (20,7) (19,9 (19,7)
Solunum sistemi hastaliklari 24.996 24.418 31.384 31.024 35.331 40.593 43.821 48.532
8.8) 8.3) (10,1) ©.7) ©.8) (10,7) an (1,9
Endokrin, beslenme ve 17.931 18.993 19.634 19.255  20.092 19.430 19.803 20.330
metabolizmayla ilgili hastaliklar (6,3) (6,4) (6,3) (6) (5,6) (5.1) (5) (5)
Sinir sistemi ve duyu organlan~ 8.284 10.807  11.621 13775 14710  16.617 19.114  19.923
hastaliklari 2,9 (3.7) (3.7) (4,3 (5,7) 4,3) (4,8) 4.9
Digsal yaralanma nedenlerive ~ 11.289  12.981 12690 13173 20409  20.155 18936  18.136
zehirlenmeler (4) 4,4 (G0 4,1 4,1 (4,4) (4,8) (4,4
Diger 47460  46.660 48327 52730 50726  55.158  57.009  58.408
(16,8) (16,3) (15,9) (16,9) (14) (14,4) (14,4) (14,3)
Toplam 281.504 294501 312.249 320.967 360.873 383.676 397.037 408.782
(100) (100) (100) (100) (100) (100) (100) (100)
Tablo 2: 1 yasindan kiclk yas grubunda &lim oranlarinin yillara gére degisimi n (%)
Yas Grubu 2009 2010 2011 2012 2013 2014 2015 2016
O Gin Toplam 3.010 2179 2.064 2.045 1.945 2.218 1.855 1.773
(a7 (14,3) (14,1) (13,6) (13,8) (14,8) (13,5 (13,6)
Erkek 1.607 1.120 1.103 1.083 1.019 1.219 1.004 982
(53,3) (51,3 (53,4) (52,9) (52,3) (54,9) (54,1) (55,3)
Kadin 1.403 1.059 961 962 926 999 851 791
(46,7) (48,7) (46,6) 47,1 (47.7) (45,1) (45,9) (44,7)
1-6. Gin Toplam 5.389 4.817 4.587 4.967 4.290 4.699 4.082 3.913
(30,6) (30,6) (30,6) (30,6) (30,6) (30,6) (30,6) (30,6)
Erkek 3.095 2.765 2.577 2.767 2.469 2663 2.350 2.180
(57,4) (57,4) (56,1) (55,7) (57,5) (56,6) (57,5) (55,7)
Kadin 2.294 2.052 2.010 2.200 1.821 2036 1.732 1.733
(42,6) (42,6) 43,9 (44,3) (42,5) (93,4) (42,5) (44,3)
7-29. Gin Toplam 2.982 2.652 2532 2.826 2.847 3.033 2.824 2.759
(16,9) (17.4) (17.3) (18,8) (20,2) (20,3) (20,6) 21,m
Erkek 1.650 1.469 1.392 1.528 1.553 1.703 1.534 1.495
(55,3) (55,3) (54,9) (54) (54,5) (56,1) (54,3) (54,1)
Kadin 1.332 1.183 1.140 1.298 1.294 1330 1.290 1.264
(44,7) (44,7) (45,1) (46) (45,5) (43,9 (45,7) (45,9)
1-11. Ay Toplam 6.220 5.516 5.384 5.136 4.945 4.988 4.893 4.591
(35.3) (36,3) (36,9) (34,2) (352) (33.3) (35,8) (35.2)
Erkek 3.188 2.888 2.771 2.644 2.560 2.617 2.537 2412
(51.2) (52,3) (51.4) (49.1) (51,7) (52,4) (51,8) (52,5)
Kadin 3.032 2.628 2.613 2492 2.385 2.317 2.356 2179
(48,8) 47,7 (48,6) (50,9) (48,3) (47,6) (48,2) (47,5)
Toplam Toplam 17.607 15.164 14.567 14.974 14.027 14.938 13.654 13.036
(100) (100) (100) (100) (100) (100) (100) (100)
Erkek 9.541 8.242 7.843 8.022 7.601 8.202 7.425 7.069
(54,1) (54,3) (53,8) (53,5) (54,1) (54,9) (54.3) (54,2)
Kadin 8.066 6.922 6.724 6.922 6.426 6.736 6.229 5.967
45,9 45,7) (46,2) (46,5) 45,9 45,1) 45,7) (45,8)
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Erkek bebek olumleri kiz bebek élimlerine gére daha
fazladir. Yasamin ilk yiinda meydana gelen dlimlerin yak-
lagik ylzde 65'i yagsamin ilk ayinda meydana gelmistir. Be-
beklerin ilk ayinda gerceklesen dlimler en ¢ok 1-6 glinlik
iken olmaktadir (Erken neonatal élimler).

2009-2016 yillari arasinda 0 glinlik bebek Slimleri azalir-
ken, 7-29 gunlik bebek dlimleri artmistir (Tablo 2).

Hayatin tim evrelerinde en fazla 6lim ilk 5 yasta ayrica 55
yas ve lzerinde gorilmektedir. 2009- 2016 yillar arasinda
15-34 yas evresinde 6lUm hizi dismemis, hafifce artmistir
diger evrelerde 6lim hizi azalmistir. Geng yas grubu artan
siddet ve trafik kazalar nedeniyle son yillarda daha fazla
Slmektedir. Tim evrelerde erkek 6lim hizi kadin 8lim hi-
zindan fazladir (Tablo 3).

2009-2016 yillarinda dlimler cinsiyet ve yasal medeni
duruma gére incelendiginde, &len kadinlarin yarisin-
dan fazlasi dul iken, &len erkeklerin ise yaklasik %17'si

dul idi. Olen erkeklerin cogu (yaklasik % 70') evlidir
(Tablo 4).

2010 yilinda en ¢ok 6lim yaz mevsiminde, 2015 yilinda ilk-
bahar mevsiminde gergeklesirken diger yillarda kig mev-
siminde gerceklesmis olup 2016 yilinda kis olimleri pik
yapmistir (Sekil 1).

