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Degerli arastirmacilar ve bilim insanlari,

Hippocrates Medical Journal olarak ilk sayimizin heyecanini yasamaya devam
ederken hizla akip giden zaman, bizi ikinci sayimizda siz degerli aragtirmacilar-
la tekrar bulusturdu. Dergimiz yayin hayatina baglarken dogal olarak kurumsal
i¢ dinamiklerimizi harekete gecirerek makalelerimizi tamamlama yolunu takip
etmistik ve ilk sayimiz olmasina ragmen okuyucularimizin karsisina bes adet
aragtirma makalesi ve bir adet olgu sunumu ile gcikmistik. Ilk saymin dogasi
geregi dergimiz ulusal veya uluslararasi indekslerde de yer almiyordu.

Hippocrates Medical Journal ailesi olarak ilk sayimizda sizlerle bulustugumuz-
da dergimizin bilimsel degerini arttirmaya gayret gosterecegimizi ifade ederken
aragtirmacilarimizdan da yazilar1 ve atiflar ile gabalarimiza destek olmalarini
talep etmistik. Heniiz daha ikinci sayimiz olmasina ragmen EuroPub, Google
Scholar, ideal Online, Asos indeks gibi ulusal ve uluslararas: siireli yayimn in-
dekslerine girerek biz soziimiizii yerine getirmenin huzurunu yasarken ¢alis-
malarimiza devam edecegimizi de buradan ifade etmek istiyorum. Dergi ta-
nitim faaliyetlerimizin sonucu kurumumuz digindan gelen yazilar ile zamanla
artacak olan dergimizden atiflar arastirmacilarin da bize olan desteklerinin agik
bir emaresidir. Bu baglamda dergimize gonderdikleri ¢aligmalari, atiflar: ile
destek olan tiim arastirmacilara cani goniilden tesekkiir ediyorum. Yakaladig1-
miz bu ivme, yayin hayatinin heniiz ¢ok basinda olan dergimizin, kisa zaman
sonra ok daha iyi yerlere geleceginin bir gostergesidir.

Gelecek sayimizda gortismek tizere bilim diinyasinin tiim aragtirmacilarina ga-
ligmalarinda basarilar, keyifli okumalar diliyorum.

Selam ve saygilarimla.

Prof. Dr. Nureddin CENGIiZ
Bas Editor
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GENEL BILGILER

I I ipokrat Tip Dergisi;

Acil Tip, Adli Tip, Aile Hekimligi, Algoloji, Anatomi,
Aneztezi ve Reanimasyon, Beyin ve Sinir Cerrahisi,
Cocuk Saglig1 ve Hastaliklari, Deri ve Zithrevi Hasta-
liklar, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji,
Fiziksel Tip ve Rehabilitasyon, Fizyoloji, Genel Cerrahi,
Gogiis Cerrahisi, Goglis Hastaliklari, Goz Hastaliklari,
Halk Sagligi, Hava ve Uzay Hekimligi, Hematoloji, His-
toloji ve Tibbi Embriyoloji, I¢ Hastaliklari, Kadin Has-
taliklari ve Dogum, Kalp ve Damar Cerrahisi, Kardiyo-
loji, Kulak Burun Bogaz Hastaliklari, Noroloji, Niikleer
Tip, Ortopedi ve Travmatoloji, Plastik ve Rekonstriktif
Cerrahi, Radyasyon Onkolojisi, Radyoloji, Ruh Saglig
ve Hastaliklari, Spor Hekimligi, Sualti Hekimligi ve
Hiperbarik Tip, Tibbi Biyokimya, Tibbi Ekoloji ve Hid-
roklimatoloji, Tibbi Farmakoloji, Tibbi Genetik, Tibbi
Mikrobiyoloji, Patoloji, Uroloji Anabilim Dallar1 ve
yukarida ad1 gegen tiim bilim dallarinin yan dallariyla
birlikte geleneksel ve tamamlayici tip uygulalarr ile
biyoteknolojik konular da dahil olmak {izere retrospek-
tif, prospektif veya deneysel arastirma, derleme, olgu
sunumu, editoryal yorum/tartisma, editére mektup,
cerrahi teknik, ayirici tani, tibbi kitap degerlendirme-
leri, soru- cevaplar ve tip giindemini belirleyen giincel
konulari yayinlayan, ayrica Dis Hekimligi, Beslenme
ve Diyetetik, Saglik Hizmetleri Yonetimi disiplinleri ile
ilgili caligmalar ancak Koruyucu Hekimlik konularryla
ilgili oldugu takdirde kabul ederek yayinlayan Ulusal
ve Uluslararasi tiim tibbi kurum ve personele ulasmayi

hedefleyen bilimsel bir dergidir.

Dergi yilda ii¢ say1 olarak Nisan, Agustos ve Aralik ayla-
rinda yayinlanmaktadir. Derginin resmi yayin dili Ttirk-
ce ve Ingilizcedir. Ingilizce yazim tercih sebebidir. Dergi
ile ilgili her tiirlii islem ve bagvuru https://ojs.bandirma.
edu.tr/index.php/hipokrat-tip veya https://dergipark.
org.tr/tr/pub/hmj adresinden yapilabilir. Gegmis say1-

larda yayinlanan ¢alismalara bu adresten ulasilabilir.

Bilimsel Politikalar ve Etik Sorumlulugu: Yazilarin
bilimsel sorumlulugu yazarlara aittir. Tim yazarlarin
caligmaya aktif olarak katilmis olmasi gereklidir. Gon-
derilen yazilarin dergide yayimnlanabilmesi i¢in daha
once bagka bir bilimsel yayin organinda yayinlanmamisg
olmas: gerekir. Gonderilen yazi daha énce herhangi bir
toplantida sunulmus ise; toplanti ady, tarihi ve diizenlen-
digi sehir belirtilmelidir. Klinik aragtirmalarin protoko-
lii ilgili kurumun etik komitesi tarafindan onaylanmig
olmalidir. Insanlar izerinde yapilan tiim ¢aligmalarda,
“Yontem ve Geregler” boliimiinde ¢aligmanin ilgili ko-
mite tarafindan onaylandigi veya caligmanin Helsin-
ki Ilkeler Deklerasyonuna (www.wma.net/e/policy/
b3.htm) uyularak gerceklestirildigine dair bir ctimle yer
almalidir. (Etik kurul tarih ve protokol numarasi) Calis-
maya dahil edilen tiim insanlarin bilgilendirilmis onam

formunu imzaladig1 metin iginde belirtilmelidir.

Caligmada “Hayvan” 6gesi kullanilmus ise yazarlar, ma-
kalenin Gereg ve Yontemler bolimiinde Guide for the
Care and Use of Laboratory Animals (www.nap.edu/
catalog/5140.html) prensipleri dogrultusunda ¢alisma-
larinda hayvanhaklarini koruduklarini ve kurumlarinin

etik kurullarindan onay aldiklarini belirtmek zorunda-
dir.

Degerlendirme Siireci:

Dergiye gonderilen yazilarin degerlendirilmesi ii¢ asa-
mada yapilmaktadir. Birinci agamada makaleler dergi
standartlar1 agisindan incelenir, yazim kurallarina uy-
mayan makaleler reddedilir. Makale yazim kurallarina
gore diizenlendikten sonra ayni isimle yeniden dergiye
yiiklenebilir. Tkinci asamada makaleyi editor kurulu ta-
rafindan igerik ve yontem agisindan degerlendirmeye
alinir. ik iki asamay1 tamamlayan makaleler iigiincii

agamaya gecerek incelenmesi i¢in hakemlere gonderilir.

Tim yazilarda editoryel degerlendirme ve diizeltmeye

bagvurulur; gerektiginde, yazarlardan bazi sorulari ya-
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nitlamasi ve eksikleri tamamlamasi istenebilir. Deger-
lendirme sonucu kabul, mindr revizyon, major reviz-
yon, yeniden yazilmas: gerekli ya da ret karari ¢ikabilir.
Dergide yayinlanmasima karar verilen makale basim
slirecine alinir; bu agamada tiim bilgilerin dogrulugu
i¢in ayrintili kontrol ve denetimden gegirilir; yaym 6n-
cesi sekline getirilerek yazarlarin kontroliine ve onayina

sunulur.
Yayin Hakki:

1976 Copyright Acte gore, yayimlanmak {izere kabul
edilen yazilarin her tiirlii yaymn hakki dergiyi yayimla-
yan kuruma aittir. Yazarlar, http://dergipark.gov.tr/smj
internet adresinden ulasacaklar1 “Yayin Haklar1 Devir
Formu’nu doldurup (mavi kalemle ve 1slak imzali ola-
cak sekilde tiim yazarlarca imzalanmis), DergiPark si-

temi tizerinden gondermelidirler.

« Olgu sunumu/serisi ve derleme disindaki bilimsel ¢a-
ligmalarda etik kurul onay belgesi sisteme yiiklenme-
lidir.

o Veri toplama stireci Aralik 2010 tarihinden o6nce ta-
mamlanmig ¢aligmalar kabul edilmeyecektir.

« Bilimsel ¢alismalar, calismadaki yazarlarin isim ve soy
isimleri (¢alismaya dahil olan tiim yazar isimleri yazil-
mal1) ile caligma baglhigindaki tiim kelimelerin (baglac-
lar hari¢) sadece ilk harfleri buyiik harf olacak gekilde
DergiPark sistemineyiiklenmelidir.

o Yazarlarin ayni sayida ilkisim olduklar1 yalnizca bir
¢aligmalari yayinlanacaktir.

« SCI, SSCI, SCIE, ESCI veya A&HCIde indekslenen
dergilerde yaymlanmis caligmalarinda Hipokrat Tip
Dergisinde yaymlanmis herhangi bir ¢calismaya atifta
bulunan yazarlarin ¢alismalarina 6ncelik verilecektir.
(Caligma bilgilerinin ve varsa linkinin Editére Sunum
Sayfasrnda belirtilmesi gerekmektedir ve hmj@ban-
dirma.edu.tr adresine mail atilarak hatirlatma yapil-
malidir).

o Yazim dili Ingilizce olan bilimsel galigmalarin veya

yazim dili Tiirk¢e olan calismalarin Ingilizce 6zetle-
rinin yaziminda akademik diizenleme hizmeti veren
profesyonel kurum veya kuruluglardan yardim alindi-
ginin belgelenmesi durumunda bu ¢alismalara dncelik

verilecektir.

Yazinin Hazirlanmasi

o Derleme tiiriindeki bilimsel ¢aligmalar i¢in yazar sayi-
s1 ¢l gegmemelidir.

« Olgusunumlart igin yazar sayis1 altryr gegmemelidir.

o Yazilar ¢ift satir aralikli ve 10 punto olarak, her sayfa-
nin iki yaninda ve alt ve tist kisminda 2.5 cm bosluk
birakilarak yazilmalidir. Yazi stili Arial olmalidir.

« Yazilar Microsoft Word formatinda olmalidir. (Tablo-
lar dahilolacak sekilde)

« Kisaltmalar, 6zette ve ana metinde kelimenin ilk gecti-
gi yerde parantez i¢inde verilmeli ve tim metin boyun-
ca o kisaltma kullanilmalidir. Kiigiik harflerle yapilan
kisaltmalara getirilen eklerde kelimenin okunusu esas
alinir: cm’yi, kgdan, mmden, kr.un. Biyiik harflerle
yapilan kisaltmalara getirilen eklerde ise kisaltmanin
son harfinin okunusu esas almir: BDT’ye, TDKden,
THYde, TRTden, TLnin vb. Ancak kisaltmas: bityitk
harflerle yapildig1 hilde bir kelime gibi okunan kisalt-
malara getirilen eklerde kisaltmanin okunusu esas ali-
nir: ASELSANda, BOTAS' 1, NATOdan, UNESCO’ya
vb.

o Editére sunum sayfast ayr1 bir Word dosyasi olarak
gonderilmelidir. Editére sunum sayfasinda génderi-
len ¢aligmanin kategorisi, es zamanli olarak baska bir
dergiye gonderilmemis oldugu, daha 6nce bagka bir
dergide yayinlanmamis oldugu, varsa ¢aligmayr maddi
olarak destekleyen kisi ve kuruluslar ile varsa bu kuru-
luslarin yazarlarla olan iligkileri belirtilmelidir.

« Kapak sayfas1 ayr1 bir Word dosyas1 olarak gonderil-
melidir. Kapak sayfasinda baglik basit ve anlagilir se-
kilde olmalidir (Tiirkge ve Ingilizce). Baslik 60 karak-
terden daha uzun oldugu takdirde Ingilizce ve Tiirkge
kisa baghik da kapak sayfasina eklenmelidir. Tiim ya-

zarlarin adi, soyadi ve unvanlari, ORCID numaralari,

VI
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galigtiklar: kurumun adi ve sehri bu sayfada yer alma-
lidir. Bu sayfaya ayrica “yazismadan sorumlu” yazarin
isim, agik adres, telefon ve e-posta bilgileri eklenme-
lidir.

Istatistik Bilgi Notu

o Kullanilan istatistiksel yontem, orijinal veriye erise-
bilecek bilgili bir okuyucunun rapor edilen sonuglari
onaylayabilecegi bir ayrintida belirtilmelidir. Istatis-
tiksel terimler, kisaltmalar ve semboller tanimlan-
malidir. Kullanilan bilgisayar programu, istatistiksel
yonteme dair agiklama verilmelidir. Caligma deseni ve
istatistiksel yonteme dair kaynaklar miimkiinse belir-
tilmelidir.

o Sonuglarin sunumunda, 6zellikle ortalama ve yiizde-
lik verirken, ondalikli hanelerin gosteriminde virgiil-
den sonra sonra 2 hane kullanilmalidir (112,2 yerine;
112,20 veya 112,21 gibi). P, t, Z degerleri istisnadir ve
virgililden sonra 3 hane verilmelidir (p<0,05 yerine
tam deger p=0,001). Tam say1 digindaki gosterimler-
de virgiilden sonra iki hane, istatistiksel degerlerin
(p,t,z,EKi-Kare gibi) virgiilden sonra ti¢ hane degerle-
rin sunulmasi, p degerlerinin sunumunda p<0,05 veya
p>0,05 yerine test istatistigi ile birlikte tam p degeri-
nin (bu degerin binde birden kiigiik olmast durumun-

da p<0,001 biciminde) gosterilmesi gerekmektedir.

Yazinin Boliimleri

o Caligmanin gonderildigi metin dosyasinin i¢inde sira-
siyla, Tiirkge bagslik, Tiirkce 6zet, Tiirkge anahtar keli-
meler, Ingilizce baslik, 1ngilizce Ozet, 1ngilizce anahtar
kelimeler, ¢alismanin ana metini, kaynaklar, her say-
faya bir tablo olmak {izere tablolar ve son sayfada se-
killerin (varsa) alt yazilar1 geklinde olmalidir. Tablolar
kaynaklardan sonra, her sayfaya bir tablo olmak tizere
calismanin gonderildigi dosya i¢cinde olmali ancak ¢a-
ligmaya ait sekil, grafik ve fotograflarin her biri ayr1 bir

imaj dosyasi (jpeg ya da gif) olarak gonderilmelidir.

Arastirma Makalesi:

Vil

Oz (Abstract): Tiirkge ve Ingilizce 6zetler galismanin
bashig: ile birlikte verilmelidir. Ozetler Amag (Obje-
ctive), Gere¢ ve Yontemler (Materials and Methods),
Bulgular (Results) ve Sonu¢ (Conclusion) boliimlerine
ayrilmali ve 250 sézciigli gegmemelidir.

