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Aralik

Degerli arastirmacilar ve bilim insanlari,

Dergimizin yayin ve indeks gesitliligi artarken gonderdikleri
caligmalari, atiflar1 ile destek olan siz degerli arastirmacilara bir kez
daha cani goniilden tesekkiirlerimi ifade etmek istiyorum.

Gelecek sayimmizda goriismek {izere bilim diinyasinin tiim
aragtirmacilarina basarilarinin devamini temenni ediyor, keyifli
okumalar diliyorum.

Selam ve saygilarimla.

Prof. Dr. Hayrettin TEKUMIT
Bas Editor
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GENEL BILGILER

Hipokrat Tip Dergisi, Bandirma Onyedi Eyliil
Universitesi Tip Fakiiltesi' nin resmi dergisi olup,
Nisan, Agustos ve Aralik aylarinda olmak {izere
dorder aylik donemler halinde bir cilt halinde
yayimlanan {i¢ sayidir. Amaci tibbin her alaninda
yiiksek kalitede 6zgiin klinik ve deneysel ¢alismalari
yayimlamaktir. Dergiye gonderilecek tiim yazilar ve
ilgili yazigmalar
https://dergipark.org.tr/tr/pub/hmj internet  adresi
tizerinden  yapilmaktadir.  Gegmis  sayilarda
yayimlanan ¢aligmalara da bu adresten ulasilabilir.
Acik Erisim ve Makale isleme

Dergi, bilimsel yayinlara agik erigim saglar. DOI
numarasinin belirlenmesinin ardindan elektronik
olarak yayimlanan sayiya ve igeriginde yer alan
yazilarin tam metinlerine ticretsiz olarak ulasilabilir.
Yazar(lar)dan yazilarinin yayimi i¢in herhangi bir
ticret talep edilmez.

Telif Hakka

Hipokrat Tip Dergisi, makalelerin Atif-Gayri Ticari-
Ayni Lisansla Paylag 4.0 Uluslararas1 (CC BY-NC-
SA 4.0) lisansina uygun bir sekilde paylasilmasina
izin verir. Buna gore yazarlar ve okurlar; uygun
bicimde atif vermek, materyali ticari amaglarla
kullanmamak ve adapte ettiklerini ayni lisansla
paylasmak kosullarina uymalart halinde eserleri
kopyalayabilir, ¢ogaltabilir ve materyalden adapte
edebilirler.

Yaz Dili

Derginin yazi dilleri Tiirkge ve Ingilizcedir. Yazim
dili Tiirkge olan yazilarda Ingilizce, Ingilizce olan
yazilarda Tiirkge 6zet gonderilmelidir.

Etik Sorumluluk

Deneysel ve klinik aragtirmalar, ilag ¢aligsmalari, bazi
olgu sunumlarinda uluslararasi anlagmalar (Helsinki
Bildirgesi, 2013 revize Laboratuvar Hayvanlarinin
Bakimi ve Kullannmina Iliskin  Kilavuz -
https://www.nap.edu/catalog/5140.html/) uyarinca

caligma protokollerinin Etik Kurul tarafindan

onaylanmasi1  gerekmektedir. Makale basvuru
asamasinda etik kurul onay belgesinin sisteme
yiiklenmesi  gerekmektedir. Deneysel ¢alisma
sonuglarinin bildirildigi makalelerde, tiim hastalarin
tedaviler hakkinda ayrintili olarak bilgilendirildigi ve
her hastadan bilgilendirilmis onam alindig1 ifadesi
yer almalidir. Hastalarin  kisisel bilgilerinin
korunmast  ve  ifsa  edilmemesi  yazarin
sorumlulugundadir.  Hastanin  kimligini  ifsa
edebilecek gorsellerin  kullanilmast  durumunda,
hastanin kendisinden veya yasal temsilcisinden
imzali belge alinmalidir. Hayvan c¢alismalarinda,
deneklerin ac1 ¢gekmesini 6nlemek amaciyla gerekli
Onlemlerin alindig1 agik¢a belirtilmelidir. Etik Kurul
bilgileri (kurul adi, tarih ve say1 no) yazi igerisinde
belirtilmelidir. Makalelerin etik kurallara uygunlugu
yazarlarin sorumlulugundadir.