29
28

N s SV

25 &
24 ’/“‘---..\/"-""'-———_—‘ -

Y2009 Y2010 Y2011 Y2012 Y2013 Y2014 Y2015 Y2016

e SONDENAr e k15 ilkbahar yaz

Sekil 1: 2009-2016 yillan arasinda mevsimlere gore olimler

Tablo 3: 2009-2016 yillarinda cinsiyete gore yasa 6zel 6lim hizi (%o)

toplam 0-4y 5-14y
2009 Toplam 5,1 3,7 1
Erkek 56 39 1
Kadin 4.6 3,5 0,9
2010 Toplam 5 3,2 0,9
Erkek 55 33 0,9
Kadin 4,6 3 0.8
2011 Toplam 51 3 0,7
Erkek 55 3,1 0,8
Kadin 4.6 2,9 0,7
2012 Toplam 5 3 0,7
Erkek 55 3,1 0,7
Kadin 4,5 2,9 0,6
2013 Toplam 49 2.8 0,6
Erkek 5,4 29 0,6
Kadin 4.4 2,6 0,5
2014 Toplam 5,1 2,9 0,5
Erkek 55 3,1 0,6
Kadin 4,6 2,7 04
2015 Toplam 52 2,6 04
Erkek 5,7 2,7 0,6
Kadin 4,7 2,4 04
2016 Toplam 53 2,5 04
Erkek 5.8 2,6 0,6

Kadin 4.8 2,3 04

15-34y 35-54y 55-74y 75y ve lizeri
1,3 9,9 70,4 80,8
32 13,3 93 90,2
2,5 6,6 511 74,3
1,6 9,2 67,4 79,3
3,1 12,4 88,6 88,2
2,3 6,2 49,3 73,2
2,3 8,7 66,8 80,2
3.1 1,7 88,6 90,8
1,7 5,8 47,8 731
22 8,5 64,5 78,6
31 11,3 85,9 89,4
1,4 55 45,7 71,3
2,1 8,1 61,7 76,5
2,9 10,7 82,5 86,9
1.3 54 43,5 69,6
2,1 8 60,9 79,8
3 10,5 81,1 90
1,3 53 43,2 73
2,1 7,6 60,6 81,3
3,1 10 80,8 92,1
1,3 5 42,7 74,1
23 7,7 60,5 82,9
34 10,3 80,8 93,4
1,3 52 42,3 75,8
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Tablo 4: 2009-2016 arasindaki yillarda cinsiyet ve yasal medeni duruma gére élumlerin dagilimi n(%)

Hi¢ Evlenmedi Evli Esi Oldii Bosandi Toplam

2009 Erkek 11.685 133.805 29.986 7.139 188.317
6,2) (71) (15,9) (3.7) (100)

Kadin 9.139 49.492 83.977 5.103 152.932
5.9 (32,3) (54,9) 3.3 (100)

2010 Erkek 11.657 134.658 30.672 6.944 187.062
6,2) (71.9) (16,3) 3.7) (100)

Kadin 9.210 50.096 87.226 5.044 154.647
(5.9) (32,3) (56,4) 3.2 (100)

2011 Erkek 12.152 139.300 32.824 7.817 193.979
6,2) (71,8) (16,9) ) (100)

Kadin 9.495 51.340 90.646 5.377 158.886
(5,9 (32,3 (57) (3.3 (100)

2012 Erkek 12.394 140.376 33.074 7.958 195.308
6,3) (71.8) (16,9) (4) (100)

Kadin 8.427 51.178 91.655 5.530 158.362
(5.3) (32,3) (57.8) 34) (100)

2013 Erkek 12.112 140.524 32.914 8.426 193.976
6.2) (72,4) (16,9) 4.3) (100)

Kadin 7.985 51.320 93.038 5.727 158.070
(5) (32,4) (58,8) (3,6) (100)

2014 Erkek 12.641 145.125 35.076 9.001 201.868
6,2 (71,8) (17.,3) (2,4 (100)

Kadin 8.127 53.849 99.694 6.319 168.001
(4,8) 32 (59.3) 3.7) (100)

2015 Erkek 13.400 150.649 37.114 10.005 211.169
©.3) (71,3) (17.5) 4.7) (100)

Kadin 8.311 55.431 103.930 6.942 174.614
4.7) (32,7) (59.5) 3.9 (100)

2016 Erkek 14.725 156.678 38.914 10.535 220.854
(6,6) (70,9) (17,6) (59,8) (100)

Kadin 8.573 56.994 109.886 7053 182.506
(4,6) (31,2) (60,2) (3.8) (100)

TARTISMA reketli yasam programlarina, yenidogan tarama testlerine

Tum yillarda 6lim nedenlerinde birinci sirada dolagim
sistemi hastaliklari, ikinci sirada iyi ve kotl huylu timéorler
Gglincd sirada ise solunum sistemi hastaliklari vardir. Yillar
icerisinde iyi ve kotl huylu timérler ile endokrin, beslen-
me ve metabolizmayla ilgili hastaliklar azalirken; solunum
sistemi hastaliklar ile sinir sistemi ve duyu organlar has-
taliklan artmigtir (Tablo 1).

Kanserlerin 1/3'G primer korunma yéntemleri (genetik
faktorler, cevresel faktorler), 1/3'G sekonder korunma
yontemleri (tarama, izlem) ile dnlenmektedir. Erken tani
konulan hastalarin da tedavi olanaklari artmistir. Ulkemiz-
de sigara karsiti programlarina, saglkli beslenme ve ha-

ve son yillarda halk egitimine dnem verilmesinin olumlu
sonuglarina bagl olabilir.

Dolagim sistemi hastaliklari, iyi huylu ve kétd huylu ti-
morler, solunum sistemi hastaliklan orta yastan itibaren
baslayan kronik enfeksiy6z olmayan hastaliklardir ve yillar
icinde ilerleyerek dlime neden olmaktadir. O nedenle bu
durum istatistiklerde de 35-44 yas grubundan baslayarak
olumlerin artigi ile gorilmekte ve her 10'arli yas diliminde
bu hastaliklardan olim sikligi artmaktadir. Dolagim siste-
mi hastaliklarindan dlumler tim yillar dikkate alindiginda
kadinlarda erkeklerden biraz fazla oldugu gérilmektedir.
Dolagim sistemi hastaliklarinin etyolojisinde &nemli yer
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tutan obezite sikligi kadinlarda daha fazladir. Bu da ka-
dinlarda dolagim sistemi hastaliklarinin fazla gorilmesi-
nin nedeni olabilir. Dolagim sistemi hastaliklar nedeniyle
gerceklesen dlimlerin 2016 yilinda %40,5'i iskemik kalp
hastaligindan, %23,6'si ise serebro-vaskiler hastaliktan
kaynaklanmistir. Son yillarda Turkiye'de de gelismis tlke-
lerde oldudu gibi bulasici hastaliklardan élimler azalmig-
tir ve dogusta beklenen yasam stresi artmistir. Bu neden-
lerle basta hipertansiyon olmak lzere, obezite, diyabetes
mellitus gibi kronik hastaliklarin sikligr artmistir. Diinyada
oldugu gibi Turkiye'de de 6lim nedenleri arasinda kardi-
yovaskuler hastaliklar ilk sirada yer almaktadr.