Anahtar Kelimeler (Keywords): Tiirk¢e Ozetten sonra
Tiirkge anahtar kelimeler, Ingilizce 6zetten sonra Ingi-
lizce anahtar kelimeler belirtilmelidir.

Giris (Introduction): Giris bolimiiniin son paragrafin-
da ¢alismanin amacini bildiren bir ctimle yer almalidur.
Gere¢ ve Yontemler (Materials and Methods): Aras-
tirmanin tipi, etik hususlar (etik onaminin alindig ku-
rum, tarih ve no), kullanilan istatistiksel analiz yontem-
leri belirtilmelidir.

Bulgular (Results)

Tartisma (Discussion)

Kaynaklar (References)

Makalenin son sayfasinda etik onammin alindig1 ku-

rum, tarih ve no ayrica belirtilmelidir.

Olgu Sunumu/Serisi:

Oz (Abstract): Tiirkce ve Ingilizce 6zetler makelenin
baslhig: ile birlikte verilmelidir. Ozetler tek paragraflik
olmalidir. (100-150 kelime olmalidir.)

Anahtar Kelimeler (Keywords): Tiirk¢e 6zetten sonra
Tiirkce anahtar kelimeler, Ingilizce 6zetten sonra Ingi-
lizce anahtar kelimeler belirtilmelidir.

Giris (Introduction)

Olgu Sunumu (Case Report) Tartisma (Discussion)
Kaynaklar (References)

*Olgu sunumlarinda, bilgilendirimis goniilli olur/
onam formunun imzalatildigina dair bilgiye makalede

yer verilmesi gereklidir.

Derleme:

Oz (Abstract): Derleme 6zetleri kisa ve tek paragraflik
olmalidir (ortalama 100-150 kelime; boliimsiiz, Tiirkge
ve Ingilizce) Anahtar Kelimeler (Keywords): Tiirk¢e
ozetten sonra Tiirkge anahtar kelimeler, Ingilizce 6zett-

tten sonra Ingilizce anahtar kelimeler belirtilmelidir.
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Giris (Introduction) Konu Ile Ilgili Bagliklar Sonug

(Conclusion) Kaynaklar (References)

Editore Mektup:
Mektuplar, kaynaklar hari¢ 500 kelimeyi gegmemelidir.
Tiirkge ve Ingilizce 6zete gerek yoktur. Kaynak sayist 5
ile sinirlandirilmalidir. Bir mektup en fazla 4 yazar ta-
rafindan yazilabilir. Editore mektuplar hakem degerlen-
dirme siirecine alinmaz, ancak editor tarafindan gerekli
durumlarda yazarlardan mektuba cevap vermeleri iste-
nebilir.

Anahtar Kelimeler

« En az 3 en fazla 6 adet, Tiirkge ve Ingilizce yazilmalidir.

« Kelimeler birbirlerinden noktal: virgil (;) ile ayrilma-
Ldir.

« Ingilizce anahtar kelimeler “Medical Subject Headings
(MESH)" uygun olarak verilmelidir (www.nlm.nih.
gov/mesh/MBrowser.html).

o Tiirk¢e anahtar kelimeler Tiirkiye Bilim Terimlerine

uygun olarak verilmelidir (www.bilimterimleri.com).

Kaynaklar

« Yazarlar yalnizca dogrudan yararlandiklari kaynaklar:
yazilarinda gosterebilirler.

o Kaynaklar yazida gelis sirasina goére yazilmali ve me-
tinde ciimle sonunda noktalama isaretlerinden hemen
sonra “Ust Simge” olarak belirtilmelidir.

o Caligmada bulunan yazar sayis1 6 veya daha az ise tim
yazarlar belirtilmeli, 7 veya daha fazla ise ilk 6 isim ya-
zilip “et al” eklenmelidir.

« Kaynak yazimi i¢in kullanilan format Index Medi-
cus'ta belirtilen sekilde olmalidir (www.icmje.org).

o Kaynak listesinde yalnizca yayinlanmis ya da yayimn-
lanmas1 kabul edilmis veya DOI numarasi almis ¢alig-
malar yer almalidir.

o Kaynak sayisinin arastirmalarda 50 ve derlemelerde
100, olgu sunumlarinda da 20 ile simirlandirilmasina
6zen gosterilmelidir.

o Kaynaklarin dizilme sekli ve noktalamalar asagida-

ki 6rneklere uygun olmalidir (Noktalamaisaretlerine
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lutfen dikkat ediniz): Vancouver kaynak sitiline gore

kaynaklar yazilmalidir.

Makale i¢in; Yazar(lar)in soyad(lar)i1 ve isim(ler)inin
basharf(ler)i, makale ismi, dergi ismi, y1l, cilt, say1, sayfa
no'su belirtilmelidir.

Ornek: Baser A, Eliagik S, Baykam MM, Tan FU. Cli-
nical Manifestations of Overactive Bladder With Mig-
raine as a Comorbidity: A Prospective Cross-Sectional
Study. Int Neurourol J. 2020;24(4):375-381. https://doi.
0rg/10.5213/inj.2040186.093.

Kitap i¢in; Yazar(lar)in soyad(lar)1 ve isim(ler)inin

basharf(ler)i, boliim bashgi, editériin(lerin) ismi, kitap

ismi, kaginci baski oldugu, sehir, yayinevi, y1l ve sayfalar
belirtilmelidir.

Ornek:

« Yabanci dilde yayimlanan kitaplar i¢in;

« Vissers R], Abu-Laban RB. Acute and Chronic Pancre-
atitis. In: Tintinalli JE, Kelen GD, Stapczynski JS (eds.),
Emergency Medicine: A comprehensive Study Guide.
6 st ed. New York: McGraw-Hill Co; 2005. p.573-577.

« Tiirkge kitaplar igin; Gokge O. Peptik iilser. Dilek ON,
editor. Mide ve Duedonum.

o 1. Baski. Ankara: Anit Matbaasi; 2001. s:265- 276.

¢ On-line yaynlar i¢in format; DOI tek kabul edilebilir

on-line referanstir.

Sekil, Resim, Tablo ve Grafikler

« Sekil, resim, tablo ve grafiklerin metin icinde gectigi
yerler ilgili ciimlenin sonunda belirtilmelidir.

« Sekil, resim, tablo ve grafiklerin agiklamalar1 ana met-
nin sonuna eklenmelidir.

o Tablolar her sayfaya bir tablo olmak tizere yazinin
gonderildigi dosya i¢inde olmali ancak yaziya ait se-
kil, grafik ve fotograflarin her biri ayr1 bir imaj dosyast
(jpeg ya da gif) olarak gonderilmelidir.

« Kullanilan kisaltmalar sekil, resim, tablo ve grafiklerin
altindaki agiklamada belirtilmelidir.

tten sonra Ingilizce anahtar kelimeler belirtilmelidir.



Hippocrates Medical Journal 2022;1(1)
Hipokrat Tip Dergisi

Ty

Giris (Introduction) Konu Ile Ilgili Bagliklar Sonug

(Conclusion) Kaynaklar (References)

Editore Mektup:
Mektuplar, kaynaklar hari¢ 500 kelimeyi gegmemelidir.
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altindaki aciklamada belirtilmelidir.Daha 6nce basil-
mus sekil, resim, tablo ve grafik kullanilmis ise yazili
izin alinmalidir ve bu izin agiklama olarak sekil, resim,
tablo ve grafik agiklamasinda belirtilmelidir.

« Resimler/fotograflar renkli, ayrintilar1 goriilecek dere-

cede kontrast ve net olmalidir.

Cikar iliskisi: Yazarlarin herhangi bir ¢ikar dayali bir

iligkisi varsa bu agiklanmalidur.

Tesekkiir: Bu boliimde yazar olarak ismi gegmeyen an-

cak tegekkiir edilmesi gereken kisiler veya kurumlar yer

almalidir.

Yayimlanmak Uzere Gonderilen Calismalar I¢in Kont-

rol Listesi

Calismalar tam olmali ve sunlar1 kapsamalidir:

o Tim vyazarlarca imzalanmig “Telif Hakki Formu”
(mavi kalemle ve 1slak imzali olacak sekilde)

« Etik kurul onaymnin PDF veya JPEG formatindaki go6-
riintiisii(Olgu sunumu- serisi ve derleme yazilari icin
gerekli degildir.)

o Editére Sunum Sayfasi

o Kapak Sayfasi

e Yazinin Bolimleri

« Tiirkge ve Ingilizce baglik

« Oz (Tiirkge ve Ingilizce)

« Anahtar sozciikler (en az 3 ve en fazla 6 Tiirkce ve In-
gilizce)

« Uygun boéliimlere ayrilmis ana metin (Giris, Materyal
ve Metod, Bulgular, Tartisma, Sonug)

« Kaynaklar yazida gelis sirasina gore yazilmali ve me-
tinde ciimle sonunda noktalama isaretlerinden hemen
once “()” parantez i¢inde belirtilmelidir.

o Dergi yazi kurallarina uygun olarak hazirlanmis kay-
naklar listesi

« Biitiin sekil, tablo ve grafikler

o Caligmalar, ¢caligmadaki yazarlarin isim ve soy isimle-
ri(calismaya dahil olan tiim yazar isimleri yazilmal1)
ile caligma bashgindaki tiim kelimelerin(baglaclar ha-
ri¢) sadece ilk harfleri biiyiik harf olacak sekilde Der-

gipark sistemine yiiklenmelidir.

Kontrol listesinde belirtilen kosullar1 saglamayan
calismalar icin degerlendirme siireci baslatilamaya-

caktir.
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General Information:

Hippocrates Medical Journal is a scientific journal that
publishes retrospective, prospective or experimental
research articles, review articles, case reports, editorial
comment/discussion, letter to the editor, surgical tech-
nique, differential diagnosis, medical book reviews,
questions-answers and also current issues of medical
agenda from all fields of medicine and aims to reach all
national/international institutions and individuals.

The manuscripts may be related to Emergency Medi-
cine, Forensic Medicine, Family Medicine, Algology,
Anatomy, Anesthesiology and Reanimation, Neurosur-
gery, Pediatrics, Dermatology, Infectious Diseases and
Clinical Microbiology, Physical Medicine and Rehabil-
itation, Medical Physiology, General Surgery, Thoracic
Surgery, Pulmonary Medicine, Ophthalmology, Public
Health, Aviation and Space Medicine, Hematology,
Histology and Medical Embryology, Internal Medicine,
Obstetrics and Gynecology, Cardiovascular Surgery,
Cardiology, Otorhinolaryngology, Neurology, Nuclear
Medicine, Orthopedics and Traumatology, Plastic and
Reconstructive Surgery, Radiation Oncology, Radiol-
ogy, Psychiatry, Sports Medicine, Underwater Medi-
cine and Hyperbaric Medicine, Medical Biochemistry,
Medical Ecology and Hydroclimatology, Medical Phar-
macology, Medical Genetics, Medical Microbiology,
Pathology, Urology disciplines and the subdisciplines
of all the above mentioned disciplines. It also publish-
es articles on traditional and complementary medicine
practices and scientific fields that include multidiscipli-
nary approaches, including biotechnological issues. The
studies related to the disciplines of Dentistry, Nutrition
and Dietetics, Health Care Management will be accept-
ed only if they are related to the Preventive Medicine

topics.

The journal is published three times a year in April, Au-
gust and December. The official languages of the journal

are Turkish and English, but english manuscripts are

XII

preferred. Any processes and submissions about the
journal can be made from the website: https://ojs.
bandirma.edu.tr/index.php/hipokrat-tip or https://der-
gipark.org.tr/tr/pub/hmj Past issues of the journal are

also available at this website.

ScientificPolicies and Ethics Responsibility:

The author(s) undertake(s) all scientific responsibility
for themanuscript. All the authors must actively partic-
ipate in the study. The author(s) guarantee(s) that the
manuscript itself or any substantially similar content of
the manuscript has not been published or is being con-
sidered for publication elsewhere. If the manuscript had
been presented in a meeting before; the name, date and
the province of the meeting should benoted.

The protocol of the clinical investigations must be ap-
proved by the appropriate ethical committee of the re-
lated institution. All manuscripts dealing with human
subjects must contain, in the Materials and Methods
section, a statement indicating that the study has been
approved by the committee or there should be a state-
ment that the research was performed following the
Declaration of Helsinki principles (http://www. wma.
net/e/policy/b3.htm). In research work which includes

humans,

informed consent must be obtained prior to the study
and this should be stated in the text. All papers report-
ing experiments using animals must include a statement
in the Material and Methods section giving assurance
that all animals have received humane care in compli-
ance with the Guide for the Care and Use of Labora-
tory Animals (www.nap.edu/catalog/5140.html) and
indicating approval by the institutional ethical review
board.

Review Process:
The evaluation of the articles submitted to the journal
is done in three stages. In the first stage, articles are as-

sessed in terms of the journal publication standards and
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the articles that do not comply with the writing rules of
journal are rejected. After the article is edited accord-
ing to writing rules of journal, it can be uploaded to the
journal with the same name again. In the second stage,
the article is evaluated by the editorial board in terms of
content and method. The articles that complete the first
two stages are sent to the journalrefereesfor the peer re-
viewprocess. If needed, some questions can be asked to
the authors to answer; or some defaults may have to be
corrected by the authors. The result can be acceptance,
minor revision, major revision, rejection in the current
form, or rejection. Accepted manuscripts are forwarded
for publication; in this stage, all information and data
are checked and controlled properly; the proof of the
article to be published by the journal are forwarded to

the writers for proof reading and corrections.

Copyright Statement:

In accordance with the Copyright Act of 1976, the pub-
lisher owns the copyright of all published articles. All
manuscripts submitted must be accompanied by the
“Copyright Transfer and Author Declaration Statement
form”(with a blue pen and wet signature by all authors)
that is available in https://ojs.bandirma.edu.tr/index.

php/hipokrat-tip and send it through the ojs website.

« Ethics committee approval certificate should be up-
loaded to the system for scientific studies except case
report / series and review articles.

« Studies for which data collection process is completed
before December 2010 will not beaccepted.

« Scientific studies should be uploaded to the DergiPark
system including the names and surnames of the au-
thors (all author names should be written and only the
first letters of all the words (except connectors) in the
title of the study.

« An author can only have one article published in an
issue where she/he is the first author.

« Priority will be given to the works of the authors, who

refer to any study published in the Hippocrates Med-
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ical Journal in their studies published in the journals
indexed in SCI, SSCI, SCIE, ESCI or A & HCI, (in-
formation about the study and the link, if any, should
be stated on the Presentation to the Editor Page and
e-mail to hmj@bandirma.edu.tr).

Priority will be given to studies where it is document-
ed that an assistance has been obtained from profes-
sional institutions or organizations providing academ-
ic editing services in the writing of scientific studies
in English, or in English abstracts of Turkish studies.
Manuscript Preparation

Author number for review articles should not exceed
three.

Author number for case report presentation should
not exceed six.

Articles should be written with double line space in
10 font size and right, left, upper and lower margins
should all be 2.5 cm. Writing style should be Arial.
Manuscripts should be written with Microsoft Word
(including tables)

Abbrevations that are used should be defined in paren-
thesis where the full word is first mentioned.