Yazimn Bir Baska Yere Yaym Icin
Gonderilmediginin Beyani

Her yazar gonderilen yazinin, basili ya da elektronik
ortamda, kismen veya tamamen baska bir yerde daha
once yayinlanmadigi ya da halen yaym igin
degerlendirmede bulunmadigini beyan etmelidir. Bu,
250 kelimeye kadar olan oOzetler haric,
sempozyumlar, bilgi aktarimlari, kitaplar, davet
lizerine yazilan makaleler, elektronik formatta
gonderimler ve her tirden on bildirileri igerir.
Dergide yayimlanan yazilarin her tiirlii sorumlulugu
(etik, bilimsel, yasal, vb.) yazarlara aittir.

Yaym Hakkinin Devri

Makale gonderimi sirasinda tiim yazarlarin ad,
soyad, ORCID numaralari, tarih ve imzalarini igeren
“Telif Hakki Devir Formu” yiiklenmelidir
(https://dergipark.org.tr/tr/pub/hmj/page/13825).

Cikar Catismasi

Caligmalart ile ilgili taraf olabilecek tiim kisisel ve
finansal iligkilerin  bildirilmesinden  yazarlar
sorumludur. Ticari baglant1 veya ¢alisma i¢in maddi
destek veren kurum(lar) varliginda kullanilan ticari

tiriin, ilag, firma vb. ile nasil bir iligkinin oldugu veya


http://www.nap.edu/catalog/5140.html/)
https://dergipark.org.tr/tr/pub/hmj/page/13825
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herhangi bir ¢ikar ¢atismasinin olmadigir Cikar
doldurularak  sisteme
“Cikar

boliimiinde belirtilmelidir. Cikar ¢atigmasi formu

Catismasi Formu’na

yiklenmeli ve  metinde Catigmas1”

https://icmje.org/disclosure-of-

interest/translations/turkish-2023.pdf adresinden

edinilmelidir.

Intihal Taramas:

Dergiye gonderilen tiim yazilar 6n degerlendirme
stirecinde intihal tarama programi (iThenticate ve
benzerleri) ile sorumlu yazar tarafindan en az bir kez
taranmali ve tarama raporu basvuru agamasinda
sisteme yiiklenmelidir. Kabul edilebilir benzerlik
orani %20' nin altidir. Belirlenen oranin {izerinde
benzerlige sahip yazilar degerlendirmeye alinmadan
yazara iade edilir.

Degerlendirme

https://dergipark.org.tr/tr/pub/hmj internet adresi
araciligiyla sisteme yiiklenen tiim makalelerin 6n
degerlendirme islemi, editor tarafindan
yapilmaktadir. On degerlendirme asamasinda uygun
bulunan  ¢alismalar  degerlendirme asamasina
gececek, dergi yazim kurallarina uygun olmayan ya
da derginin amaci disinda olan makaleler bu
asamada diizeltilmesi i¢in sorumlu yazara iade
edilecek ya da dogrudan reddedilebilecektir. Ayrica
http://www.icmje.org/icmje-recommendations.pdf
web adresinde belirtilen Biyomedikal dergilere
gonderilen yazilar igin gerekli sartlara uygun
olmayan yazilar da reddedilebilecektir. Makaleler
intihal veya duplikasyon agisindan taranir. Bu
hususlarda etik sorun olmasi durumunda, Editoryal
Kurul, Yaym Etigi Kurulu (COPE) ilkelerine gore
islem yapacaktir.

Bu agamay1 geg¢en makalelere en az iki adet ¢ift kor
hakem ve bir istatistik editorii atanmir. Hakemler,
konu ile ilgili uluslararas: literatiirde yayini olan ve
onemli diizeyde atif alan bagimsiz uzmanlar
arasindan segilir. Arastirma makaleleri, sistematik

derlemeler ve meta-analizler de bir istatistik editoru

VI

tarafindan incelenir. Dergiye makale gonderen
yazarlar, yaniltict ifade ve yazim hatalar1 dahil olmak
lizere, makalenin ana fikri muhafaza edilmek
kosuluyla, editériin makale iizerinde degisiklik
yapabilecegini kabul eder.