Oliim nedeni istatistikleri yas gruplarina gére incelendi-
ginde; dolagim sistemi hastaliklarinin en ¢ok 75-84 yas
grubunda, iyi ve kotl huylu timérlerin ise en fazla 65-74
yas grubunda oldugu gérilmektedir (8). Tim yas grup-
larinda ilk Gg nedende yer alan kronik hastaliklar (sirasiy-
la kardiyovaskiler hastaliklar, kanserler, solunum sistemi
hastaliklar), cok ileri yas grubunda (+85) biraz farkhlik
gostermektedir. ik sirada dolasim sistemi hastaliklari yer
alirken ikinci sirayr solunum sistemi hastaliklari Gglincl si-
ray! sinir sistemi ve duyu organlari hastaliklar nedeniyle
olimler yer almaktadir. Kanser nedeniyle dlimlerin 65-74
yas grubunda daha sik oldugu daha ileri yasa da (+85) bu
kisilerin ulagsamadigr anlagiimaktadir.

Diinya saglik érgitiiniin (DSO) 2015 verilerine gére iske-
mik kalp hastaligi ve inme, son 15 yilda dnde gelen &lim
nedenleri arasinda olup 15 milyon élime neden olmus-
tur. 2015 yilinda kronik obstriktif akciger hastaligr 3,2
milyon &luimle sonuclanirken, akciger kanseri (trakea ve
brong kanseriyle birlikte) 1,7 milyon dlimle sonuglanmig-
tir. Olimlerin %70'i bulasici olmayan hastaliklar nedeniyle
gerceklesmistir. Dustk gelirli tlkelerde bu oran %37 iken
ylksek gelirli Ulkelerde %88'e kadar ¢cikmaktadir (9).

Digsal yaralanma nedenleri ve zehirlenmeler dlim ne-
denleri arasinda oldukga énemli bir yer tutmaktadir. Oy-
saki halk saghgi énlemleriyle biyik oranda azaltilabilirler.
Dissal yaralanma nedenleri ve zehirlenmelerin cocukluk
yas grubunda 6lim nedenleri arasinda daha da énemli
bir yer tuttugu goérilmektedir. Bu nedenle cocuk ve geng
saghdi acisindan kazalar, yaralanmalar, zehirlenmeler halk
sagligi konusu olarak én plana c¢ikarilarak koruyucu 6n-
lemler ve egitimler arttirilmalidir.

Diinya saglik érgiitiiniin (DSO) 2015 verilerine gore yara-
lanmalar nedeniyle yaklasik 5 milyon insan hayatini kay-
betmistir. Bu dlimlerin dértte birinden fazlasi (%27) trafik
kazasinda yaralanmalar nedeniyle gerceklesmistir. Din-
yada trafik kazasina bagl 6lim orani 100.000 nifusta 18,3
iken, dusuk gelirli Glkelerde bu oran 28,5 olmustur (9).

Neonatal dénemde gorilen bebek Slimleri post ne-
onatal bebek &limlerinden fazladir. Yasamin ilk yilinda
meydana gelen &limlerin yaklasik yizde 65'i neonatal

dénemde meydana gelmistir. Bu oran yiksek gelir grubu
ulkelerle (%63,6) uyumludur (10). Neonatal dénem U¢ gru-
ba aynlmaktadir. Bunlar; ¢ok erken neonatal dénem (0.
glin), erken neonatal dénem (1-6. giin) ve ge¢ neonatal
dénemdir (7-29. Giin). Neonatal bebek élimleriicinde en
cok olim erken neonatal donemde gorilmektedir. Aras-
tinlan yillar igerisinde O glinlik bebek dlimlerinin azaldig
dikkat cekmektedir. Bu durum dogum oncesi bakimin ve
dogumun daha saglikl sartlarda gerceklestigini goster-
mektedir. Dogum hizmetlerine kadinlarin daha saglikli
ulastigini gostermektedir. Ayni yillarda erken neonatal
oluimlerde bir degisiklik olmamistir; Ancak ge¢ neonatal
olimlerde bir artis gorilmektedir. Bu durum da annelerin
yenidogan bakimi konusunda daha fazla egitime ihtiyac-
lar oldugunu géstermektedir. Annelere hastaneden ta-
burcu olurken yenidogan bakimi ve dnemi vurgulanmali,
gereken egitimler verilmelidir.

Oliim nedenleri farkli toplumlarda mevsimsel farkliliklar
gostermekle birlikte toplam ltmlerin, 6zellikle de kardi-
yovaskdler hastalik nedenli dlimlerin, kis aylarinda daha
fazla gorildiugi bildirilmektedir (3). Ulkemizde de genel
olarak yillara bakildiginda literatiirle uyumlu olarak &lim-
lerin kig mevsiminde daha sik oldugu gérilmektedir (Sekil
1). Icerdeki sicak havadan, ani olarak disariya cok soguk
havaya ¢cikmanin kalp krizi riskini artirdigi konusunda halk
bilgilendirilmelidir. Bir diger neden de kis aylarinda alt so-
lunum yolu enfeksiyonlarinin daha sik olmasidir. Cocuk-
lar, yaslilar ve kronik hastaligi olanlar akut solunum yolu
enfeksiyonu nedeni ile bu mevsimde kaybedilebilirler.
Yaz aylarinda ise ishaller ve gida zehirlenmeleri 6limcdl
olabilir.

Oliimler cinsiyet ve yasal medeni duruma gdre incelen-
diginde, &len kadinlann yansindan fazlasi dul iken, élen
erkeklerin ise yaklagik %17'si dul idi. Diger bir deyimle
kadinlarin yarnisindan fazlasi esinden daha fazla yagamak-
tadir ve kalan dmrind dul olarak gecirmektedir. Esi len
erkeklerin tekrar evlenmesi ve erkeklerin ortalama yasam
stresinin kadinlardan daha kisa olmasi nedeniyle erkek-
lerin dul olarak 6lme orani daha dusik evli olarak dlme
orani daha ylksektir.

SONUC

Ulkelerin istatistiksel bilgilerinin elde edilmesi igin 6lim
kayitlar biyiik dnem tagimaktadir. Olim kayitlarinin ye-
terli, glivenilir ve dogru bilgi icermesi énemlidir. OBS
sisteminin Ulkemizde kullanilmaya baslamasi ile dlim
verilerinde yeterli ve dogru bilgilere ulagiimaya baslan-
mistir (11).

Oliim istatistiklerinin dogru ve giivenilir olmasi icin, 8lim
formlarinin tek kaynaktan derlenmesi, tim saglk kurulus-
larinin ve personelin yeterli egitim almasi ve hastalik sinif-
lamalarinin dogru yapilmasi gerekmektedir (12).
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Halk saghdi ve koruyucu hizmetler agisindan énlenebilir
dlumlerin ortadan kalkmasi icin 8lim nedenlerinin bilin-
mesi ¢cok énemlidir. Formlann yasal prosedire uygun ve
tam olarak doldurulmasi ve 6lim nedenlerinin saptana-
bilmesi icin tip dgrencilerinin, hekimlerin, tim saghk ku-
ruluglarinin dizenli olarak bu konuda egitim almasi sarttir.
Boylece elde edilen guvenilir verilerle saglik hizmetlerinin
planlanmasi, dnceliklerin saptanmasi ve saglik politikala-
rinin gelistirilmesi kolaylasacaktir.
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ABSTRACT

Objective: Bleeding is one of the major complications of sur-
gical procedures. Severe bleeding can be seen after liver injury.
Various methods have been described in the literature for stop-
ping liver bleeding such as compression, Pringle maneuver, and
other hemostatic agents have been used.