Cover Letter: Cover letter should be written with Mi-
crosoft Word and should include statements about
manuscript category designation, single-journal sub-
mission affirmation, conflict of interest statement,
sources of outside funding, equipments (if so), ap-
proval for language for articles in English and approval
for statistical analysis for original research articles.
Title Page: Title should be written with Microsoft
Word. Title also should be concise and informative (in
Turkish and English). The title page should include a
list of all contributing authors and all of their affilia-
tions. Positions of authors and names of departments
and institutions to which they are attached and the
province should be written. Supply full correspond-
ence details for the corresponding author, including
phone, mobile phone, ORCID number and e-mail ad-
dress.
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Statistical Note:

« The statistical method that used should be stated in
detail that a knowledgeable reader can confirm the re-
ported results.

« Statistical terms, abbreviations and symbols must be
defined. The computer program and statistical method
that used should be described completely.

« References to the study design and statistical method
should be indicated if possible.

« In the presentation of the results, especially when giv-
ing the average and the percentage, 2 digits should be
used after the comma in the display of the decimal
places (insteadof 112,2, such as112,20 or 112,21).

o The values of p, t and z are exceptions and 3 digits
should be given after the comma (instead of p<0.05,
exact valuelike p=0.001).

« Two digits after comma in non-integer representa-
tions, three digits after comma in the presentation
of statistical values (p, t, z, E chi- square) and in the
presentation of p values, it is necessary to show the ex-
act p value with the test statistic instead of p <0.05 or
p> 0.05 (if this value is less than one thousandth, like
p<0.001 format).

Article Sections:

o The text file should include the title, keywords and
abstract both in Turkish and English, the text of the
article, references, tables (onlyone tablefor one page)
andfigure legends (if any), respectively.

o Within the text file, the names of the authors, any in-
formation about the institutions, the figures and imag-

es (jpeg or gif) should be excluded.

Original ResearchArticles:

Abstract: Turkish and English abstracts should be given
with the title of the study.

Abstracts should be divided into Objective, Materials
and Methods, Results and Conclusion and should not
exceed 250 words.

Keywords: Turkish keywords should be indicated after
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the Turkish abstract and English keywords should be
indicated after the English abstract.

Introduction: In the last paragraph of the introductory
section, there should be a specific sentence that states
the purpose of the study.

Materials and Methods: The type of research, ethical
issues (the institution, date and number from which
the ethical approval was obtained) , statistical analysis
methods used should be specified.

Results Discussion References

On the last page of the article, the institution, date and
number of which the ethical consent was obtained

should also be specified.

Case Report/SeriesArticles:

Abstract: Turkish and English abstracts should be given
with the title of the article. Abstracts

should be single-paragraph and must be 100- 150 words.
Keywords: Turkish keywords should be indicated after
the Turkish abstract and English keywords should be
indicated after the English abstract.

Introduction Case report Discussion References

*In case reports, informative volunteer / consent form

should be included in the article.

Review Articles:

Abstract: Review abstracts should be short and single
paragraph, 100-150 words on average, non- sectioned
and Turkish (and English) or English only.

Keywords: Turkish keywords should be indicated after
the Turkish abstract and English keywords should be
indicated after the English abstract.

Introduction

Topic related titles Conclusion References

Letter to the Editor:

Letters should not exceed 500 words, excluding refer-
ences. There is no need to Turkish and English abstracts.
The number of references should be limited to 5. A let-

ter can be written by up to 4 authors. Letters to the edi-
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tor are excluded from the peer review process. However,
the editor may ask the authors to respond to the letter

when necessary.

Keywords:

o They should be minimally 3 and maximally 6 and
should be written in Turkish and English.

o The words should be separated by semicolon (;), from
each other.

« English key words should be appropriate to “Medical

Subject
e Headings  (MESH)”  (www.nlm.nih.gov/mesh/
MBrowser.html).

o Turkish key words should be appropriate to “Turkey

Science Terms” (www.bilimterimleri.com)

References:

The authors are required to cite only those references
that they can submit to the Journal in the event they
are requested to do so. References in the text should be
numbered in parentheses ( ) at the end of the sentence
and should be listed on a separate page, double-spaced,
sequentially in numerical order. All authors should be
listed if six or fewer, otherwise list the first six and add
the et al. Journal abbreviations should conform to the
style used in the Cumulated Index Medicus (www.icm-
je.org). Onlylist the literaturethat is published, in press
(with the name of the publication known) or with a doi
number in references. It is preferred that number of ref-
erences do not exceed 50 for research articles, 100 for

reviews and 20 for case reports.

Follow the styles shown in examples below (please give
attention to punctuation): References should be written
according to the Vancouver reference style.

Example: Baser A, Eliagik S, Baykam MM, Tan FU.
Clinical Manifestations of Overactive Bladder With Mi-
graine as a Comorbidity: A Prospective Cross-Sectional
Study. Int Neurourol J. 2020;24(4):375-381. https://doi.
org/10.5213/inj.2040186.093.
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Format for books; initials of author’s names and sur-
names, chapter title, editor’s name, book title, edition,
city, publisher, date and pages. Example: Vissers R],
Abu-Laban RB. Acute and Chronic Pancreatitis. In:
Tintinalli JE, Kelen GD, Stapczynski JS (eds.), Emer-
gency Medicine: A comprehensive Study Guide. 6 st ed.
New York: McGraw- Hill Co; 2005. p.573-77.

Format for on-line-only publications; DOI is the only

acceptable on-line reference.

Figures, Pictures, Tables and Graphics:

« All figures, pictures, tables and graphics should be cit-
ed at the end of the relevant sentence.

« Explanations about figures, pictures, tables and graph-
ics must be placed at the end of the article.

« Figures, pictures/photographs must be added to the
system as separate .jpg or .gif files.

« The manuscripts containing color figures/pictures/ta-
bles would be published, if accepted by the Journal. In
case of publishing colorful artwork, the authors will be
asked to pay extra printingcosts.

o All abbrevations used, must be listed in explanation
which will be placed at the bottom of each figure, pic-
ture, table and graphic.

« For figures, pictures, tables and graphics to be repro-
duced relevant permissions need to be provided. This
permission must be mentioned in the explanation.

« Pictures/photographs must be in color, clear and with

appropriate contrast to separate details.

Conflict of Interest:
If any of the writers have a relationship based on self-in-

terest, this should be explained.

Acknowledgment:

Only acknowledge persons and institutions who have
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a writer of the paper.

Checklist for Submitted Articles:

o Articles must be complete.
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« They must include the following:

« Cover Letter

« Title Page

o Article sections

o Turkish and English titles

o Abstract (250 words) (Turkish and English)

» Keywords (minimum 3; maximum 6)

o Article divided into sections appropriate (Introduc-
tion, Materials and Methods, Results, Discussion,
Conclusion)

« Complete and accurate references and citations

« List of references styled according to “journal require-
ments”

« All figures (with legends) and tables (with titles) cited.

* “Copyright Form” signed by the responsible author
(with a blue pen and wet signature)

Manuscripts lacking any of the above elements will be

rejected from the review process.
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Abstract

Introduction  Gastrointestinal system bleeding is usually an emergency clinical situation. Mortality in upper gastrointestinal system bleeding is between 5-12%. In this study, we aimed
to examine systematically the endoscopic findings of patients followed up in the internal medicine service with upper gastrointestinal bleeding.

Materials Patients who applied to the Bandirma Training and Research Hospital internal medicine service between January 2020 and November 2021 and were hospitalized due to
and Methods  upper gastrointestinal bleeding were included in the study. Age, gender, length of stay and endoscopy findings were evaluated.

Results A total of 154 patients were included in the study. Patients with lower gastrointestinal tract and esophageal variceal bleeding were excluded from the study. Of the patients
presenting with upper gastrointestinal bleeding, 28% were female and 72% were male. The mean age of the patients was 61.23+15.37 years. According to the Forrest
endoscopic classification, in males, 5 patients (4.50%) were grade Ta, 15 patients (13.51%) were grade Ib, 13 patients (11.71%) were grade Ila, 9 patients (8.11%) were grade
1Ib, and 69 patients (62.16%) were stage III was detected in women, 3 patients (6.98%) stage Ia, 8 patients (18.60%) stage Ib, 4 patients (9.30%) stage IIb and 28 patients
(65.12%) stage I11. The mean hospital stay of these patients was 8.20+4.42 days. 30-day mortality was detected in 7 patients (4.54%).

Conclusion Gastrointestinal bleeding still remains an important cause of mortality. Male gender and advanced age are important risk factors for gastrointestinal bleeding. In addition
to these, the presence of comorbid disease; increases the length of treatment and hospitalization needs of patients.

Keywords Gastrointestinal system, Bleeding, Endoscopy, Forrest classification
Ozet
Amag Gastrointestinal sistem kanamasi genellikle acil bir klinik durumdur. Ust gastrointestinal sistem kanamalarinda mortalite 5-12% arasindadir. Bu ¢alismada i¢ hastaliklari

servisinde tist gastrointestinal kanamast ile takip edilen hastalarin endoskopik bulgularinin sistematik olarak incelenmesini amagladik.

l(jfr? V‘; Ocak 2020-Kasim 2021 tarihleri arasinda Bandirma Egitim ve Aragtirma Hastanesi dahiliye servisine bagvuran ve iist gastrointestinal sistem kanamasi nedeniyle yatirilan

ontemte hastalar galigmaya dahil edildi. Yas, cinsiyet, yatis siiresi ve endoskopi bulgular1 degerlendirildi.

Bulgular Caligmaya toplam 154 hasta dahil edildi. Alt gastrointestinal sistem ve 6zofagus varis kanamast olan hastalar galisma dist birakildi. Ust gastrointestinal sistem kanamast
ile bagvuran hastalarin 28%'i kadin, 72%si erkekti. Hastalarin yas ortalamasi 61.23+15.37 yil saptandu. Forrest endoskopik siniflamasina gére erkeklerde 5 hasta (4.50%)
derece Ia, 15 hasta (13.51%) derece Ib, 13 hasta (11.71%) derece 1la, 9 hasta (8.11%) derece IIb, 69 hasta (62.16%) kadinlarda evre III, 3 hastada (6.98%) evre Ia, 8 hastada
(18.60%) evre Ib, 4 hastada (9.30%) evre IIb ve 28 hastada (65.12%) evre IIT saptand1. Bu hastalarin ortalama hastanede kalis stireleri 8.20+4.42 giindii. 7 hastada (4.54%)
30 giinliik mortalite saptandi.

Sonug Gastrointestinal sistem kanamasi hala 6nemli bir mortalite nedeni olmaya devam etmektedir. Erkek cinsiyet ve ileri yas, gastrointestinal sistem kanamas igin 6nemli risk
faktorleridir. Bunlara ek olarak komorbid hastalik varligi; hastalarin tedavi siiresini ve yatis ihtiyaglarini artirir.

Anaht

mf ar Gastrointestinal sistem, Kanama, Endoskopi, Forrest siiflamast
Kelimeler
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INTRODUCTION

Acute upper gastrointestinal tract (GIS) bleeding
is defined as bleeding in the upper gastrointestinal tract
from the esophagus to the ligament of Treitz (1). In stu-
dies, the incidence of upper GI bleeding in the community
was determined to be 40-150 per 100,000 per year (2). It
may present with clinical situations changing from massi-
ve bleeding that can lead to shock and death, to occult ble-
eding that leads to iron deficiency anemia through chronic
blood loss (3).

Peptic ulcer bleeding is one of the most common reason
of upper GI bleeding. Approximately half of patients with
peptic ulcer experience gastrointestinal bleeding at some
point in their lives (4). Endoscopic approaches have an im-

portant place in bleeding control (5,6).

Emergency endoscopy is required as soon as possible after
hemodynamic stability is achieved or in patients presen-
ting with stable vital signs. After hemodynamic stabiliza-
tion, upper endoscopy is the most appropriate evaluation
method in patients with upper GI bleeding, and it provi-
des hemostasis as well as detecting the focus of bleeding in
more than 90% of the cases (6).

Endoscopy not only gives information about which lesion
bleeds when two lesions are detected, for example, in the
presence of gastric and duodenal ulcers or in the presence
of esophageal varices and duodenal ulcers (1/3 of varicose
cases may bleed from non-variceal causes), it also provi-
des information about the presence of active bleeding and
the risk of rebleeding. Forrest classification is used to de-
termine the risk of recurrence of bleeding in endoscopic
imaging (7) (Table 1).

Table 1. Forrest classification.

Acute haemorrhage

Forrest Ia Active spurter

Forrest Ib Active oozing

Signs of recent haemorrhage

Forrest ITa Non-bleeding visible vessel

Forrest IIb Adherent clot

Flat pigmented haematin on

F 1I
orrest Ilc ulcer base

Lesions without active bleeding

Forrest 111

Clean-based ulcer

In this study, we aimed to systematically examine the en-
doscopic findings of patients who were followed up in the
internal medicine service with upper GI bleeding and un-

derwent emergency upper GI endoscopy.

MATERIAL and METHODS

Our study included 154 patients who admitted to the
emergency department of a tertiary education and resear-
ch hospital between January 2020 and November 2021 due
to upper GI bleeding and were hospitalized and followed
up by the internal medicine clinic and underwent emer-
gency endoscopic intervention. The files of these patients
were reviewed retrospectively. Those with insufficient data
were not included in the study. Age, gender, length of stay
and prognosis of the patients were considered in the eva-
luation. Frequency of use of aspirin, warfarin, steroid and

nonsteroidal anti-inflammatory drugs were determined.

Informed Consent and Ethics Committee Decision

All patients included in the study were informed about
the possible complications of the pre-procedure procedure
and a written consent form was obtained. Institutional ap-
proval was obtained from Bandirma Training and Resear-
ch Hospital. The study was conducted in accordance with

the Declaration of Helsinki.
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Statistical analysis

Statistical Package for the Social Sciences (SPSS 21 Inc.,
Chicago, IL, USA) computer program was used for bios-
tatistical analyses. Mean values were presented with stan-
dard deviation, and median values, with minimum-maxi-
mum and mean rank. Values below p <.05 were considered

statistically significant.
RESULTS

A total of 154 patients were included in the study. Patients
with lower gastrointestinal bleeding and esophageal vari-
ceal bleeding were excluded from the study. Of the patients
presenting with upper GI bleeding, 43 (28%) were female
and 111 (72%) were male (Figure 1). The mean age of the
patients was 61.23+15.37.

Of the patients, 34 (22.07%) had cardiovascular diseases,
12 (7.79%) kidney diseases, 7 (4.54%) central nervous
system diseases, 4 (2.59%) liver diseases, 6 (3.89%) pa-
tients lung diseases, 2 (1.29%) liver diseases and 1 patient
(0.64%) other cancers (Table 2).

Table 2. Table of distribution of co-morbidities of patients included in

the study.

Co-Morbidite Number (n) Percentil (%)
Cardiovascular diseases 34 22.07
Kidney diseases 12 7.79
dCizrelgzls nervous system ” 454
Liver diseases 4 2.59
Lung diseases 6 3.89
Liver diseases 2 1.29
Other cancers 1 0.64

Drug induced bleeding determined. Such drugs were used
by 57 (37.03%) of the patients. 18 (11.69%) of the patients
used nonsteroidal anti-inflammatory drugs (NSAID), 21
(13.63%) aspirin, 7 (4.55%) aspirin+NSAIDs. Bleeding
was attributed to warfarin use in 5 patients (3.25%) and

steroid use in 6 patients (3.89%). (Table 3).

Table 3. Distribution of anti-coagulant drugs used by the patients inc-
luded in the study.