Hipokrat Tip Dergisi’ ne gonderilen makaleler, ¢ift
kor hakem denetimli degerlendirmeye tabi tutulur.
Her makale, tarafsiz bir degerlendirme islemi igin,
alaninda uzman en az iki bagimsiz hakem tarafindan
incelenir. Editdryal Kurul, editdrler veya derginin
Editoryal Kurul iiyeleri tarafindan gonderilen
makalelerin degerlendirilmesinde harici ve bagimsiz
editorlere davet gonderebilir.

Revizyonlar

Revizyonu yapilan makalenin génderim asamasinda,
yazar hakemler tarafindan belirtilen her hususa yanit
iceren  “"Hakemlere = Yanit’> dosyasin1 da
gondermelidir. Bu dosyada hakemlerin yorumlari,
yazarlarin yanitlari, degisiklik yapilan sayfa, satir
numaralari ve ana makalenin ayrintili bir niishasi yer
almalidir. Yazardan istenen revizyon 20 giin iginde
yapilarak dergiye tekrar gonderilmelidir. Bu siire
zarfinda gonderilmeyen makaleler igin revizyon
secenegi iptal edilebilir. Yazar(lar)in ilave siireye
ihtiyaci olmast durumunda, ilk 20 giinlik siire
dolmadan bunu talep etmesi gerekmektedir.

Yayina Kabul

Kabul edilen makaleler dil, noktalama isaretleri ve
bicim ac¢isindan kontrol edilir. Makalenin yayin
stireci tamamlandiginda, bir sonraki sayidan Once
derginin web sayfasinda online olarak yayimlanir.
Kabul edilen makalenin PDF dosyas1 sorumlu yazara
gonderilir ve iki giin i¢inde yaymn onay1 almir.
Gonderilen makalelerin son durumlar1 ve dergiye

iliskin diger

bilgilere https://dergipark.org.tr/tr/pub/hmj internet
adresinden ulagilabilir. Yayma kabul edilmeyen
yazilar ve bunlarin ekleri (fotograflar, tablolar,

sekiller vb.), aksi belirtilmemisse geri gonderilmez.


https://icmje.org/disclosure-of-interest/translations/turkish-2023.pdf
https://icmje.org/disclosure-of-interest/translations/turkish-2023.pdf
http://www.icmje.org/icmje-recommendations.pdf
https://dergipark.org.tr/tr/pub/hmj
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GENEL YAZIM KURALLARI
e  Yazilar tercihen Microsoft Word programi

kullanilarak yazilmalidir. Yazilar 10 punto,
Times New Roman karakterinde, A4
(21x29.7 cm) formatinda, iki yana yasli,
sayfanin iist, alt, sag ve sol kenarlarindan
2.5 cm bosuk birakilarak yazilmalidir.
e Tim yazi boyunca (bashk, Tirk¢e ve
Ingilizce ~ozetler, makale, kaynaklar,
tablolar, resimler, grafikler ve altyazilar da
dahil olmak iizere) ¢ift satir aralikli olarak
ve sayfanin tiim kenarlarindan {iger
santimlik  bosluk birakilarak  (Kelime
islemcinin sayfa diizeni ayarlarindan)
yazilmalidir.

e Tiim yazilar (1) bashk sayfasi, (2) 6zet, (3)
makale, (4) tesekkiir yazisi (varsa), (5)
calismay1 destekleyen fon ve kuruluslar
(ifsa durumlarda), (6)

kaynaklar, (7) tablolar, resimler, grafikler

geregi  olan
ve (8) altyazilar olarak belirtilmelidir.

e Tim sayfalar sag {iist koseden sirayla
numaralandirtlmalidir. Sisteme yiiklenen,
ana metinde (diiz metin) yazar ve merkez
ismi bulunmamalidir.

e Yazar ve merkez isimlerini igeren baglik
sayfasi, sisteme ayri bir dosya olarak

yiiklenmelidir.