In this study, the use of anti-inflammatory, antioxidant, antimi-
crobial, analgesic, and anticoagulant agents described in the
literature were evaluated for hemostatic efficacy following liver
injuries.

Materials and Methods: In this study 28 Wistar albino female
/ male rats from out-bred production were used. Animals were
divided in 4 groups. After liver damage model creation, various
herbal substances were applied to the liver. Hematocrit and
platelet counts were measured. In addition, for histopathologic
changes in the liver parenchyma, the rats were sacrificed, and the
liver was resected.

Results: The amount of bleeding (p:0.001) and the preoperative
and postoperative hematocrit changes (p:0.009) were statistically
significant between the groups. There was no significant differ-
ence in connective tissue growth (p:0.065) and necrosis (p:0.062).
There were significant differences in inflammation and without
karyorrhexis (p:0.003).

Discussion: Histopathological examinations showed that the
groups using active agents had more connective tissue and kary-
orrhexis. Therefore these tissues could help to stop bleeding.

Keywords: Liver bleeding, Herbal medicine, hemostatic agent

OZET

Amag: Kanama, cerrahi igslemlerin ana komplikasyonlarindan bi-
ridir. Karaciger hasari sonrasi ciddi kanamalar gérilebilir. Litera-
tirde kompresyon, Pringle manevrasi ve diger hemostatik ajanlar
gibi karaciger kanamasini durdurmak icin cesitli yéntemler tanim-
lanmistir.

Bu ¢alismada, literatlrde anti-enflamatuar, antioksidan, antimik-
robiyal, analjezik ve antikoagilan etkileri gdsterilmis ajanlarin
kullaniminin, karaciger yaralanmalarinda hemostatik etkinlikleri
degerlendirildi.

Gereg ve Yéntem: Bu calismada 28 adet Wistar albino disi / er-
kek sican kullanildi. Hayvanlar 4 gruba ayrldi. Karaciger hasari
modeli olusturulduktan sonra, karacigere cesitli bitkisel karigim-
lar uygulandi. Hematokrit ve trombosit sayilar dlgtldi. Ayrica
karaciger parankimindeki histopatolojik degisiklikler icin, sicanlar
sakrifiye edilerek karaciger rezeke edildi.

Bulgular: Kanama miktari (p:0,001) ve preoperatif ve postopera-
tif hematokrit degisiklikleri (p:0,009) gruplar arasinda istatistiksel
olarak anlamliydi. Bag dokusu blylimesinde (p:0,065) ve nekroz-
da anlamli bir fark yoktu (p:0,062). Karyorreksis olmadan iltihap-
lanmada anlamli fark vardi (p:0,003).

Tartisma: Histopatolojik incelemeler aktif ajan kullanan gruplarin
daha fazla bag dokusu ve karyorreksi, kanamayi durdurmaya yar-
dim edebilmektedir.

Anahtar Kelimeler: Karaciger kanamasi, Bitkisel ilag, hemostatik
ajan
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INTRODUCTION

Bleeding is one of the major complications of surgical
procedures (1). Severe bleeding can be seen after liver
injury because of the vascularity of the liver and sinusoi-
dal structure which is not suitable for vasoconstriction
and also veins do not have a valve structure. Bile leaking
from the injured surface of the liver also increases periop-
erative morbidity in emergency and elective hepatic sur-
geries by inhibiting coagulation (2-4). However, the major
problem with the liver is oozing hemorrhage from the
liver surface and from small vessels (3, 4).

Various methods have been described in the literature for
stopping liver bleeding such as packing, Pringle maneu-
ver, and other hemostatic agents have been used (5-9).
Another important problem in patients who undergo liv-
er surgery are infections that develop after hemorrhage.
Control of infections is an important factor affecting mor-
tality and morbidity after liver surgery (10).

Many herbal medicine agents which have anti-inflamma-
tory, antimicrobial, antioxidant, antineoplastic, analgesic,
and anticoagulant activity are described in the litera-
ture (11-14). Reducing the warfarin effect of Hypericum
perforatum (HP) (St. John's wort), the antimicrobial, an-
ti-inflammatory (11), analgesic and antioxidant effects of
Urtica dioica (UD) (stinging nettle) (12), the antibacterial,
antiviral, antioxidant, antineoplastic and anti-inflammato-
ry (13) effects of Cocos nucifera, reducing inflammation,
increasing collagen muscle activity of Vitellaria paradoxa
(VP) (14), the very important role in wound healing of zinc
oxide (15), and the antibacterial, antifungal, anti-inflam-
matory and antioxidant effects of Thymus vulgaris (TD)
(16) have been proven by scientific studies.

In this study, the use of anti-inflammatory, antioxidant,
antimicrobial, analgesic, and anticoagulant agents de-
scribed in the literature were evaluated for hemostatic
efficacy following liver injuries.

MATERIAL AND METHODS

This research was carried out in the Laboratory of Experi-
mental Animal Production and Research at the Faculty of
Medicine of Bezmialem University after the approval of
the local animal ethics committee. In this study 28 Wistar
albino female / male rats weighing 180+15 g, five months
old, and from out-bred production were used. The rats
were fed with a pellet-type feed specially produced for
experimental animals, with the rats incubated in the ex-
perimental animal production cages with the base of the
rats and the plastic wool on the side and the iron wire
braided on the sides.

Peripheral blood was collected one week before the
hepatic parenchymal damage model was performed

in all rats and hematocrit and hemoglobin values were

checked.

Liver Failure model

After overnight fasting, the rats were anesthetized for
45-60 seconds in an ether-containing jar. Anesthesia was
continued with subcutaneous ketamine at a dose of 75
mg/kg. The abdomen midline was shaved after the inci-
sion was applied, followed by antisepsis with povidone
iodine. A 3 cm vertical midline incision starting just below
the xiphoid was introduced into the peritoneal cavity. Be-
fore modeling, a nylon bag cutinto the funnel was placed
under the liver and the entire surgical procedure was per-
formed on a panel with a 30° downward slope. Thus, all
the blood from the parenchyma of the liver was collected
in the bag.