Drug Used Number (n) Percentil (%)
Anti-Coagulant 97 62,97
Drugs Not Used
NSAID 18 11,69
Aspirin 21 13,63
NSAID+Aspirin 7 4,55
Warfarin 5 3,25
Steroid 6 3,89

In the examination of endoscopic findings according to
the Forrest endoscopic classification; In males, 5 patients
(4.50%) Forrest Ia, 15 patients (13.51%) Forrest Ib, 13 pa-
tients (11.71%) Forrest Ila, 9 patients (8.11%) Forrest IIb
and 69 patients (62.16%) Forrest III were detected, while
in women 3 patients (6.98%) Forrest Ia, 8 patients (18.60)
Forrest Ib, 4 patients (9.30%) Forrest IIb, and 28 patients
(65.12%) Forrest III (Figure 2).

Figure 1. Distribution of patients included in the study by gender.

Gender

= Female = Male

Figure 2. Evaluation of patients according to Forrest endoscopi
classification.

60

50
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Forrest la Forrest Ib Forrest lla Forrest lib Forrest

W Female mMale

The mean hospital stay of these patients was found to be
8.20+4.42 days. 30-day mortality was detected in 7 pa-
tients (4.54%).
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DISCUSSION

GI bleeding is a life-threatening health problem that is
frequently encountered in internal medicine clinics. Up-
per GI bleeding is defined as bleeding into the lumen
between the upper esophageal sphincter and the duodenal
segment terminating at the ligament of Treitz. The severity
of the bleeding can range from a subclinical occult blee-
ding to massive bleeding, from chronic anemia to acute
hypovolemic shock (8). There are many causes of upper GI
bleeding that vary according to age. GI bleeding secondary
to peptic ulcer, esophagitis and gastritis is more common
in the elderly and constitutes 70-90% of hospitalizations
due to upper GI bleeding in this age group (9).

Various studies have been conducted to determine which
patients have an increased risk for bleeding before emer-
gency endoscopic intervention in patients admitted to the
internal medicine service with the diagnosis of severe up-
per GI bleeding (10). Risk factors for upper GI bleeding
include advanced age, comorbid diseases such as chronic
kidney failure and chronic liver disease, nonsteroidal an-
ti-inflammatory drugs, steroid drugs, anticoagulant dru-
gs, smoking and alcoholism (11). Mortality rates increase
with age, kidney failure, liver failure, heart diseases, and
concomitant conditions such as malignancies (12). Des-
pite endoscopic and angiographic advances in treatment,
upper GI bleeding is still an important reason of mortality
and morbidity (13).

While NSAIDs increase gastric acid secretion by inhibi-
ting prostaglandin synthesis, they cause an increase in
leukotriene concentration, which causes mucosal damage,
by inhibiting the cyclooxygenase enzyme that plays a role
in arachidonic acid and prostaglandin metabolism (14). In
the study of Gisi et al., bleeding was detected in 17.5% of
duodenal ulcer patients using NSAIDs (15). It is known
that the use of warfarin or the use of new generation oral

anticoagulants are predisposing factors for GI bleeding

(16). A.J. Singer et al. evaluated patients using warfarin
and new generation oral anticoagulants in terms of GI ble-
eding. They found that there was no significant difference
between these groups in terms of bleeding probability and

mortality (17).

Early upper endoscopy (within 24 hours of patient admis-
sion) is recommended in most patients with upper gastro-
intestinal bleeding because it confirms the diagnosis and
allows for targeted endoscopic therapy. This results in re-
duced morbidity, length of hospital stay, risk of recurrent
bleeding, and the need for surgery (18). In recent years,
almost blind surgical interventions have been left behind,
thanks to the development of endoscopic treatment met-
hods (heater-probe, laser photocoagulation, sclerothe-
rapy) applied in gastrointestinal bleeding (19). Among the
endoscopic treatments; Epinephrine injection, thermoco-
agulation, application of clips, and taping are all found to

be similarly effective (20).

Negative consequences of gastrointestinal bleeding are
rebleeding and death. Most deaths are associated with
increased decompensation of concomitant medical condi-
tions with acute bleeding. In approximately 80% of acute
upper GI bleedings, bleeding stops spontaneously without
recurrence (21). Mortality and morbidity occur in 20% of
patients whose bleeding does not stop or recurs (22). It is

important to identify these high-risk patients.

CONCLUSION
GI bleeding still remains an important cause of mortality.
Male gender and advanced age are important risk factors
for GI bleeding. Early upper endoscopy results in reduced
morbidity in most patients with upper gastrointestinal ble-

eding.

The study has never been presented anywhere before.
Funding: No funding declared.
Conflicts of interest/Competing interests: All authors no

conflict of interest/competing interests.
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Abstract

Introduction The micronucleus (MN) formation in the peripheral blood lymphocytes can be usable as a biomarker for the risk of cancer development. In
this study, we aimed to evaluate the relationship between the MN formation in peripheral lymphocytes and the development of malignancy
in renal transplant patients.

Materials and ~ Ten renal transplant patients with post-transplant malignancy were included in the study. The control group with renal transplantation

Methods consisted of 15 age and sex matched renal transplant patients without post-transplant malignancy. The healthy control group consisted of 12
individuals who had similar age and sex ratios as the other two groups. The cytokinesis-block micronucleus (CBMN) assay was used for MN
analysis.

Results The number of MN in mononuclear cells was significantly higher in renal transplant patients with or without malignancy than in healthy

controls [7.5 (2.0-11.0), 5.0 (0-12.0), and 1.0 (0-9.0), respectively, p<0.001]. Similarly, the number of MN in binuclear cells was significantly
higher in renal transplant patients with or without malignancy than in healthy controls [54.0 (8.0-199.0), 32.0 (0-182.0), and 10.0 (2.00-
29.00), respectively, p<0.001]. Although the difference was not statistically significant, the number of MN both in mononuclear cells and in
binuclear cells was higher in renal transplant patients with malignancy than renal transplant patients without malignancy.

Conclusion Increase in the number of MN in mononuclear and binuclear cells may be a promising biomarker for malignancy development after renal
transplantation.

Keywords Renal Transplantation; Micronucleus; Malignancy; Cytogenetic Damage; Cytokinesis-Block Micronucleus Assay

Ozet

Amag Periferik kan lenfositlerinde mikroniikleus (MN) olusumu kanser gelisme riski i¢in bir biyobelirteg olarak kullanilabilir. Bu ¢aliymada bébrek
nakli hastalarinda periferik lenfositlerde MN olusumu ile malignite gelisimi arasindaki iliskiyi degerlendirmeyi amagladik.

Gereg ve Bu galigmaya bobrek nakli sonrasi malignite gelisen 10 bobrek nakli hastas: alindi. Yas ve cinsiyet uyumlu bébrek nakil sonras: malignite

Yontemle gelismeyen 15 bobrek nakli hastasi bobrek nakli kontrol grubu olarak ¢aligmaya dahil edildi. Ayrica yas ve cinsiyet uyumlu 12 saghkh gonilli

de saglikli kontrol grubu olarak galismaya dahil edildi. MN analizi sitokinez blok MN analizi ile yapildi.

Bulgular Mononiikleer hiicrelerde MN sayis1 malignitesi olan veya olmayan bobrek nakli hastalarinda saglikli goniillilerden anlaml olarak daha
yiiksekti [sirastyla 7.5 (2.0-11.0), 5.0 (0-12.0) ve 1.0 (0-9.0), p<0.001]. Benzer olarak biniikleer hiicrelerdeki MN sayis1 malignitesi olan veya
olmayan bébrek nakli hastalarinda saglikli goniillillerden anlamli olarak daha yiiksekti [sirastyla 54.0 (8.0-199.0), 32.0 (0-182.0) ve 10.0
(2.00-29.00), p<0.001]. Aradaki fark istatistiksel olarak anlamli olmamasina ragmen, hem mononiikleer hiicrelerde hem de biniikleer hiicrel-
erdeki MN sayis1 malignitesi olan bobrek nakli hastalarinda malignitesi olmayan bobrek nakli hastalarindan daha yiiksek saptandu.

Sonug Biniikleer ve mononiikleer hiicrelerdeki artmis MN say1s1 bobrek naklinden sonra malignite gelisimi igin umut vaat eden bir biyobelirteg
olabilir.

Anahtar

. Bébrek Nakli; Mikroniikleus; Malignite; Sitogenetik Hasar; Sitokinez Blok Mikroniikleus Analizi
Kelimeler
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Bobrek nakli yapilan hastalarda malign timor
insidansinin genel popiilasyona kiyasla belirgin sekilde
arttig1 iyi bilinmektedir (1). Hasta popiilasyonunda artan
malignite sikliginin altinda yatan ana neden olarak immii-
nosupresif ajanlarin etkileri gériinmektedir (2). Bobrek
nakli sonrasi gelisen ikincil malignitelerin biyobelirtegler-

le erken teshisi prognoz agisindan gok énemlidir.

Mikrontkleuslar (MN); niikleer boliinme sirasinda ana-
fazda geride kalan kromozom pargalarindan kaynaklanir
(3). Boliinen hiicrelerde mikronukleus olusumu, onaril-
mamis veya yanlis onarilmig DNA lezyonlaria bagl kro-
mozomlamn kirilmasi veya mitotik fonksiyon bozuklugu
nedeniyle kromozomun yanlis béliinmesinin sonucudur
(4). Yiiksek MN frekanss; hiicrelerde ¢esitli ajanlarin ne-
den oldugu sayisal-yapisal kromozom bozukluklarinin
ve somatik hiicrelerde genomik kararsizligin dolayli bir
gostergesi olarak kabul edilir (5). MN tahlili, ¢esitli fizik-
sel-kimyasal ajanlarin genotoksik ve mutajenik potansiyel-

lerini belirlemek i¢in kullanilmistir (6-9).

MN sikliklarinin, hemodiyaliz (HD) programina kayitl
olmayan son donem bobrek yetmezligi (SDBY) olan has-

talarda ve uzun siireli HD programinda olan SDBY has-
talarinda saglikli bireylere gore anlamli derecede yiiksek
oldugu bildirilmistir (10). Benzer sekilde, bobrek nakli
alicilar;, MN testi ile degerlendirilen saghikli deneklerden
daha fazla DNA hasarina sahipti (11). Ancak bildigimiz
kadariyla, malignitesi olan bobrek nakli hastalarinda si-
togenetik hasari aragtiran bir ¢caliyma yoktur. Bu ¢aligmada
bobrek nakli yapilan hastalarda periferik lenfositlerde MN
olusumu ile malignite gelisimi arasindaki iliskiyi degerlen-

dirmeyi amagladik.
MATERYAL VE METOD

Hastalar

Nakil sonrasi malignitesi olan 10 bobrek nakli
yapilan hasta kesitsel ¢aligmaya dahil edildi. Caligmanin
hasta olan kontrol grubu; nakil 6ncesi diyaliz siiresi ve na-
kil sonrasi periyodu benzer olan, nakil sonras: malignitesi
olmayan, yas ve cinsiyet uyumlu 15 bobrek bobrek nakli
yapilmis hastadan olusturuldu. Saglikli kontrol grubu ise,
diger iki grupla benzer yas ve cinsiyet oranlarina sahip 12
kisiden olugturuldu.

Universitenin yerel etik kurulu galisma protoko-
lint onayladi (onay numarast: 2014/123). Tim katilimci-

lar, yazar (E.M) tarafindan ¢alismanin a¢iklanmasindan

Tablo 1: Calisma gruplart arasinda demografik verilerin ve sitogenetik hasar belirteglerinin karsilastirilmast

Bobrek nakilli maligniteli | Bobrek nakilli malignitesiz Saglikli kisiler P
hastalar n:10 hastalar n:15 n: 12

Yas (Yil) 44.1+11.5 40.6 +13.1 49.8 + 8.6 0.131
Cinsisyet (Kadin/Erkek %) 4 (%40)/6 (%60) 10 (%66.7)/5 (%33.3) 6 (%50)/6 (%50) 0.399
Mononiikleer hiicrelerdeki 7.5 (2.0-11.0) 5.0 (0-12.0) 1.0 (0-9.0) <0.001
mikroniikleus sayisi

Biniikleer hiicrelerdeki mik- 54.0 (8.0-199.0) 32.0 (0-182.0) 10.0 (2.00-29.00) <0.001
roniikleus sayisi

Niikleer boliinme indeksi 1.12 (1.06-1.21) 1.12 (1.01-1.27) 1.07 (1.03-1.21) 0.294
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Bobrek nakilli maligniteli hastalar | Bobrek nakilli malignitesiz hastalar
n:10 n:15 ?

Yas (Yil) 44.1 +11.5 40.6 + 13.1 0.131
Cinsiyet (Kadin/Erkek %) 4 (%40)/6 (%60) 10 (%66.7)/5 (%33.3) 0.399
Nakil 6ncesi diyaliz siiresi (Ay) 12.5 (0-118.0) 17.0 (0-111.0) 0.605
Nakil 6ncesi diyaliz tipi 0.870

Hemodiyaliz (%) 6 (%60) 9 (%60)

Periton diyalizi (%) 2 (%20) 4 (%26.7)

Diyaliz tedavisi almadan nakil (%) 2 (%20) 2 (%13.3)
Donor tipi (%) 0.261

Canl1 (%) 6 (%60) 12 (%80)

Kadvra (%) 4 (%40) 3 (%20)
Nakil sonrasi gegen siire (Ay) 103 (17-250) 71 (1-167) 0.285
Viicut kitle indeksi (kg/m?) 252 +4.3 252 +3.7 0.992
Sistolik kan basmci (mmHg) 128 +7 130 + 15 0.652
Diyastolik kan basinci1 (mmHg) 81+8 82+11 0.804
Diyabetes Mellitus varlig: (%) 1 (%10) 2 (%13.3) 0.654
Akut rejeksiyon varligi (%) 2 (%20) 2 (%13.3) 0.532
Sigara Oyiikiisii 0.455

Hig kullanmayan (%) 5 (%50) 8 (%53.3)

Birakmus (%) 4 (%40) 7 (%46.7)

Aktif olarak kullaniyor (%) 1(%10) -

Tablo 2: Bébrek nakli yapilmis gruplar arasinda demografik ve klinik parametrelerin karsilagtiriimasi

sonra yazili bilgilendirilmis onamlarini vermisti.
Hastalarin son kontroliinde tam kan sayimi, glukoz, se-
rum lipidleri, kan tre nitrojeni (BUN), serum kreatinin,
iirik asit, kalsiyum, fosfor, albiimin ve proteiniiri diizeyleri
kaydedildi. Ayrica bobrek nakli yapilmig hastalarda kilo
ve boy, demografik veriler, bobrek hastaliginin nedeni, im-
minosupresif protokol, diyaliz siiresi, sistolik- diyastolik
kan basinglar1 ve bobrek donér tipi gibi viicut dl¢tileri kay-
dedildi. Tahmini glomeriiler filtrasyon hizi (eGFR), Kro-
nik Bobrek Hastaligi Epidemiyoloji (CKD-EPI) formii-
lasyonu temelinde bir ¢evrimigi hesaplayici ile hesaplandi
(12). Kan ornekleri alindiginda hastalarin hicbiri diyalize
bagimh degildi. Viicut kitle indeksi (VKI); agirligin (kg),
boyun metrekaresine (m2) béliinmesiyle hesaplandu.
Mikroniikleus Tahlili

Tiim deneklerden MN analizi i¢in bes mililitre heparinize
vendz kan 6rnegi alindi ve toplanan kan 6rnekleri en geg

4 saat icinde MN analizi i¢in kiltiir ortamina alindi. MN

hazirlanmasinda Fenech yontemi kullanildi. MN analizi
i¢in sitokinez blok mikroniikleus (CBMN) tahlili kullanil-
di (3).