YAZI TURLERI

Arastirma makalesi, ¢ift satir aralikli toplam 20
sayfayr ge¢cmemeli, bir baglik sayfasi, bir sayfa
Tiirkge 6zet, bir sayfa ingilizce 6zet, 10 sayfa makale
(en ¢cok 2250 kelime), en fazla ti¢ sayfa kaynaklar ve
varsa bir sayfa sekil altyazilar1 olacak sekilde
diizenlenmelidir. Tablolarin her biri ayr1 sayfalarda
hazirlanarak gonderilmelidir. Birimler, Uluslararasi
Birim Sistemi (SI) uyarinca yazilmalidir.

Olgu Sunumlar1 ve Cerrahi Teknik Yazilari,

baslik sayfasi, Tiirkge ve Ingilizce &zetler ve

Vil

kaynaklar harig¢, toplam sekiz sayfay1 (1000 kelime)
gecmemelidir. Yazida tablo veya sekil kullaniliyorsa
her tablo veya sekil bagina yazi 1/2 sayfa veya 125
kelime kisaltilmalidir. Cerrahi teknik yazilari detayli
gorsel agiklama igermelidir.

Editore Mektup, c¢ift satir araligl ile yazilmali,
toplam iki sayfay1 (en ¢ok 500 kelime)
gegmemelidir. Editore mektup yazilarinda tablo ve
sekillerin basilmalar1 ancak istisnai durumlarda s6z
konusu olabilir.

Tiirkge ve Ingilizce metinlerde kullanilacak olan
kaynaklar igerisinde yerli literatiire yer verilmesi
tercih edilmelidir.

Derleme Yazilari, 4000 kelimeyle, editoryel yazilar
2500 kelimeyle sinirli tutulmalidir.

Bashk Sayfasi

Miimkiin oldugunca kisa bir baglik kullanilmalidir.
Yazinin baghigi arastirma ve inceleme yazilarinda 95
karakteri (her harf ve bosluk bir karakter sayilir),
olgu sunumlari, mektuplar ve cerrahi teknik
yazilarinda ise 80 karakteri gegmemelidir. Baglikta
kisaltma kullanilmamalidir. Baglhik Tiirkge ve
Ingilizce olarak yazilmalidir. Basligin hemen altina
40 karakteri gegmeyecek bir kisa baglik eklenmelidir.
Yazida sadece ¢alismaya dogrudan katkisi bulunan
yazarlarin ad ve soyadlart acik olarak yazilmalidir.
Yazarlarin altina ¢alismanin yapildigi kurumun agik
adi1 ve sehir yazilmalidir. Eger birden fazla kurum (en
fazla iki) ¢aligmaya katilmigsa, her yazarin ait oldugu
kurum belirtilmelidir (yazarlar bashk sayfasi ve
makale dahil olmak {izere yazinin higbir yerinde
unvan kullanmamalidir). Calismay1 destekleyen fon
ve kuruluslar burada belirtilmeli, ¢aligmanin
herhangi bir kongrede sunulmasi planlaniyor ya da
daha 6nce sunulmus ise kongre adi, zaman (giin-ay-
yil) ve yer belirtilerek yazilmalidir. Baglik sayfasinin
en altina iletisim kurulacak yazarin adi, soyadi, agik
adresi, posta kodu, telefon numarasi (verilmek

isteniyorsa cep telefonu), faks numarasi ve mutlaka
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;v;posta adresi yazilmalidir. Baglk sayfasi, sisteme
ayr1 bir dosya olarak yiiklenmelidir.

Ozetler
Ozetler, arastirma yazilarinda 250 kelimeyi
gecmemelidir. Ozetlerde baslik kullanilmamalidir
(bashgm Ingilizcesi Baslik sayfasina yazilmalidir).
Tirk¢e (Amag, Gere¢ ve Yontemler, Bulgular,
Sonug) ve Ingilizce 6zetler (Introduction, Materials
and Methods, Results, Conclusion) olmak tizere dort
boliimden olugmalidir. Olgu sunumlari, derlemeler
ve cerrahi teknik yazilarinda ise bu boliimlere gerek
olmayip 6zetler 100 kelimeyi gegmemelidir.
Anahtar Kelimeler

En az 3 en fazla 6 adet, Tiirk¢e ve Ingilizce olarak
yazilmahdir. Kelimeler birbirlerinden virgiil (,) ile
ayrilmalidir. Ingilizce anahtar kelimeler “Medical
Subject Headings (MESH)”¢ uygun olarak
verilmelidir