The rat liver has four lobes and the left lateral lobe which
is the widest surface of the liver was selected for the ex-
perimental model. The left lateral lobe mid hump was
completely cut into two anatomically. The sacrificed dis-
tal section was discarded. The parenchymal surface of
the proximal section was compressed with a gauze fabric
of 2x2 cm size, made of standard cotton fabric, at medi-
um pressure to stop the bleeding for 3 minutes. Three
minutes later, the gauze was lifted and we waited for 5
minutes without any intervention to the liver or bleeding
centers. During this time, the amount of blood collect-
ed into the nylon bag was recorded as the amount of
perioperative bleeding. After the time had elapsed, the
bag was taken out of the abdominal cavity. After the liver
parenchymal damage was established, the rats were di-
vided into four equal groups according to the hemostatic
agents to be administered. After applications the midline
incision of the abdomen of all rats was closed with contin-
uous suture technique using 3/0 polypropylene (Prolen®,
Kurtsan Co.).

Preparation of the mixtures and identification of the
groups

The active ingredients and auxiliary substances were
mixed to the extent that they could homogenize each
other. The dosages of the substances were obtained
from previous studies. The substances were prepared
in w/w measurement unit (w/w: weight of solute (gram)
/ Total weight of solute and solvent x100). All medicines
were prepared in Genetics and Biomedical Labarotuary
of Yeditepe University.

After the non-anatomical liver resection was performed
on the rats in Group 1, saline was applied to the incision
surface. The rats in Group 2 were treated with only aux-
iliary substances (5% w/w VP, 5% w/w coconut oil, 4%
w/w emulgate SE-PF, 4% glycerin) after non-anatomic
liver resection. The third group of rats was treated with
non-anatomical liver resection, and then active ingredi-
ents and auxiliary substances (5% w/w catechin oil, 5%
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w/w coconut oil, 4% w/w emulgate SE-PF, 4% glycerin,
6% w/w zinc oxide, 4% w/w stevia oil, 3% w/w thyme oil,
and 3% w/w nettle seed oil) were applied. For Group 4
mixture of the active ingredients (%1 w/w Zinc oxide,
1% w/w Chitosan, 10% w/w HP oil, 3% w/w thyme oil)
and auxiliary substances (7% w/w VP oil, 5% w/w coco-
nut oil, 5% w/w emulgate SE-PF, 5% w/w glycerin %0.8
w/w hydroxyethylcellulose, 1% w/w Cosmedia sp.) were
used after liver damage. Groups were summarized in
Table 1.

Table 1. Contents of the groups.

Groups Substances used
Saline

5% w/w VP

5% w/w coconut oil

4% w/w emulgate SE-PF

Group 1
Group 2

4% glycerin
Group 3 5% w/w catechin oil
5% w/w coconut oil
4% w/w emulgate SE-PF
4% glycerin
6% w/w zinc oxide
4% w/w stevia oil
3% w/w thyme oil
3% w/w nettle seed oil
1% w/w Zinc oxide
1% w/w Chitosan
10% w/w HP oil
3% w/w thyme oil
7% w/w VP oil
5% w/w coconut oil

5% w/w emulgate SE-PF

Group 4

5% w/w glycerin
%0.8w/w hydroxyethylcellulose

1% w/w Cosmedia sp.

Postoperative care and histopathological examination
All rats were taken to their cages postoperatively and
fed with standard feed and water. Hematocrit and plate-
let counts were measured by taking a peripheral blood
sample from the rats 24 hours postoperatively and on the
seventh postoperative day. In addition, for histopathologic
changes in the liver parenchyma, the rats were sacrificed,
and the liver was resected. Liver tissues fixed with 70% al-
cohol were stained with hematoxylin and eosin stain and
examined by light microscopy at a magnification of 100x,
necrosis rate, karyorrhexis, increase rate of connective tis-
sue, 10% were rated 0", 10-25% were rated 1", 25% -50%
were rated “2" and 50%, were rated with a score of “3".

Statistical analysis

The SPSS 15.0 (Armonk, NY, USA) was used for the statis-
tical analysis. Descriptive statistics were given as number
and percentage for categorical variables, and an average,
standard deviation, and median for numeric variables. In
the evaluation of the data, the dunn multiple comparison
test was used to compare the two groups as well as the
Kruskal-Wallis test. The results were evaluated at the level
of significance p<0.05.

RESULTS

Table 2 shows that the amount of bleeding and the pre-
operative and postoperative hematocrit changes were
statistically significant between the groups. In the sub-an-
alyzes, it was investigated which groups these differences
originate from. Bleeding rates were found to be signifi-
cantly higher in Group 3 according to Group 4, in Group
1 according to Group 4, in Group 2 according to Group
3, and in Group 1 according to Group 2 (respectively
p:0.002, p:0.019, p:0.029, p:0.025). For hematocrit chang-
es, Group 4 had a significant decrease in hematocrit val-
ues than Group 2 (p:0.011).

When histopathological examinations were compared
among the groups, it was found that karyorrhexis was
significantly different (p:0.003). It was determined that
there was a significant difference between Group 2 and
Group 4 in the subgroup and analyzes were performed to
find out which group this source was from (p:0.002). The
effect of the substance used in Group 4 on inflammation
and without karyorrhexis was statistically significant com-
pared to the substance used in Group 2.

Table 2. Evaluation of bleeding parameters between groups.

Group 1 (n:7)

Bleeding (ml) (mean+SD) 1.57+0.34
Hemoglobin exchange (g/dl) (mean+SD) 1.80+1.25
Hemotocrite exchange (%)(median) 412

Platelets (K/mm?3) (mean+SD) 269.71+379.34

Group 2 (n:7) Group 3 (n:7) Group 4 (n:7) p value
0.61+0.39 1.57+0.53 0.58+0.25 0.001
0.94+0.45 1.00+1.36 1.55+0.63 0.246
3.70 3.54 9.45 0.009
166.42+34.29  193.50+80.55 218.57£109.15 0.301

158




) Herbal extract medicine for liver hemostasis
Istanbul Tip Fakdltesi Dergisi  J Ist Faculty Med 2019;82(3):156-61

Table 3. Evaluation of histopathological examinations between groups

Group 1 (n:7) Group 2 (n:7) Group 3 (n:7) Group 4 (n:7) p value
Necrosis (median) (min-max) 2.0 (0-3) 1.0(0-2) 2.5(0-3) 0.0 (0-2) 0.062
Fibrosis (median) (min-max) 1.0(1-2) 3.0(1-3) 1.5(1-2) 1(0-3) 0.065
Karyorrhexis (median) (min-max) 1.0 (1-3) 3.0(1-3) 2.0(1-3) 0.0 (0-1) 0.003

There was no significant difference in connective tissue
growth (p:0.065) and necrosis (p:0.062) when compared
the groups to Kruskal Wallis test. Histopathological re-
sults were shown in Table 3.

DISCUSSION

Hemorrhages that may occur during emergency or
elective surgical interventions are feared complications.
High-volume hemorrhages can be observed, mainly
because of the structure and blood supply of the liver
during liver surgery (1-4).