Heparinize tam kan 6rnekleri; %20 buzag1 serumu, %2 fi-
tohemaglutinin, L-glutamin ve penisilin/streptomisin ige-
ren 5 mL Roswell Park Memorial Institute (RPMI)-1640
ortaminda kiltiire alindi. MN analizi i¢in 6rnekler kiltar
ortamina alindiktan 44 saat sonra iki ¢ekirdekli hiicreler
elde etmek tizere her kiltiire sitokalasin B (3 mg/mL) ilave
edildi ve hiicrelerin 28 saat daha biiylimesine izin verildi.
Hiicre kiltirleri 72 saat sonra santrifiijleme ile toplandi.
Tiipler 1400 devirde 6 dakika santrifiij edildi, stipernatant
atild1 ve hiicreler daha sonra 3 dakika boyunca 37 °Cde
5 ml'lik bir hipotonik potasyum kloriir ¢ozeltisine maruz
birakild.

Karisim yeniden siispanse edildikten sonra soguk meta-
nol-buzlu asetik asit (3:1) karigimi i¢inde sabitlendi ve iki

kez taze sabitleyici i¢inde iyice yikandi. MN olusumunu
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Bobrek nakilli maligniteli hastalar Bobrek nakilli malignitesiz p
n:10 hastalar n:15
Kan beyaz kiire sayis1 (/mm3) 8210 + 1890 7470 + 2440 0.428
Hemoglobin (g/dL) 125+1.8 128 +1.8 0.627
Glukoz (mg/dL) 87 (53-112) 89 (71-219) 0.261
Total kolesterol (mg/dL) 176 + 44 180 + 35 0.792
Trigliseride (mg/dL) 130 (67-400) 150 (44-343) 0.643
Diisiik dansiteli lipoprotein (mg/dL) 90 + 33 92 +22 0.855
Yiiksek dansiteli lipoprotein (mg/dL) 46 + 26 54 + 17 0.352
Urik asid (mg/dL) 6.9 +2.2 57+ 1.8 0.182
Diizeltilmis kalsiyum (mg/dL) 9.0 (8.0-9.9) 9.3 (6.7-9.8) 0.495
Fosfor (mg/dL) 30+1.2 3.1+0.6 0.700
Serum albumin (g/dL) 4.3 (3.0-4.6) 4.4 (3.7-4.7) 0.144
Glomerular filtration hizi (mL/dk) 56.3 + 34.1 75.9 + 29.8 0.141
Proteiniiri (mg/giin) 480 (93-5400) 188 (64-1875) 0.144

Tablo 3: Bobrek nakli yapilmis gruplar arasinda biyokimyasal parametrelerin karsilastirilmas

ve niikleer boliinme indeksini (NBI) incelemek igin lam-
lar hazirlandi. Sabitlenen hiicreler, 37 °Cde kurutulan, %5
Giemsa boyast ile 8 dakika boyunca boyanan ve ardindan
ardindan 151k mikroskobunda 40x ve 10x biiyiitmede in-
celenen lamlara damlatildi. Tim lamlar kodland1 ve kor-
lemesine okundu. Hazirlanan numunelerdeki 1000 hiicre,
her lam i¢in skorlandi. MN’lu biniikleer ve mononiikleer
hiicre sayisi belirlendi. MN tanimlamasi Fenech kriterle-
rine gore yapildi (3). Ayrica NBI, Eastmond ve Tucker'in

yontemine gore hesaplandi (13).
ISTATISTIKSEL ANALIZ

Istatistiksel analiz igin SPSS 15.0 istatistik yazi-
lim1 kullanildi. Degiskenler gérsel (histogramlar, olasilik
grafikleri) ve analitik yontemler (Kolmogorov-Smirnov/
Shapiro-Wilk testi) kullanilarak normal dagilima sahip
olup olmadiklarini belirlemek i¢in analiz edildi. Nicel de-
giskenler uygun oldugunda ortalama + SD (standart sap-
ma) ve medyan (minimum/maksimum) olarak, nitel de-
giskenler ise say1 (ylizde) olarak ifade edilmistir. Normal
dagilim gosteren nicel degiskenleri karsilagtirmak i¢in Stu-
dent-T testi, anormal dagilim gosteren nicel degiskenlerde
ise iki grup arasindaki kargilagtirmalar Mann-Whitney U
testi kullanildi. Kategorik (nitel) degiskenler arasindaki
iligki Ki-kare testi kullanilarak degerlendirildi. ikiden fazla

grupta normal dagilim gosteren nicel degiskenleri karsi-
lagtirmak igin tek yonlil varyans analizi (ANOVA) kulla-
nildi. Farkliliga neden olan gruplari belirlemek i¢in Schef-
fe testi yapildi. Ug grup arasindaki parametrik olmayan
degiskenler Kruskal-Wallis testi ile karsilastirildi. Farka
neden olan gruplari belirlemek i¢in Bonferroni diizeltmeli
Mann-Whitney U testi yapildi. Bir p-degeri, 0,05’ten kii-
¢itk oldugunda anlaml kabul edildi.

BULGULAR

Gruplar aras1 demografik degiskenler ve sitoge-
netik hasar gostergelerinin karsilagtirilmasi Tablo 1de
verilmistir. Yas, cinsiyet ve NBI agisindan 3 grup arasinda
anlaml fark yoktu. Hem mononiikleer hiicrelerde hem de
biniikleer hiicrelerde MN sayis1 agisindan gruplar arasin-
da anlamli fark vardi. Bu sayilar, malignitesi olan veya ol-
mayan bobrek nakli hastalarinda saglikli kontrollere gore
daha yiiksekti. Fark istatistiksel olarak anlamli olmasa da,
hem mononiikleer hiicrelerde hem de biniikleer hiicreler-
de MN sayisi, malignitesi olan bobrek nakli hastalarinda,
malignitesi olmayan bobrek nakli hastalarina gére daha
yiiksekti.

Tablo 2, bobrek nakli yapilmis malignitesi olan ve olma-
yan gruplar arasindaki demografik verilerin ve klinik 6zel-

liklerin istatistiksel analizini gostermektedir. Nakil 6ncesi
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Mononiiklere Biniiklere Malignite tanist
Hastalar | hiicrelerdeki MN | hiicrelerdeki MN Malignite tipi SFX;)Z‘SI e sonrasi gegen siire | Malignite tedavisi | Malignite durumu
sayist say1s1 (Ay)
H1 6 133 DBBHL 18 6 R-CHOP* Aktif hastalik
Servikal epider- Radikal histerek-
H2 8 113 . P 204 96 tomi ve pelvik lenf Remisyon
moid karsinom | .
nodu diseksiyonu
Cilt bazal hiicreli Cerrahi eksizyon + .
H3 8 133 karsinom 110 34 mTOR inhibitor Remisyon
R-CHOP + im-
H4 2 199 DBBHL 190 104 miinsupresif tedavi Remisyon
doz azaltimr**
H5 6 41 Yiiksek dereceli 132 85 TUR + mIOR in- Remisyon
mesane karsinomu hibitor
Cilt skuaméz Cerrahi eksizyon +
Heé 11 58 L . 250 99 immiinsupresif doz Remisyon
hiicreli karsinom e
azaltimy
. . Cerrahi eksizyon +
H7 5 8 Cl}t adgnmdAbazal 45 39 immiinsupresif doz Remisyon
hiicreli karsinom e
azaltimy
H8 11 18 Bollzrek hiicreli 17 10 Radikal nefrektomi Remisyon
arsinom
HO 7 50 ParaFiroid kar- 9% 5 Total parati‘roidek— Remisyon
sinomu tomi
Polipectomi +
H10 8 16 Rektum noroen- 93 11 mTOR inhibitor + Remisyon
dokrin karsinom immiinsupresif te-
davi doz azaltim1**

Tablo 4: Mononiikleer hiicrelerdeki ve biniikleer hiicrelerdeki mikroniikleus sayist ve malignitesi olan bobrek nakli yapilmis hastalarin malignitesine iliskin veriler

*R-CHOP kemoterapisi devam etmekteydi ve immunsupresif tedavi kesilmisti** Akut rejeksiyonu onlemek icin verilen immiinsupresif tedavi kemoterapi verildigi siire
boyunca kesilmisti.*** Hastaya mTOR inhibitérii baslandi ancak yan etki nedeniyle ilag kesildi. DBBHL: Diffiiz Biiyiik B Hiicreli Lenfoma R-CHOP: Rituksimab-sik-
lofosfamid, doksorubisin, vinkristin, prednizolon TUR: Transiiretral rezeksiyon mTOR: Rapamisin hedefi

diyaliz siiresi de dahil olmak tizere demografik ve klinik
parametreler agisindan iki grup arasinda anlaml bir fark
yoktu (p >0.05).

Tablo 3, bobrek nakli yapilmig malignitesi olan ve olmayan
gruplar arasindaki biyokimyasal parametrelerin kargilag-
tirmasini gdstermektedir. ki grup arasinda biyokimyasal
parametreler agisindan anlaml fark yoktu (p >0.05).
Tablo 4, mononiikleer hiicreler ve biniikleer hiicrelerdeki
MN sayisint ve maligniteye sahip her bobrek nakli yapil-
mis hastalanin malignitesi hakkindaki verileri goster-
mektedir. Nakil sonrasi malignite tipi olarak; 3 hastada
(%30) deri kanseri, 2 hastada (%20) Hodgkin dis1 lenfoma
(NHL), 1 hastada (%10) serviks kanseri, 1 hastada (%10)
mesane kanseri, 1 hastada paratiroid kanseri (%10), 1 has-
tada bobrek hiicreli karsinom ve 1 hastada (%10) noroen-
dokrin timor vardi. Maligniteli 9 hasta remisyondayken,

NHL tanisi olan 1 hastada aktif malignite vardi.
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TARTISMA

Kendiliginden veya genotoksik maruziyete yanit
olarak ortaya ¢ikan MN, mitoz sirasinda iki yavru ¢ekir-
dege dahil edilemeyen periferik parcalardan veya boliin-
memis kromozomlardan olursur. MN testi sitogenetik ha-
sar gostergesi olarak yaygin olarak kullanilmaktadir (14).
Daha 6nce yapilmis olan ¢aligmalarda T-lenfositlerin ya-
rilanma Omiirleri ve ortalama 6miirleri sirasiyla 3 yil ve 4
yil olarak bildirilmistir (15-17). Kiltiirlenmis insan lenfo-
sitlerindeki spontan veya temel MN frekanslari, dolagim-
daki lenfositlerin 6mrii boyunca gelisen kiimiilatif genetik
hasarin bir indeksini gosterir. Genetik kararsizlik, olgun
lenfositlerin kaynaklandigi kok hiicrelerde biriken mu-
tasyonlar1 da yansitabilir (15). CBMN testinin kanser risk
degerlendirmesi i¢in umut verici bir yontem oldugu bildi-
rilmistir (18,19). MN testi baslica kromozomlarr etkileye-
bilecek fiziksel etkenlerin (ultraviyole 1inlar1 ve radyasyon

gibi) ve her tirlt kimyasal maddenin genotoksik ve kar-
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sinojenik potansiyellerinin tespitinde, ilaglarin piyasaya
stirilmeden once toksik etkilerini ve giivenilirligini aras-
tirmada, kanserden korunmada ve kanserin izlenmesinde
bir biybelirte¢ testi olarak yaygin kullanilmaktadir (19).
Kanser gelisimi icin bu tiir yiiksek risk gruplarindan biri
de, akut allogreft reddinin 6nlenmesi i¢in immiinosupre-
sif ajan alan bobrek nakli alicilaridir. Daha 6nce yapilmis
calismalarda akciger, endometrium, serviks, tiroid gibi
cesitli kanserleri olan hastalarin mononiikleer ve/veya bi-
niikleer lenfositlerdeki MN sayisinin saglikli bireylere gore
anlamli derecede yiiksek oldugu gosterilmistir (18,20-23).
MN tahlili, radyasyona maruz kalmanin sitogenetik etki-
lerinin aragtirilmast i¢in de kullanilmistir. Mikhalevich ve
ark. Cernobil felaketinden dolay1 kronik olarak radyasyo-
na maruz kalan ¢ocuklarin lenfositlerindeki sitogenetik ve
mutasyonel etkileri arastirmiglar ve mononiikleer hiicre-
lerde MN frekansinin, radyasyona maruz kalan gocuklar-
da, maruz kalmayan ¢ocuklara gére anlamli derecede daha
yiiksek oldugunu bulmuglardir (24). Benzer sekilde MN
tetkiki bas ve boyun kanserli hastalarda radyoterapinin si-
togenetik hasarini degerlendirmek i¢in de kullanilmigtir.
Mononiikleer ve biniikleer lenfositlerdeki MN sayisinin,
bas ve boyun kanserli hastalarda saglikli gruba gére 6nem-
li 6lgtide daha yiiksek oldugu bulunmustur (25).

Bobrek nakil sonrasi akut rejeksiyonu 6nlemek i¢in takro-
limus, siklosporin A, mikofenolat mofetil ve sirolimus gibi
immiinosupresif ilaglar kullanilmaktadir. Oliveira ve ark.
CBMN testini kullanarak insan lenfosit kiiltiirlerinde bu
ajanlarin mutajenik etkilerini arastirmis ve mikofenolat
mofetil veya takrolimus ile desteklenmis kiiltiirlerin sol-
vent kontrollerine kiyasla daha yiiksek miktarlarda MN
gosterdigini bulmustur. Kiltiirlere siklosporin A eklen-
mesi de MN sayisinda artisa neden olmustur. Ote yandan,
sirolimusun klinik olarak gerekli kan diizeylerinin tizerin-
deki yiiksek konsantrasyonlarda MNyi indiikleyebilecegi
gozlemlenmistir. Saglikli kisilerle karsilastirildiginda, bob-
rek nakli yapilan hastalarda immiinosupresif ajanlarin MN
sikliginda 6nemli bir artisa yol agtigr gosterilmistir (26).
MN frekanslarinin, hem diyaliz 6ncesi bobrek yetmezligi

hastalarinda hem de uzun siireli HD programinda olan
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hastalarda saglikli bireylere gére anlamli derecede yiik-
sek oldugu gosterilmistir (10). Ayrica diyalizde gegirilen
stire ile MN sayis1 arasinda lineer bir iligki vardir. Ayrica,
bobrek nakli yapilmis hastalarda immiinosupresif teda-
vi 6nceki kronik bobrek hastaliginin genotoksik hasarini
artirir. Bu durum hasta popiilasyonundaki yiiksek kanser
riskinden sorumlu olabilir (27).

Bizim ¢alismamizin sonuglar1 da literatiirle uyumluydu.
Hem mononiikleer hiicrelerdeki hem de biniikleer hiic-
relerdeki MN sayisi, immiinosupresyon altindaki bobrek
nakli hastalarinda saglikli kontrollere gére anlamli derece-
de yiiksek bulundu. Ancak hem mononiikleer hiicrelerde-
ki hem de biniikleer hiicrelerdeki MN sayis1 agisindan ma-
lignitesi olan ve malignitesi olmayan bobrek nakli hastalar:
arasinda istatistiksel olarak anlamli bir fark yoktu. Ote
yandan, hem mononiikleer hiicrelerdeki hem de bintikleer
hiicrelerdeki MN say1s1, malignitesi olan bobrek nakli has-
talarinda malignitesi olmayanlara gore sayisal olarak daha
yiiksekti. Bu tip 2 istatistiksel hatadan kaynaklaniyor gibi
gortinmektedir. Yani hasta sayisi artirilirsa fark istatistiksel
anlamliliga ulasabilir.