Although many agents have been identified for hemosta-
sis from liver surgery, the number of randomized human
trials is very low due to ethical problems. Therefore, the
experimental planning of the agents that we utilize syner-
gistically from our work, antimicrobial, anti-inflammatory,
anti-hemorrhagic and antioxidant effects and evaluate
the activity in major liver cancers is planned as an animal
study.

The general mechanism of action of many agents used
as local bleeding stoppers is to provide a plug related
to the foreign body reaction, to assist in the release of
mediators that activate thrombocytes, to initiate natural
hemostatic processes, to provide adhesion with fibrin for-
mation, or vasoconstrictor effects (17).

Oils and plant extracts obtained from plants have been
used for the treatment of diseases for thousands of years.
There are many publications in the literature about the
effects of HP, UD, zinc oxide and TD, which we assessed
to be effective after being used together in our study.
The use of HP as a medicine has been used since ancient
times (18). Since then, it has been used frequently in the
treatment of depression, anxiety, cuts, and burns (18, 19).
In recent years, HP has been shown to be effective in the
treatment of cancer, inflammatory diseases, viral and bac-
terial diseases, and may be used as an antioxidant (18,
20-23). In some studies of drug interactions with HP, it
has been reported that HP enhances hepatic and intes-
tinal enzymes, thereby contributing to the elimination of
drugs or the conversion to inactive forms (18). HP, which
has been used for thousands of years in wound healing,
has also been observed fibroblasts of chicken in a caliche
performed polygonal shape activation of the fibroblasts
responsible for collagen production and wound closure
after exposure to HP (24). HP's activity on warfarin has

been reported to significantly increase the rate of clear-
ing of both S-warfarin and R-warfarin in a recent study

(1).

UD has been used since ancient times as an anti-rheu-
matic, as an analgesic and anti-inflammatory agent in the
treatment of arthritis, as an antimicrobial and hemostatic
agent in injuries (25, 26). In addition to these effects of
UD in recent years, it has also been shown to be effective
in the treatment of benign prostatic hypertrophy (27). A
study on the mechanism of action of UD has shown that
UD reduces root production of thromboxanes in plate-
lets and herb extracts provide 12-LOX inhibition. Both
extracts activate the MyD88 / NF-«xB / p38 MAPK defects
in the intestinal epithelium, thereby increasing the re-
lease of chemokines. Root extracts inhibit LPS-induced
proinflammatory cytokine release and COX-2 expression,
preserving tissue damage caused by inflammatory pro-
cesses (25). One of the active ingredients of Ankaferd
Blood Stopper® (ABS), which is used in the market as a
bleeding stopper, is UD (28). In a study on the use of ABS
in an experimental liver injury model, fewer gore bleed-
ing and fewer hematocrites were detected in the control
group of rats using ABS after liver injury (17).

Zinc is an element used for thousands of medical purpos-
es (29). Many studies have shown that zinc is present in
varying degrees in viable cells, and that it is involved in
the structures of enzymes that play a role in repair after
cell death, protein synthesis, and injury (30, 31). Zinc has
an important role in wound healing (15). In an experimen-
tal rat wound model, it was observed that in the first 24
hours after wound formation, the amount of zinc on the
wound surface increased by 15-20%, and when the gran-
ulation tissue was the most and when the epidermal pro-
liferation was observed, it increased by 30% (32). While
zinc acts antimicrobially for many bacteria at the same
time, it also inhibits the formation of nitric oxide and thus
has an anti-inflammatory effect (32). There are many stud-
ies on the use of zinc in surgical patients. Patients who
have undergone a surgical procedure have been shown
to have more wound infection, wound dehiscence and
impaired wound healing in patients with low serum zinc
levels and low zinc levels (33). In another case, an area of
patients with major vessel reconstruction were preopera-
tively and postoperatively treated with zinc, and patients
treated with zinc had less complicated wound complica-
tions than the placebo gore (34).
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Antimicrobial, antifungal, anti-inflammatory and antioxi-
dant effects of TV have been reported in studies (16, 35).
It is also one of the main components of ABS in TV, like
up.

In our study, the combination of these agents was shown
to cause less bleeding in Group 3 and 4 comparing to
control groups (Group 1 and 2). It is also observed that
the hemoglobin values are less statistically different, but
the hematocrit exchange levels are significantly higher in
the control groups and Group 4 according to Group 3.
Again, although we do not have statistical significance,
we think that the active agents are used in groups where
the blood platelet values are tacked up to stop the bleed-
ing. Histopathological examinations showed that the
groups using active agents had more connective tissue
and karyorrhexis than the other control groups. There-
fore these tissues could help to stop bleeding.

CONCLUSION

As a result, HP, UD, zinc oxide and TV, which are current-
ly used for medicine for various purposes with differ-
ent activities, are expected to be used for the purpose
of providing hemorrhage control, but more and larger
sized animals must be studied before human studies.
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ABSTRACT

Triple X syndrome (47, XXX) is a numerical chromosomal alter-
ation that affects 1/1.000 females, in which the individual is born
with an extra X chromosome. Trisomy X is a relatively common
but under- recognized chromosomal disorder associated with
characteristic cognitive and behavioural features of varying se-
verity. We report a 16-year old patient with Triple X syndrome
and resistant schizophrenia. It is remarkable that genetic syn-
dromes may be associated with resistance to treatment of psy-
chiatric problems. Therefore in cases with treatment resistance,
the genetic analysis should absolutely be examined.

Keywords: Schizophrenia, treatment resistance, Triple X syndrome

INTRODUCTION

Triple X syndrome is a relatively frequent cytogenetic
condition occurring in one in 1000 females, with a high
variety of physical and behavioral phenotypes. Compo-
nents of the syndrome are learning disabilities, delays
in motor and language development, dysmorphic facial
appearances and cardiac and urogenital system anoma-
lies. Over-dosage of some X-linked escapee genes was
suggested to cause psychiatric disorders (1). To the best
of our knowledge there is only one published data on

OZET

Amag: Triple X sendromu (47, XXX), kadinlarda ekstra bir X kro-
mozomunun varligr ile karakterize, 1/1.000 kiside bir gorilen
bir sendromdur. Trizomi X, degisken siddette bilissel ve davra-
nigsal 6zelliklerle karakterize bir kromozomal hastaliktir. Bu olgu
sunumunda; Triple X sendromlu ve direncli sizofreni tanisi alan
16 yasinda bir vaka sunuyoruz. Genetik sendromlarin psikiyatrik
problemlerin tedavisinde tedaviye direncle iliskili olabilecegi ve
bu nedenle tedaviye direncli olgularda genetik analizlerin mutla-
ka yapilmasi gerektigi géz éniinde bulundurulmalidir.

Anahtar Kelimeler: Sizofreni, tedaviye direng, Triple X sendrom

psychosis with triple X syndrome (2). In this case, we re-
port a 16-year-old girl with triple x syndrome and treat-
ment-resistant schizophrenia who does not respond to
two different atypical antipsychotic drugs.

CASE STUDY

A 16-year-old girl was referred to the outpatient clinic
with various symptoms including self-talk, hostility to-
wards her mother and uncle as well as constant cursing.
These symptoms started to occur about 1 year ago and

Corresponding author/iletisim kurulacak yazar: esinibrahimselcuk@gmail.com
Submitted/Basvuru: 24.01.2019 ¢ Revision Requested/Revizyon Talebi: 15.02.2019 ¢
Last Revision Received/Son Revizyon: 21.02.2019 ¢ Accepted/Kabul: 04.03.2019 ® Published Online/Online Yayin: 19.06.20019

©Telif Hakki 2019 J Ist Faculty Med - Makale metnine jmed.istanbul.edu.tr web sayfasindan ulasilabilir.
©Copyright 2019 by J Ist Faculty Med - Available online at jmed.istanbul.edu.tr

162



https://orcid.org/0000-0003-1190-9589
https://orcid.org/0000-0002-6436-4394
https://orcid.org/0000-0001-5598-2097
https://orcid.org/0000-0003-2990-9851

) Treatment resistance in schizophrenia
Istanbul Tip Fakiiltesi Dergisi ® J Ist Faculty Med 2019;82(3):162-3

increased in the last 2 months. After mental examination,
we detected that her cooperation and orientation was
normal, she seemed hostile and angry, she had a dys-
phoric mood and poor language content. We also de-
termined persecution delusions against her mother and
uncle. Visual and auditory hallucinations were the other
prominent symptoms. Her abstraction was insufficient
and she was in complete denial of herillness. In her phys-
ical examination, it was found that she had greater than
usual or standard length and extremities, and had a dys-
morphic face. In addition, her neurological examination
was normal. The patient was diagnosed with schizophre-
nia and intellectual disability according to The Diagnostic
and Statistical Manual of Mental Disorders, 5" ed. (DSM-
5) diagnostic criteria. The initial Positive and Negative
Syndrome Scale (PANSS) Score was 123. The risperidone
treatment was started and the dose was gradually en-
hanced to 5 mg/day in 8 weeks. Risperidone was stopped
due to lack of response and then aripiprazole was ad-
ministered. With regard to her phenotypic features (ex.
height) and drug-resistance with risperidone, the genetic
test was studied. As a result of the genetic test, an extra
X chromosome was determined and she was diagnosed
with Triple X syndrome. After adequate time (8 weeks)
and dosage (30 mg/day) of aripiprazole, the patient did
not exhibit any change in PANSS points. Olanzapine was
prescribed and had a partial response to the psychotic
symptoms. Clozapine treatment was planned if the olan-
zapine treatment resistance occured.

DISCUSSION

X chromosome plays an important role in the develop-
ment of psychiatric disorders (3). Over-dosage of X-linked
escapee genes due to an extra X chromosome was sug-
gested to contribute to the development of psychiatric
symptoms in Triple X syndrome (XXX). The most common
psychiatric disorders present among individuals with Tri-
somy X included anxiety disorders, (40%), Attention-Defi-
cit Disorder (17%), and depressive disorders (11%) (4). It
is remarkable that genetic syndromes may be associat-
ed with resistance to treatment of psychiatric problems.
Psychiatric symptoms may be affected by gene poly-
morphisms in genetic syndromes, which may complicate
treatment compliance. At the same time, genetic dis-
eases may remodel receptor regulation and cause resis-
tance to treatment. We have tried to illustrate the fact
that the diagnosis of schizophrenia may be co-occurred
by triple x syndrome and that treatment resistance may
be encountered. Therefore, the genetic analysis, espe-
cially in treatment-resistant cases, may be suggested.
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ABSTRACT

The aim of this article was to discuss what should be done in the
case of a scorpion sting during pregnancy and the possible risks
to the fetus and mother in the context of literature. At the same
time a case involving a pregnant woman admitted to a county
state hospital following a scorpion sting is presented. A thirty-
five-year-old , Gravida 2-Parity 1 patient in the 12" week of ges-
tation was admitted to the emergency department of the state
hospital complaining of burning, numbness and redness on her
right leg after being stung by a scorpion on the upper thigh of
her right leg. Stage 1 was described as a mild stage. In this case,
pregnancy was completed without any pathology development
and with a healthy childbirth at term. Our studies show that al-
though there are various, albeit insufficient results in literature,
the probable outcomes associated with scorpion venom should
be closely monitored. The literature on this issue is controversial
and more detailed studies on clinical follow-up are needed.

Keywords: Pregnancy, scorpion sting, treatment

INTRODUCTION

Although there are many studies in literature about the
effects of scorpion stings and venom, there is limited in-
formation on the fetal-maternal effects of scorpion ven-
om in pregnancy. It is reported that there are more than
1,500 scorpion species in the world, yet only a few of
them have systemic toxic effects on humans (1, 2).

In Turkey there are 23 species over 11 genera and it has
been determined that 8 of these species are venomous (3).

OZET

Bu yazida, bir ilce devlet hastanesine akrep sokmasi nedeniyle
basvuran bir gebe olguyu sunarken, gebelikte akrep sokmasi du-
rumunda yapilmasi gerekenler ile fetus ve anne agisindan olasi
risklerin literatlr esliginde tartisilmasi amaglandi. Otuz bes yasin-
da, Gravida 2- Parite 1, 12 haftalik gebe hasta sag uyluk Ust yan
kismindan akrep sokmasi sonrasi sag bacakta yanma, uyusma
ve kizariklik sikayetiyle devlet hastanesi acil servisine bagvurdu.
Hastanin durumu evre 1 ile uyumlu idi. Evre 1 hafif evre olarak
nitelendirilmekteydi. Bizim olgumuzda gebelik herhangi bir pa-
toloji gelismeden ve termde canli ve sagdlikli bir cocuk dogumu
ile tamamlandi. Sonug olarak literatlirdeki farkli ancak yetersiz
sonuglar gdsteriyor ki; akrep venomunun olasi etkilerine karsi ol-
gular yakin takip edilmelidir. Bu konu hakkinda literatir verileri
celisir durumdadir, klinik takip agisindan daha detayli calismalarin
da yapilmasi gerekmektedir.

Anahtar Kelimeler: Gebelik, akrep sokmasi, tedavi

After a scorpion sting, a variable clinical course can be
observed from mild local findings to severe systemic
findings that can threaten life. The type of scorpion, age,
size, nutritional status, number of scorpion stings, depth
of venom injection, proximity to the head and body, and
general health status of the victim also affect the clinical
situation of the poisoning.

There are many studies in literature about scorpion
stings, but the information relating to the effects of scor-
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pion stings and venoms on the fetus and mother during
pregnancy is limited. The scorpion stings seen in our
country are most frequently seen in summer and in the
Central Anatolia Region (4).