Daha 6nce yapilmis ¢alismalarda radyoterapinin kanser
hastalarinda MN sikligin: arttirdig1 gosterilmistir (6,28).
Ancak bizim ¢alismamizda malignitesi olan bobrek nakli
yapilmis hastalarin hicbiri radyoterapi almamuisti. Bu ne-
denle maligniteli hastalarimizda radyoterapinin MN olu-
sumuna etkisi yoktu. Benzer sekilde kemoterapinin de MN
olusumunu indiikledigi daha 6nce gosterilmistir (28,29).
Ayrica siklofosfamid, doksorubisin, vinkristin ve predni-
zon (CHOP) protokoliine gore tedavi alan NHL hastala-
rinda MN sikliginin net olarak arttig1 gosterilmistir (30).
Bizim ¢alismamizda malignitesi olan 2 bobrek nakli has-
tas1t CHOP protokoliinii aldi. Bu hastalarda MN sikliginin
artmasinin nedenleri malignitenin yan1 sira kemoterapi
almalar1 da olabilir. Bununla birlikte, diger hastalarin hig-
biri malignitelerinin tedavisi i¢cin kemoterapi almamust1.
Bu nedenle malignitesi olan bu hastalarda kemoterapinin
MN olusumuna etkisi yoktu. Ancak bobrek nakli yapilan
hastalarin tamami immiinsupresif tedavi almigt1.

Biyobelirteglerle nakil sonrasi ikincil malignitelerin erken
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tanimlanmasi, hastaligin prognozu i¢in ¢ok 6nemlidir.
MN tahlili gibi sitogenetik hasar1 gosteren yontemler er-
ken tani i¢in kullanilabilir. MN skorlanmasi zaman alict
bir siire¢ oldugundan, testi rutin uygulamada bir tarama
yontemi olarak kullanmak zordur. Ancak bu puanlamanin
optik okuyucular gibi otomatik sistemlerle yapilmas: du-
rumunda sorun gelecekte ¢oziilebilir. Bu ¢alismanin tiirii
ve hasta sayisi agisindan bazi sinirlamalar1 vardir. Mevcut
caligma kesitseldi. Bu nedenle immiinosupresif tedavi ile
sitogenetik hasar arasinda neden-sonug iligkisi kurmak
miimkiin degildi. Ayrica MN sayisi ile sitogenetik hasar
arasindaki iliskinin belirlenmesi, yeterli sayida maligniteli

bébrek nakli yapilmis hastamiz olmadig i¢in zordu.

SONUC

Saglikli bireylere kiyasla bobrek nakli hastalarinda peri-
ferik mononiikleer ve biniikleer hiicrelerde MN sayisinda
artis vardir. Malignitesi olan bobrek nakli hastalarinda
sayl, malignitesi olmayan bobrek nakli hastalarina gore
daha yiiksektir. Bobrek nakli alicilarinda periferik mono-
niikleer ve bintikleer hiicrelerin MN sikligi, malignite ge-
lisiminin degerlendirilmesinde 6nemli olabilir. Bu konuyu

aydinlatmak i¢in daha ileri ¢alismalara ihtiyag vardir.

Tesekkiir ve ¢ikar catismast : Calismamiz igin herhangi bir
hibe veya baska bir destek kaynag: almadik.

Calismamizda cikar catismast yoktur.

12
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Non-syndromic cleft lip and/or palate (NSCLP) is a complex malformation with both genetic and environmental effects and interferon
regulatory factor 6 (IRF6) is the most focused gene to unravel the genetic etiology of the disease since its important role in the formation and
maintenance of the oral periderm to ensure appropriate palatal adhesion has been demonstrated. The aim of this study was to investigate the
association between two SNPs (rs2235371 and rs2013162) of IRF6 gene and NSCLP in Turkish population.

Genotyping of both SNPs were performed with Polymerase Chain Reaction-Restriction Fragment Length Polymorphism method in 38 NSCLP
patients, their mothers and the same number of healthy control individuals.

Our results did not indicate significant differences in neither genotypic nor allelic distributions between children and controls. The same
situation was observed when the mothers of children were also compared with the controls.

Considering both contradictive results in different populations worldwide and our relatively small sample size that may be a limitation for this
study, we strongly encourage the replication studies with larger sample sizes to draw a precise conclusion about the role of IRF6 gene variants
for susceptibility to NSCLP.

Cleft lip, Cleft palate, Interferon Regulatory Factor 6 Gene

Ozet

Amag

Gereg ve
Yontemle

Bulgular

Sonug

Anahtar
Kelimeler

Non-sendromik dudak ve/veya damak yarigi (NSDDY) hem genetik hem de gevresel etkilere sahip kompleks bir malformasyondur ve uygun
palatal adezyonu saglamak igin oral periderm olusumu ve devamliligindaki 6nemli roliinden dolay1 IRF6 hastaligin genetik etiyolojisini ¢g6zmek
i¢in tizerinde en ¢ok yogunlagilmis gendir. Bu ¢alismanin amaci, Tirk popiilasyonunda IRF6 genindeki iki SNP (rs2235371 ve rs2013162) ile
NSDDY arasindaki iliskiyi aragtirmaktir.

Her iki SNP’nin genotiplemesi, Polimeraz Zincir Reaksiyonu-Restriksiyon Fragment Uzunluk Polimorfizmi yontemi ile 38 NSDDY hastasinda,
annelerinde ve ayn1 sayida kontrol grubu bireylerde yapildi. Bulgular: Sonuglarimiz, gocuklar ve kontroller arasinda ne genotipik ne de allelik
dagilimlarda 6nemli farkliliklar belirtmedi. Ayni durum gocuklarin anneleri ile kontroller karsilastirildiginda da gézlendi.

Sonuglarimiz, ¢ocuklar ve kontroller arasinda ne genotipik ne de allelik dagilimlarda 6nemli farkhiliklar belirtmedi. Ayni durum gocuklarin
anneleri ile kontroller karsilastirildiginda da gézlendi.

Hem diinya ¢apindaki farkli popiilasyonlardaki geliskili sonuglar hem de bu ¢aliyma i¢in bir sinirlama olabilecek nispeten kiigiik 6rneklem
bityiikliigiimiiz g6z 6niine alindiginda, NSDDYye yatkinlik olusturmada IRF6 gen varyantlarinin rolii hakkinda kesin bir sonug ¢ikarabilmek
i¢in daha bityiik 6rneklem boyutlarina sahip replikasyon ¢alismalarini giiglii bir sekilde desteklemekteyiz.

Yarik dudak, Yarik damak, Interferon Regiilat6r Faktor 6 Geni
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INTRODUCTION

Cleft lifts with or without cleft palate (CLP) are
common birth defects of complex genetic/environmen-
tal etiology in more than 300 recognizable syndromes.
Non-syndromic CLP (NSCLP) often observed as an iso-
lated birth defect affects approximately 1/700 individuals
worldwide and does not manifest any other cognitive or
craniofacial structural abnormalities (1, 2). Both epide-
miological and animal studies offer environmental risk
factors during early pregnancy such as smoking, alcohol
consumption, viral infections such as Rubella (RUBV),
Influenza, and Varicella-zoster virus (VZV), and deficien-
cy of vitamins/micronutrients such as folic acid and zinc as
a risk factor for NSCLP (3).

Interferon regulatory factor 6 (IRF6) gene is expressed in
the medial edge epithelia of the palatal shelves immedia-
tely before and during fusion, as well as it plays a key role
in formation and maintenance of the oral periderm es-
sential to ensure appropriate palatal adhesion (3). Besides
with their contributions also in cancer, intricate interac-
tions between TGF-f signaling, IRF6, and tumor protein
63 (p63) during palatogenesis were identified and thus
disruption of the regulatory loop in which p63 and IRF6
co-operate with the mutations in p63 or IRF6 may cause
congenital clefting. IRF6 is also the mediator of TGFfB3
since ablation of IRF6 resulted in a delay in TGFp3-regula-
ted palatal fusion (4-7).

Genetic studies have identified several candidate genes as-
sociated with CLP up to now and IRF6 is one of the stron-
gest of these genes. Though IRF6 gene mutations are ac-
cepted as the general reason of Van der Woude syndrome
which is a syndromic CLP condition, some associations
have also been shown for non-syndromic form too (2). Up
to 12% of NSCLP cases result from variants in IRF6 and
show a recurrence risk in families with one affected child
tripled in case of an IRF6 variant was segregated into the
family (8).
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The aim of this study was to investigate the role of two
IRF6 variations (rs2235371 and rs2013162) in Turkish pa-
tients with NSCLP and to analyze the possible effects of
these variants in NSCLP susceptibility.

MATERIAL and METHODS

Patients

All samples belonged to the Turkish population.
Thirty-eight NSCLP patients, their mothers (38 mothers)
and thirty-eight healthy control individuals (with no con-
genital malformation, no family history of genetic disea-
se) were included in the study. Written informed consent
was obtained from all subjects and the Clinical Research
Ethics Committee of Dicle University (Approval number:
69/2011) approved the study.
Genotyping

Peripheral blood samples (5 ml) were collected
from each participant and frozen to be used in further
genotyping experiments. The DNA extraction was per-
formed according to the standard salting-out method of
Miller et al. (9). All genotyping experiments were perfor-
med with PCR-RFLP method. The used primers in PCR
experiments were taken from previous studies (10, 11) and
they were shown in Table 1. Randomly selected 30% of
the samples were repeated and the results were coincident
with the first genotyping. SNP information and the results
of the expected genotyping results are depicted in Table 1.

Table 1. SNP information, primers, restriction enzymes, and the expected
fragments

Restric-
tion
enzyme

Ami-
no
acid

Al-
lelex

Posi-
tion

Fragments

SNP ID (bp)

Primer pairs

N . CC:109bp
E 5" ATATGCTCAGGACCTGGGAATTTGA ¥

TIC | R5-CTCAGGGCTGCGACTCTTCTAY

IT: 86 bp, 23 bp.

exon 7 Vi Bsp1431

CT: 109,86, 23 bp

152235371

cC:264bp
E:5-CCCTGGGATGAGAAGGATAAS

AIC | suaccrereacteceactracry

AA:199bp, 65 bp.

exon 5 SIS Ddel

CA:264bp, 199

rs2013162

bp.63bp

X minor allele listed first, in bold .
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Statistical analysis

Hardy-Weinberg equilibrium (HWE) was assessed for the
selected SNPs in cases (children and their mothers) and
the control group. Case-control statistical analysis was per-
formed with statistical package IBM SPSS Statistics V22.0
software. The data were analyzed by x2 test. Associations
between SNPs and NSCLP were calculated by computing
the odds ratio (OR) and 95% confidence intervals (95%
CI) from logistic regression analyses. The statistical level

of significance was defined as p<0.05.

RESULTS

All SNPs were in HWE. Allele and genotype
frequencies of rs2235371 and rs2013162 in IRF6 gene
are listed in Table 2 and Table 3, respectively. There were
no significant differences in the allele frequencies of
rs2235371 (p=0.6026) between NSCLP children and the
control group. No significant association was observed in
the allele frequencies between mothers of NSCLP child-
ren and the controls, too (p=0.3802). Allele frequencies
of rs2013162 did not differ significantly between NSCLP

Table 2. Genotypic and allelic distributions for rs2235371

children and the control group (p=0.1336) and the same
situation was valid between mothers of NSCLP children

and the control group (p=0.6801).

DISCUSSION

In the past decade, a strong effort has been ac-
hieved to enlighten genetic background leading to NSCLP
pathogenesis and transcription factor IRF6 located on ch-
romosome 1q32.3-q41 has been one of the mostly focused
genes. Since Zucchero et al. (8) proved that IRF6 gene va-
riants were associated with the risk of non-syndromic oro-
facial clefts (NSOC) in a very large set of ~2000 families
from multiple populations in the world, replication studies
in different populations and ethnic groups have continu-
ed to be performed. There are several studies in literature
representing the associations/disassociations of the two
selected SNPs in this study in terms of liability to NSCLP.
A brief recapitulation of these studies was shown in Table
4 to offer an insight and also to provoke the other studies
both in our population and different populations with lar-
ger cohorts.

That different studies have yielded significant results for

Genotypes Cases Controls Genotype frequencies Genotype frequencies
X2 P
Children n=38 n=38 of cases % of controls %
IRF-6 CcC 19 17 50.0 44.7
CT 15 16 39.5 4.1 0.254 0.8805
1$2235371 4 5 105 132
Allel
o eles
C 53 50 OR (95% CI)
. 0.271 0.6026
Children T 23 26 0.8345 (0.4223-1.6493)
Genotypes Cases Controls Genotype frequencies Genotype frequencies
X2 P
Mothers n=38 n=38 of cases % of controls %
IRF-6 CcC 18 19 474 50.0
CT 14 17 36.8 44.7 2.317 0.3139
rs2235371 TT 6 2 15.8 53
Alleles
C/T
C 50 55 OR (95% CI)
0.770 0.3802
Mothers T 26 21 1.3619 (0.6825-2.7177)
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Table 3. Genotypic and allelic distributions for rs2013162

Genotypes Cases Controls Genotype frequencies Genotype frequencies
X2 P
Children n=38 n=38 of cases % of controls %
IRF-6 CC 18 24 47.4 63.2
CA 17 13 44.7 34.2 2.390 0.3026
rs2013162 AA 3 1 7.9 2.6
Allel
C/A eles
C 53 61 OR (95% CI)
B 2.25 0.1336
Children A 23 15 1.7648 (0.8358-3.7263)
Genotypes Cases Controls Genotype frequencies Genotype frequencies of
X2 P
Mothers n=38 n=38 of cases % controls %
IRF-6 CC 25 23 65.8 60.5
CA 12 14 31.6 36.9 0.237 0.8882
rs2013162 AA 1 1 2.6 26
Alleles
C/A
C 62 60 OR (95% CI)
0.17 0.6801
Mothers A 14 16 1.3487 (0.3804-1.8851)

an association between IRF6 and NSCLP (10-13; 16-23)
suggests that this is an important gene and clearly warrants
further study. Though this study does not indicate that
IRF6 may play a role in the etiology of NSCLP in Turkish
population in terms of genotype/allele frequencies, there
are some limitations stemming from the relatively small
numbers included. Thus, we strongly recommend the rep-
lication studies with larger cases in our population as well
as in different populations worldwide to have a deeper in-
sight about the exact role of the selected IRF6 variations
in NSCLP.

Significantly different polymorphism distributi-
ons can be observed even in the same population inhabi-
ting in different geographical locations as this is also the
case for the Chinese population represented in Table 4.
This is also a clearly discussed issue in the article of Song
et al. (20) who found an association with NSCLP and IRF6
SNPs rs2073485, rs2235371, 152236909, and rs861020.
Though SNPs 152013162, rs2235375, and rs2236909 are lo-
cated in the same linkage disequilibrium (LD) block in the
HapMap CHB database. The data showing no significant
association between NSCLP susceptibility and rs2013162
in the study of Huang et al. (11) (Table 4) and it may be
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mostly and reasonably linked to the different locations
even in the same population.