The scorpion stings were staged as follows: (5-7)

Stage |: Pain and/or paresthesia in the area where the
scorpion struck.

Positive tap test (exacerbation of pain by touching or hit-
ting)

Stage Il: Pain and paresthesia in regions not in the area
where the scorpion struck in addition to Stage 1

Stage lll: Having one of the following:

a) Neuromuscular dysfunction: Sudden contraction and
withdrawal in the extremities, restlessness, involuntary
muscle movements

b) Cranial nerve dysfunction: Blurred vision, abnormal
eye movements

c) Hypersalivation, tongue fasciculation, difficulty in swal-
lowing, upper airway dysfunction

Stage IV: Findings of cranial nerve and neuromuscular
dysfunction

Scorpion sting is generally mild in the patient and an-
tivenom requirement is determined as 8% (2, 4).

The aim of this article was to discuss what should be done
in the case of a scorpion sting during pregnancy and the
possible risks to the fetus and mother in the context of
literature. At the same time a case involving a pregnant
woman admitted to a county state hospital following a
scorpion sting is presented.

CASE

A thirty-five-year-old , Gravida 2-Parity 1 patient in the
12t week of gestation was admitted to the emergency
department of the state hospital complaining of burning,
numbness and redness on her right leg after being stung
by a scorpion on the upper thigh of her right leg. The
general condition of the patient at emergency service ap-
plication was good, conscious and cooperative.

The physical examination revealed no pathology except
for a 3x3 cm area of redness at the puncture site. Fe-
ver was 36.9°C, pulse was 82 beats/min, respiration was
16 beats/min, blood pressure was 120/60 mmHg and
routine laboratory findings were normal. An ultrasono-
graphic evaluation of the fetus revealed a single fetus
in the twelth week of gestation measured as the crown-
rump length of 53 mm. No bleeding in the placental
area was observed. No leukocytosis or elevation of CRP
(C-reactive Protein) was detected in the blood samples.
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No pathological features were found in the coagulation
profile.

In the biochemical examination, the ECG (Electrocardi-
ography) of the patient was normal and the cardiac en-
zymes were within normal limits.

The National Poison Counseling Center was contacted by
phone and information was provided. The stage of the
sting was determined first, according to the information
given by the centre. The condition of the patient was con-
sistent with stage 1 and this was described as a mild stage.
Whether or not scorpion anti-serum should be given to
the patient was discussed with the university hospital. It
was thought that anti-serum might be needed for future
systemic findings, but it was also thought that the patient
should be referred to the university hospital with the pos-
sible risk of anaphylaxis and so the patient was admitted.

In order to prepare this case as a presentation, the pa-
tient's consent was obtained.

DISCUSSION

The level of poisoning developed after a scorpion sting
can vary according to the type of scorpion, age, size,
amount of venom, nutrition characteristics and climatic
conditions (8, 9). Scorpions do not leave their entire ven-
om in a single sting and so the poisoning experienced
after a scorpion sting is usually mild.

Scorpion venom can also cause systemic effects as well
as local effects (4).

When our national data was examined, pain, hyperemia
and edema were seen to be the most common localized
symptoms, while systemic symptoms were nausea, tachy-
cardia, and vomiting (4).

The management of exposure to scorpion stings varies
depending on the severity of the condition. Patients are
examined at four different stages according to the sever-
ity of symptoms and signs. These stages were described
in the introduction.

There are two approaches to treatment, mainly antiven-
om therapy and supportive therapy. Supportive treat-
ment is analgesic, antipyretic, and antihistaminic admin-
istration. Antivenom therapy is performed in stages llI
and IV with 1T mL of antivenom adminsitered intramuscu-
larly or intravenously. The allergic history should be ques-
tioned before the antivenom is applied. Even if the story
is positive, contraindication is not made for antivenom
and close follow-up is recommended (10, 11).

An intubation set must be available before antivenom
application.The most significant side effect of this treat-
ment is anaphylaxis and serum disease.
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If the death rate due to scorpion poison is low and since
there is a risk of hypersensitivity or serum disease from
the antivenom, this treatment should only be adminis-
tered in cases with severe toxicity in stage lll and IV cases
(10, 11).

This case was assessed as stage | because ther was pain
only in the sting area. Thus, supportive treatment was
applied and antivenom was not required in follow-up.
Since there are not enough studies on the fetal effects of
scorpion venom or the benefits of antivenom treatment,
the management of the incidents of scorpion intoxication
during pregnancy should be based on the clinical stages
of the events.

In this case, there was no evidence other than local burn-
ing, numbness, redness, and the clinical findings were

mild.

In some animal studies, it has been found that scorpion
poison has adverse effects on fetal and maternal health
(12).

In a study of pregnant rats with L. quinquestriatus scor-
pion venom by Marei and Ibrahim, it was expressed that
the uterus is more sensitive to scorpion venom during
early gestation and leads to uterine contractions (13).

In the same research, particularly in the scorpion venom,
5-hydroxytryptamine was reported to be responsible for
abortion in the first trimester and that 5-hydroxytrypt-
amine antidote should be administered along with an-
tivenom in the treatment (13).

Studies in the literature on scorpion venom: Meki et al.
showed that uterine contractions are triggered by the
presence of a peptide that increases the effect of brady-
kinin (14 ), Mendonca et al. showed that uterine contrac-
tions are triggered by Toxin T1 (15).

However, other than these, there is no clear literature on
the teratogenic effects.

Ismail et al., after studies on pregnant rats and especial-
ly after scorpion venom exposure on 9" and 11 days
of gestation, found the following: low birth weight, ab-
sence of cervical vertebra 1, ossification defects, and
the development of the skull of the trachea on the fetus
(16).

Gler et al. found that pregnancies of 23 and 32 weeks
of age, which were accepted as post-scorpion stage | by
pregnancy, were completed smoothly and a healthy baby
was brought into the world (17).

However, there is no clear indication in the literature
about the occurrence of post-bite teratogenic effects
or the time associated with abortus development.In our

case, the pregnancy was advanced without any fetal pa-
thology, and a healthy child was born at term.

CONCLUSION

In conclusion, scorpion stings rarely have serious conse-
quences, often with mild clinical course. Scorpion ven-
om causes local effects as well as systemic effects. It was
reported that scorpion venom increases uterine contrac-
tions in the early stages of pregnancy (13). In addition,
studies on animal models have revealed possible tera-
togenic effects (16). However, there is no clear data on
gestational age in terms of the development of uterine
contractions after scorpion stings and possible terato-
genic effects. Observation and supportive treatment are
sufficient in Stage | and Stage Il cases. In stage lll and
IV trials, scorpion antiserum should be administered as
soon as possible regardless of gestational week. Howev-
er, probable events should be closely monitored against
possible effects of scorpion venom. Literature on this is-
sue is controversial and more detailed studies on clinical
follow-up are needed.
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