On the other hand, some replication studies even
in the same population may also show a difference in terms
of sub-phenotypic groups as in the case of Letra et al. (16).
For IRF6, the authors found a positive association betwe-
en rs2235371 and complete left cleft lip/palate in contrast
to the study of Paranaiba et al. (15) (Table 4). Some other
studies evaluated IRF6 gene variants comparing only the
three major cleft categories (cleft lip, cleft lip/palate and
cleft palate), implying the fact that though IRF6s role as a
risk factor may be contradictive, this does not rule out the
possibility of IRF6’s specific contributions such as control-
ling the side of unilateral cleft. Also, the complex ethnic
admixture of the Brazilian population may be one of the
reasons to contribute to such discrepancies. The observa-
tion of stronger results for IRF6 among Eastern Asia po-
pulations may imply that genetic backgrounds are prone
to the haploinsufficiency of IRF6 variants to cause NSCLP.
All the same, the studies with supporting evidence with
larger sample sizes are necessary to draw a more precise
conclusion. One of the future suggestions that sounds re-

asonable is studying IRF6 gene with some other genes in
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Table 4. Summary studies that have investigated the role of IRF6 variants in the risk of NSCLP in different populations

Population rs2235371 association | rs2013162 association Reference
Polish NE - 2)
Italian NE (12)
Norwegian - (13)
German - NE (14)
Northern Chinese - NE (1)
Brazilian - NE (15)
Brazilian + - (16)
Honduran + NE (17)
West China + - (11)
Central European + + (18)
Malay + NE (19)
Chinese Han + NE (10)
Northeast Chinese + NE (20)
Northeast Chinese + (21)
Northeast Chinese + (22)
Northeast Chinese + NE (23)
Turkish - - This study
NE: Not evaluated

which it may be in interaction as Song et al. (20) has alre-
ady provided such gene-gene interaction evidence betwe-
en IRF6 and PAX9 genes for susceptibility to NSCLP.

CONCLUSION

As a result, the inconsistent outcomes may arise
from different ethnic origins, environmental differences,
anthropological diversity, and the complex genetic eti-
ology of the disease. One of the main limitations in our
study is the relatively small sample sizes and therefore we
strongly recommend additional studies conducted in our
population as well as in other populations using larger
samples. A more comprehensive analysis of these SNPs
and identification of new risk SNPs in IRF6 and/or other
genes for NSCLP development could be quite beneficial
for recognizing high-risk populations and genetic coun-

selling.
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Penile fracture is one of the rare urological emergencies, but it needs attention. Most penile fractures are caused by direct trauma during
sexual intercourse. Direct trauma to an erect penis results in increased pressure in the cavernosa. This increased pressure causes the tunica
albuginea to rupture. Penile fracture most commonly seen during sexual intercourse in Western societies; In the Middle East and Gulf
countries, it is seen at a rate of 65% due to the "taqaandan" (or taghaandan) maneuver. Although the history and physical examination have
an important place in the diagnosis, difficulties may be encountered. Our aim in this study is to share our clinical experience and contribute
to the literature.

Thirty patients who applied to Pamukkale University Medical Faculty Emergency Service between 2009-2022 were evaluated retrospectively.
The patients' age, presentation complaints, physical examination findings, duration of admission to the emergency department, radiological
imaging procedures, surgical findings performed by the urology, whether there was any accompanying urethral injury, and the location

of the fracture detected in the radiological examinations of the patients and the compatibility of the fracture detected during surgery were
evaluated..

The mean age of the patients was 42.5+14.2 years. The rate of admission to the emergency department within the first 6 hours was 56.5%. It
was observed that the cause of penile fracture was during the sexual history in 56.5%, and the most common physical examination finding
was penile hematoma with a rate of 87%. The success rate of penile doppler ultrasonography in clearly evaluating the presence of penile
fracture was found to be 39.1%..

The most common cause of penile fracture is sexual intercourse, and the diagnosis is made by typical anamnesis and physical examination.
Physical examination, ultrasonography, and if there is doubt, magnetic resonance imaging guides the diagnosis..

Penile Fracture, Trauma, Urethral Injury
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Penil fraktiir nadir ancak dikkat edilmesi gereken iirolojik acillerdendir. Penil fraktiirlerin gogu cinsel iligki sirasinda dogrudan travma

ile olusur. Ereksiyon halindeki bir penise dogrudan travma, kavernozada artan basingla sonuglanir. Bu artan basing, tunika albuginea'nin
yirtilmasina neden olur. Bati toplumlarinda en sik cinsel iligki sirasinda ve pozisyona bagl riskin arttig1 erekte peniste goriilen penil fraktiir;
ortadogu, korfez tilkelerinde “taqaandan” (ya da taghaandan) manevrasi kaynakli %65 oraninda goriilmektedir. Tanida hikéye ve fizik
muayene 6nemli bir yere sahip olmakla beraber zorluklar ile karsilagilabilmektedir. Bu ¢alismadaki amacimiz klinik deneyimlerimizi literatiir
esliginde paylagmak ve literatiire katkida bulunmaktir.

2009-2022 Yillar1 arasinda Pamukkale tiniversitesi tip fakiiltesi hastanesi acil servisine penil fraktiir 6n tanisi ile bagvuran 30 hasta
retrospektif olarak degerlendirildi. Hastalarin yas, bagvuru sikayetleri, fizik muayene bulgulari, acile bagvuru siireleri, radyolojik goriintilleme
islemleri, tiroloji tarafindan uygulanan cerrahi bulgulary, tiretral yaralanmanin eglik edip etmedigi ve hastalara yapilan radyolojik tetkiklerde
saptanan fraktiiriin yeri ile cerrahi sirasinda saptanan fraktiiriin uyumu degerlendirildi.

Hastalarin yas ortalamasi 42.5+14,2 yil, acil servise ilk 6 saat iginde bagvuru oranlar1 %56,5 olarak saptanmugtir. Penil fraktiir nedeninin
%56,5 cinsel 6ykii sirasinda oldugu, en sik fizik muayene bulgusunun ise %87 oraninda penil hematom oldugu goriilmiistiir. Penil doppler
ultrasonografinin penil fraktiir varligini net degerlendirme basarist %39,1 olarak saptanmugtur.

Penil fraktiirin en sik nedeni cinsel iligki olup, tani tipik anamnez ve fizik muayene ile konulmaktadur. Fizik muayene, ultrasonografi ve
stiphe var ise manyetik rezonans goriintiilleme tan1 koymada yol gostericidir.

Penil Fraktiir, Travma, Uretral injury
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Penil fraktiir nadir ancak dikkat edilmesi gere-
ken tirolojik acillerdendir (1). Penil fraktirlerin ¢ogu cin-
sel iligki sirasinda dogrudan travma ile olusur. Ereksiyon
halindeki bir penise dogrudan travma, kavernozada artan
basingla sonuglanir. Bu artan basing, tunika albugineanin
yirtilmasina neden olur. Bati toplumlarinda en sik cinsel
iliski sirasinda ve pozisyona bagli riskin arttig1 erekte pe-
niste goriilen penil fraktiir; Ortadogu, korfez tilkelerinde
“taqaandan” (ya da taghaandan) manevrasi kaynakli %65
oraninda gorilmektedir (2,3). Amer ve arkadaslarinin
yapmis olduklar1 bir meta-analizde toplam 1948 hastada
en sik penil fraktiir nedeni olarak %46 ile cinsel iligkiyi,
2. sirada ise %21 ile zorlu fleksiyon olarak saptamislardir
(4). Diger nedenler mastiirbasyon, erekte haldeyken ya-
takta donme, erekte penisin pantolana yerlestirme gibidir.
Hastalarin bagvuru aninda verdigi klasik hikaye bulgulari:
cinsel iligki sirasinda tunikanin yirtilmast ile olusan bir ¢a-
tirtr sesi isitmesi, ardindan hizlica gelisen bir agr ile bir
detiimesans olugmasi ve deri alt1 kanamaya bagli olusan
“patlican deformitesi” olarak da adlandirilan hematomdur
(5). Amerika Birlesik Devletlerinde bu oran her yil 500-
600 yeni vaka olarak tahmin edilmektedir (6). Eskiden
penil fraktiir konservatif olarak takip edilirdi, ancak %30
‘lara kadar ulasan erektil disfonksiyon (ED), plak olusu-
mu, agrili ereksiyon, egrilik ve enfekte hematom gibi mor-
bidite nedenleri ile giiniimiizde acil cerrahi eksplorasyon
ve tunika defekt onarimi yapilmaktadir (4). Yine erken
cerrahi onarim hastanin sekstiel aktiviteye doniis siiresini
kisaltmaktadir.

Genel olarak, hastanin 6ykiisii ve fizik muayene-
si penil fraktiir 6n tanisina ulagmak icin yeterlidir. Rad-
yolojik yontem olarak manyetik rezonans (MR), ultraso-
nografi, kavernosografi veya retrograd tiretrografi (iiretral
yaralanma stiphesinde) kullanilabilmektedir.

Bu ¢alismadaki amacimiz klinik deneyimlerimizi literatiir

esliginde paylagmak ve literatiire katkida bulunmaktir
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MATERYAL VE METOD

2009-2022 Yillar1 arasinda Pamukkale {iniversi-
tesi tip fakiiltesi hastanesi acil servisine penil fraktiir 6n
tanist ile bagvuran 30 hasta retrospektif olarak degerlendi-
rildi. Yerel etik kurul onay: alindi. Hastalarin yas, bagvuru
sikayetleri, fizik muayene bulgulary, acile bagvuru siireleri,
radyolojik gorintilleme islemleri, troloji tarafindan uy-
gulanan cerrahi bulgulari, {iretral yaralanmanin eslik edip
etmedigi ve hastalara yapilan radyolojik tetkiklerde sapta-
nan fraktiirtin yeri ile cerrahi sirasinda saptanan fraktiiriin
uyumu degerlendirildi.

Istatistiksel degerlendirme icin SPSS 18 programi kullanil-
di. Tanimlayicr istatistikler i¢in ortalama, standart sapma
(SD), sayn, yiizde kullanild1.

BULGULAR

Caligmaya dahil edilen hastalarin yas ortalamasi
42.5+14,2 y1l olarak tespit edilmistir. Hastalarin acil servi-
se bagvuru siireleri; ilk 6 saat icinde hastane bagvuru oran-
lar1 %56,5, 6 saat gectikten sonra bagvuru orani ise %43,5
olarak saptanmigtir. Acil servise bagvuru bulgular1 ince-
lendiginde hastalarin %73,9 ile en sik peniste morarma
sikayetini belirttikleri, ayrintili anamnez sorgulamasinda
ise %56,5 cinsel 6ykii sirasinda oldugu, %39,1 ani gelisen
ereksiyon kaybi (detiimesans) varligi ve %30,4 penisten
ses gelmesi bulgular1 saptanmigtir. Hastalarin acil serviste
yapilan fizik muayene bulgularinda; hastalarin %87’sin de
penil hematom, %13’iin de perianal/skrotal hematom sap-
tanmistir. Hastalarin acil bagvuru bulgular: ve 6zellikleri
tablo 1’ de gosterilmistir.

Hastalari %30,5” tine herhangi bir goriintileme yontemi
yapilmadan anamnez ve fizik muayane bulgular: ile ope-
rasyona almmustir. %69,5’ine penil doppler ultrasonografi
yapilmuistir. Goriintiileme yonteminde penil doppler ultra-
sonografinin fraktiir varligini net degerlendirme basarisi
%39,1 olarak saptanmustir. %56,6 hastada ise hematom

varligi nedeni ile fraktiir hatt1 net goriilemedigi belirtil-
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mis, %4,3 hastada ise penil doppler bulgusu normal olarak
raporlanmasina ragmen klinik 6ykii ve perianal/skrotal
bolgedeki hematom varlig1 penil fraktiirii stiphesi nedeni
ile cerrahi 6ncesi Manyetik rezonans goriintileme (MRG)
cekilerek tanist konulmustur. USGde fraktiir varligi net
vurgulanan hastalarin, cerrahi uygulanmasi sonrasi yapi-
lan fraktiir yeri korelasyonunda ise %50 basarili oldugu
gozlemlenmistir. %8,7 hastada penil fraktiire tiretral yara-

lanma eslik ettigi acil servisteki klinik muayenede saptan-

muigtir.
Tablo 1 Hastalarn acil basvuru bulgular: ve ozellikleri

%

Peniste Morarma 73.9

Bagvuru Sikayeti Peniste Sislik 157

Agn 10,4

<6 Saat 56,5

Acil Servise Bagvuru Zamani

>6 SAAT 43,5

Travmatik Koitus 56,5

Masturbasyon 27,8

Gergeklesme Sekli

Biikme Hareketi 14,4

Diger 1,3

Ani Geligen Ereksiyon Kaybi 39,1
Bulgular Penisten Ses Gelmesi 30,4
Hematom 30,5

Penil 87

Hematom $ekli
Perianal/Skrotal 13
TARTISMA

Bu caligma ile, acil servis bagvurular: icinde ¢ok
nadir goriilen, toplumsal olarak utanma duygusu nedeni
ile de bagvuruda gecikmeye neden olan penil fraktiir olgu-
larinin tani ve tedavisindeki yaklagimi olgular ve giincel li-
teratiir bilgilerini de gozden gegirerek sunmay1 amagcladik.
Penil fraktiir, erekte penisin zorlanarak biikiiliip kivrilma-
styla korpus kavernozumun riiptiire olmasi sonucu gelisen
ve acil cerrahi gerektiren bir travmadir. Penis flask halde
iken tunika albugineanin kalinlig1 2.4 mm olup, ereksiyon
halinde bu kalinlik 0.25-0.5 mm kadar gerilemektedir. Bu
durum, flask halde giivenlikte olan penisi, ereksiyon ha-
linde fizyolojik olmayan egilmelere karsi hassas hale ge-

tirmektedir. Erekte peniste, korpus kavernosum ici basing
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1.500 mmHg lara kadar ulasabilmekte bu da olas1 travma
ve biikiilmelerde kavernosal yaralanma ihtimalini arttir-
maktadir. (2) Anamnez ve klinik muayene tanida biiyiik
Onem tagir ve altin standarttir. Seksiiel iligki sirasinda du-
yulan “catirt: sesi’, siddetli agr1 ve penil detiimesans tipik
Kklinik bulgulardir. Ayrica 6dem, hematom ve penil defor-
mite de eslik edebilir. Eksternal meatusta kanama, hema-
tiiri ve zorlanarak iseme semptomlar1 da varsa beraberin-
de iiretral travma akla getirilmeli gerekli olgular retrograd
tiretrogram degerlendirilmelidir (7).

Muayenede; peniste 6dem ve kars: tarafa penil deviasyon
goruliir. Palpasyonla hematom tizerini 6rten penis deri-
si elde yuvarlanma hissi verebilir ve bu duruma “rolling
sign” ad1 verilir. Buck fasyast disina kan ekstravazasyonu
olmugsa perinede “kelebek sekli” goriintimii olusabilir. Biz
de hastalarimizda her iki bulguyu da saptayabildik.

Amer ve arkadaslarinin yapmis olduklar1 bir meta-analiz-
de toplam 1948 hastada en sik penil fraktiir nedeni olarak
%46 ile cinsel iliskiyi, 2. sirada ise %21 ile zorlu fleksiyonu
saptamiglardir (4). Mydlo ve arkadaslar1 penil fraktiirlerin
%58-94’11 sekstiel iligki esnasinda oldugunu belirtmislerdir
(8). Daniel ve arkadaglarinin yapmis olduklar: ¢alismada
ise %86 cinsel iligki sirasinda oldugunu saptamiglardir (9).
Biz de acil servise bagvuran hastalarimizda en sik cinsel
iliski 6ykiisiinii saptadik.

Penil fraktiir ile birlikte tiretra yaralanmasiny; Zargooshi
ve arkadaslar1 %3, Eke %38, Daniel ve arkadaslar1 %27,7,
Amer ve arkadaglar1 ise %6,4 olarak saptamislardir (4-
9,10,11). Biz de acil servisimize bagvuran hastalarimiz
icinde %8,7 ile literatiire benzer oranlarda saptamis bulun-
maktayiz.

Fizik muayene bulgular: ve hastanin verecegi tipik hikéaye
ile penis fraktiird tanist kolaylikla konulabilmektedir. Tu-
nika albuginea hasarinin tam olarak ortaya konulabilmesi
i¢in goriintiileme yontemlerinden faydalanilabilir. Ult-
rasonografi kolay uygulanabilen bir yontemdir, fakat her
zaman tunikal hasari tespit edemeyebilir ve baz1 olgularda
penisteki agr1 nedeniyle uygulanmasi zordur. Yapilan ¢a-
ligmalarda %86 gibi bir oranda defekti saptadig belirtil-

mistir (9). Manyetik rezonans goriintileme (MRG), penis



Hippocrates Medical J. 2022;2(1): 20-24
KUCUKER et al: Penille Fracture In Emergency

an

travmast olan hastalarda multiplanar olmasi ve miitkem-
mel yumusak doku kontrast: nedeniyle uygun bir yontem-
dir (12). Yiiksek dogruluga ragmen, MRG penil travmanin
degerlendirilmesinde, pahali olmas: ve acil durumlarda
ulagmanin zorlugu nedeni ile her zaman kullanilmaz. Ote
yandan, ultrasonografi kolay ve tekrarlanabilir bir mor-
folojik ve fonksiyonel degerlendirmeye izin vermesine
ragmen dogrulugu MRG’ye gore daha diisiik sonuglar ver-
mektedir. (13) Literatiirde ultrasonografinin basarisi, siib-
jektif olmasi nedeni ile farkli oranlarda verilmekte olup biz
de ¢aliymamizda ultrasonografinin fraktiir varligini net
degerlendirme bagarisini %39,1 olarak saptadik.

Penil fraktiiriin cerrahi onarimy, ilk olarak Fetter ve Gart-
man tarafindan 1936da tanimlanmigtir. Eskiden penil
fraktiir konservatif olarak takip edilirdi, ancak %30 ‘lara
kadar ulagan erektil disfonksiyon (ED), plak olusumu,
agrili ereksiyon, egrilik ve enfekte hematom, korpus ka-
vernosum fibrozisi, penisin semptomatik skarlar1 veya
kurvatiir gibi morbidite nedenleri ile giiniimiizde acil cer-
rahi eksplorasyon ve tunikal defekt onarimi yapilmakta-
dir (4,14-17) Bunun yani sira goriintiileme yontemleri ile
gosterilen 5 mm den kiigiik riiptiirler konservatif olarak
izlenebilir. Tunikal riiptiir iyilesene kadar ereksiyonlar:
bastirmak icin elastik bandaj ile siki pansumanlar, anti-
androjenler uygulanabilir. Ancak bu yaklasim, vakalarda
artmig oranlarda meydana gelebilen, korpus kavernosum
fibrozisi, gecikmis kordi ve plak olusumu gibi 6nemli
komplikasyonlarla iliskilidir. (17) Konservatif tedaviyle
iligkili yiiksek komplikasyon insidanst nedeniyle, penil
fraktiir hastalarina erken cerrahi onarim onerilmelidir.
Ayrica hastalara tam iyilesmenin gerceklesmesi i¢in en az
6 hafta cinsel iliskiden uzak durmasi gerektigi anlatilmali-
dir. Erken cerrahi onarimdan sonraki uzun vadeli sonug-
lar mitkemmeldir, hastalarin %5’inden azinda postoperatif
penil egrilik ve %1'den azinda erektil disfonksiyon ortaya
¢ikar. (18)

Sonug olarak, penil fraktiiriin en sik nedeni cinsel iligki
olup, tani tipik anamnez ve fizik muayene ile konulmak-
tadir. Uretral yaralanma siiphesi varliginda retrograd ire-
terrografi ¢ekilmesi faydali olacaktir (7). Fizik muayene ve

USG ve siiphe var ise MRG tan1 koymada yol gostericidir.
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Etik Kurul izni : 15 Mart tarihli say1 E-60116787-020-
184982 nolu Pamukkale Universitesi Girisimsel olmayan
klinik aragtirmalar etik kurulu izni vardur.

Tesekkiir ve cikar catismast : Calismamiz icin herhangi bir
hibe veya baska bir destek kaynag: almadik.

Saymn Dog Dr. Yusuf Ozliilerden ‘e bilimsel katkisilarindan
dolay: tesekkiir ederiz.

Calismamizda cikar catismast yoktur.
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Abstract

Colon cancer is a major health problem all over the world. Colon cancer can be diagnosed with an elective diagnosis as well as during emer-
gencies such as perforation, obstruction or bleeding. Tumor-related bleeding is usually seen in right colon tumors, while left colon tumors
usually present with obstructive symptoms. In this case report, it is aimed to present the diagnosis and treatment process of massive lower
gastrointestinal bleeding caused by a giant right colon tumor. A 57-year-old male was admitted to general surgery clinic with lower gastroin-
testinal massive bleeding. He had hypotension, tachycardia and lower hemoglobin level (5.4 g/dL). He became hemodynamically stable after
intravenous fluid replacement and blood product transfusion. After evaluation with colonoscopy and computed tomography, he had resecta-
ble giant right colon tumor. Emergency right hemicolectomy with anastomosis was performed. He was discharged on the 6th postoperative
day. Pathology of the operation material was consistent with adenocarcinoma. The tumor dimensions were 120*80*25 mm. Surgical border
was negative and there was a metastatic lymph node with 49 reactive lymph node.

Keywords Colon tumor, Gastrointestinal bleeding, Hemodynamic shock

Ozet

Kolon kanseri tiim diinyada 6nemli bir saghk sorunudur. Kolon kanseri, elektif bir tani ile teshis edilebilecegi gibi, perforasyon, tikaniklik
veya kanama gibi acil durumlarda da konulabilir. Tiimére bagh kanamalar genellikle sag kolon tiimorlerinde goriiliirken, sol kolon tiimérleri
genellikle obstriiktif semptomlarla karsimiza gikar. Bu olgu sunumunda dev bir sag kolon tiimériiniin neden oldugu masif alt gastrointestinal
sistem kanamasinin tani ve tedavi siirecinin sunulmasi amaglanmugtir. 57 yaginda erkek hasta alt gastrointestinal masif kanama ile genel
cerrahi poliklinigine bagvurdu. Hipotansiyon, tasikardi ve diisiik hemoglobin (5,4 g/dL) vard1. Hasta intravendz sivi replasmani ve kan tiriinii
transfiizyonundan sonra hemodinamik olarak stabil hale geldi. Kolonoskopi ve bilgisayarli tomografi ile degerlendirildikten sonra hastada
rezektabl dev sag kolon tiimorii mevcuttu. Anastomoz ile birlikte acil sag hemikolektomi yapildi. Postoperatif 6. giinde hasta taburcu edildi.
Ameliyat materyalinin patolojisi adenokarsinom ile uyumluydu. Tiimor boyutlar1 120¥80*25 mm idi. Cerrahi sinir negatif, 1 metastatik lenf
nodu ve 49 reaktif lenf nodu mevcuttu.

Anahtar

. Kolon tiimérii, Gastrointestinal kanama, Hemodinamik sok.
Kelimeler
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INTRODUCTION

Colon cancer is a major health problem all over
the world. Due to Cancer Statistics 2021 report of Siegel
et al., 104,270 new colon cancer cases are thought to be
seen in the USA. Also, at the same report it is estimated
that 52,980 people will die due to colon cancer in the
USA. In addition, colon cancer ranks 3rd in the world
due to the number of new cases of both sexes of all ages
in 2021 with 8 percent. On the other hand, colon cancer
ranks 3rd in the world due to the number of deaths of

both sexes of all ages, 9% at males and 8% at females (1).
MATERIAL and METHODS

A 57-year-old male was admitted to general surgery clinic
of Erzurum Regional Education and Research Hospital,
Erzurum, Turkey in September 2021 with massive rectal
bleeding for 2 days. He had abdominal pain, occasional
nausea and vomiting for about 6 months. However, he
had not been admitted to the hospital before because of
these symptoms. He had no additional disease and opera-

tion history.

On evaluation, vital findings of the patient were as fol-
lows: blood pressure: 78/45 mm Hg, pulse rate: 122 beats
per minute, oxygen saturation on room air: 94%, and
body temperature: 36.90 Celsius. On abdominal physical
examination, the patient had abdominal tendency in deep
palpation and a palpable mass in the right lower quad-
rant. He had hematochezia on digital rectal examination.

Other system examinations were normal.

Laboratory tests showed severe anemia (hemoglobin level
of the patient was 5.4 g/dL). Prothrombin time, creatini-
ne, and urea levels were within the normal ranges. The
patient was admitted in the intensive care unit (ICU).
Intra venous fluid resuscitation and blood transfusion,
requiring 5 packed red blood cells unit in 24 hours, was

started. There was no evidence of bleeding in the inserted

nasogastric tube. After blood transfusion, his hemoglobin
levels increased to 10.2 g/dL. His vital findings were as
follows: blood pressure: 118/75 mm Hg and pulse rate:
102 beats per minute. After the patient’s vital signs were
stabilized, endoscopy and colonoscopy were performed
to investigate the bleeding focus. There was no feature
other than antral gastritis in endoscopy, but a tumoral
mass occluding almost the entire lumen was found in the
right colon in colonoscopy. However, there was no active
bleeding focus. A computed tomography with contrast
enhancement showed a right colon carcinoma 100*80

mm in size (Figure 1).

Figure 1. A right colon carcinoma 100*80 mm in size on computed tomograp-
hy scan.

In addition, a 4 mm hypodense lesion at
segment 4A of liver without lymph node metastasis was
detected. Surgery was planned for the patient, and right
hemicolectomy was performed with ileotransversostomy
(Figure 2). A drain was inserted into right pararectal area.
He was taken to the intensive care unit in the postoperati-
ve period. Oral intake was regained on the 3rd postopera-
tive day. The drain was removed on the 5th postoperative

gz

day, and he was discharged on the 6th postoperative day.

Figure 2. Operation material of right colon tumor.
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Pathology of the operation material was consistent with
adenocarcinoma. The tumor dimensions were 120*80*25
mm. Surgical border was negative and there was a metas-

tatic lymph node with 49 reactive lymph node
DiSCUSSION

Lower gastrointestinal (GI) bleeding originates from the
organs distal to the ligament of Treitz (5). 85% of lower
GI bleedings originate from the colon, 10% from the
upper GI tract, and 5% from the small intestine (6). The
incidence of GI bleeding is 20-27/100.000, and it incre-
ases with age. Mortality reaches up to 10 percent with

increasing age (7).

Patients usually present with bright red bleeding (hema-
tochezia) noticed in the rectum (90%). Hematochezia is
the most common finding of lower GI bleeding (8). The
majority of patients (85%) have self-limiting hemodyna-
mically insignificant bleeding, as in hemorrhoids, colon
polyps, colon cancer, or colitis. Only 15% of patients have
severe, hemodynamically significant, ongoing hemato-
chezia (9). In our case, a bleeding case included in this

15% group is presented.

Colonic bleeding focus can be detected in 74% of
patients. In severe bleeding from the colon detected by
colonoscopy or angiography, 75% of the bleeding is in the
right colon. Despite intensive diagnostic evaluations, 6%
of patients with severe hematochezia cannot detect a ble-
eding focus (10). In this case, no active bleeding focus at
tumour was seen by colonoscopy, but the tumor detected
in the right colon in the computed tomography scan was

thought to be the focus.

Vital signs should be evaluated for the presence of shock
or orthostatic hypotension. Determining the volume of
blood loss is the most important parameter in a patient
with active GI bleeding (11). Mortality is highest in the

first few hours in acute bleeding. Therefore, volume
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replacement should be as early and adequate as possible.
The abdomen should be palpated for tenderness (ische-
mic colitis, perforation) and mass (malignancy). With
rectal examination, stool color and presence of blood in
stool, hemorrhoids, tumor in anal canal and rectum, anal
fissure and fistula should be evaluated (10). Fresh blood
or clot from the rectum suggests lower GI bleeding or
massive upper GI bleeding. If upper GI bleeding is severe
and bowel movements are rapid, passage in the form

of hematochezia may be seen. Upper GI tract bleeding
should be excluded in the patient presenting with hema-

tochezia with nasogastric lavage (11).

Laboratory findings are helpful in determining the
degree of bleeding and possible bleeding site, as well as in
directing treatment (6). Laboratory tests include complete
blood count, urea, creatinine, transaminases, bilirubin,
albumin, coagulation studies, prothrombin time, partial
thromboplastin time and bleeding time. Abnormal liver
enzymes may predispose the clinician to a previously
undiagnosed liver disease and consequent varicose blee-
ding. Frequent evaluation of hematocrit values is useful
in evaluating whether bleeding continues or bleeding

has started again. It also provides important clues to the
clinician about transfusion of blood, fresh frozen plasma
or platelets. Electrocardiographic examinations are
important in patients with cardiac risk factors. Chest and
abdominal radiographs should be taken in patients with

suspected perforation or obstruction (12).

Although many different methods have been developed
in the diagnosis and treatment of lower GI bleeding, the
only consensus is that the bleeding site must be deter-
mined. Anoscopy;, flexible sigmoidoscopy, colonoscopy,
enteroscopy, angiography and nuclear scintigraphy are
helpful in determining the localization of bleeding (10).
In addition, pathologies that may be encountered accor-
ding to the age of the patient can be known. Diverticulitis
bleeding is the most common cause before geriatric age

(adults to 60 years of age), and angiodysplasia is the most
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common pathology after adults older than 60 years (13).
However, as in our case, colon malignancy should be kept
in mind as a bleeding etiology independent of geriatric

age.

The first thing to do in the treatment of lower GI bleeding
is to control the hemodynamic parameters of the patient
(14). Aggressive fluid replacement and, if necessary, blood
transfusion (erythrocyte suspension and/or fresh frozen
plasma) should be given to hemodynamically unstab-

le patients. Emergency surgery should be performed

in patients who need more than 4 units of erythrocyte
suspension in 24 hours, continuation of bleeding despite
transfusion of more than 1500 ml at the initial resuscitati-
on, bleeding that does not stop for 72 hours and signifi-
cant bleeding that recurs within 1 week (15). Emergency
surgery is required in 10-20% of lower GI bleeding. For
ideal surgical treatment, the cause and location of blee-
ding should be known. The patient should be hemodyna-
mically stable, the part to be resectioned should be known
beforehand. Otherwise, bleeding recurs in 75% of blind

resections and mortality increases to 57% (16).

In the past, surgery was the first option for lower GI
bleeding, but today it has become the last option with

the development of radiology and endoscopy. In surgical
treatment, resection of the pathological bowel segment
should be performed in cases with known bleeding focus,
and total or subtotal colectomy should be performed in
patients with unknown bleeding focus (17). In our case,
right hemicolectomy with ileotransversostomy was per-
formed because the bleeding localization was in the right
colon and the patient was suitable for surgery according

to tumor staging.

CONCLUSION

Massive lower GI bleeding from a right colon tumor that

is not properly treated can be mortal. The first thing to
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do in the treatment of lower GI bleeding is to control the
hemodynamic parameters of the patient. Aggressive fluid
replacement and, if necessary, blood transfusion (eryth-
rocyte suspension and/or fresh frozen plasma) should be
given to hemodynamically unstable patients. Bleeding
focus should be determined in patients who are stable
after fluid and blood replacement. However, emergency
surgery should be applied in patients who are unstable

despite replacement.

The case has never been presented anywhere before.
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