(www.nlm.nih.gov/mesh/MBrowser.html). Tiirkce

anahtar kelimeler Tiirkiye Bilim Terimleri’ne uygun
olarak verilmelidir (www.bilimterimleri.com).
Ana Metin

e Yazi, Giris, Gere¢ ve Yontemler, Bulgular,
Sonug boliimlerinden olusmaktadir.

e  Giris béliimiinde konuyu ve galismanin amacini
aciklayacak bilgilere yer verilmelidir.

e Gere¢ ve Yontem bolimiinde c¢alismanin
gerceklestirildigi yer, zaman, ¢aligmanin plani,
hasta ozellikleri, cerrahi teknik veya deneysel

verilerin  derlenmesi

calisma  yOntemi,

(toplanmas1), takip  yontemi, kullanilan
istatistiksel yontemler, vb alt bagliklar seklinde
olmalidir.

elde

istatistiksel sonuglari ile beraber verilir.

e Bulgular boliimiinde edilen veriler,

e Tartisma boliimiinde ¢alisma sonuglari, literatiir
ile karsilastirilarak degerlendirilir.

e Sonu¢ boliimiinde, ¢aligmanin nihai miitalaast

bir paragraf ile 6zetlenir.

Vil

e Kaynaklar, sekil ve tablolar yazi igerisindeki
gegis sirasina gére numaralandiriimalidir.
miimkiin

o Kisaltmalardan oldugunca

kacinilmali, eger kisaltma kullanilacaksa
ifadenin ilk gectigi yerde agiklanmalidir.

e  Metin igindeki tiim 6l¢lim birimleri uluslararasi
metrik standartlara uygun olarak verilmelidir.
Tesekkiir yazilari, Odenekler ve finansal
destekler veya teknik yardimlari da igerecek
sekilde yazinin sonunda, referanslardan once
konulmalidir.

Kaynaklar
Kaynaklarin kullanilmasinda segici davranilmali ve
calismayla dogrudan ilgili kaynaklara yer
verilmelidir. Arastirma makalelerinde referans sayisi
en fazla 25, olgu bildirimi ve cerrahi teknik
yazilarinda en fazla 6, derlemelerde en fazla 85 ve
editore mektuplarda en fazla 47U gecmemesi
onerilmektedir.  Kisisel  temaslardaki  bilgi-
aligverisleri, hazirlik asamasindaki makaleler ve
diger  basilmamis  veriler = kaynak  olarak
gosterilmemelidir. Kaynaklar iki satir aralikli olarak
ayrt bir sayfaya yazilmali ve yazi i¢inde gegis
sirasina gore numaralandiriimalidir.

Kaynak¢ca Yazim  Tipi:  Vancouver  stili

kullanilmalidir. Bu stilde metin i¢inde kullanilan

kaynaklar numaralandirilarak, metin sonunda bu
numaralara karsilik gelen kaynaklarin detayli
bilgileri verilir.

Kaynaklar Listesi Ornegi

Makale i¢in;

Yazar(lar)in soyad(lar)1 ve isim(ler)inin
bagsharf(ler)i, makale ismi, dergi ismi, yil, cilt, say1,
sayfa no’su belirtilmelidir.

Ornek: Baser A, Eliagik S, Baykam MM, Tan FU.
Clinical Manifestations of Overactive Bladder With
Migraine 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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Kitap i¢in; Yazar(lar)in soyad(lar)1 ve isim(ler)inin
basharf(ler)i, bolim bashgi, editoriin(lerin) ismi,
kitap ismi, kaginct baski oldugu, sehir, yayinevi, yil
ve sayfalar belirtilmelidir.

Ornek:

Yabanci dilde yayimlanan kitaplar i¢in;

Vissers RJ, Abu-Laban RB. Acute and Chronic
Tintinalli  JE, GD,
Stapczynski JS (eds.), Emergency Medicine: A

Pancreatitis.  In: Kelen
comprehensive Study Guide. 6 st ed. New York:
McGraw-Hill Co; 2005. p.573-577.

Tiirkge kitaplar igin; Gokce O. Peptik iilser. Dilek
ON, editér. Mide ve Duedonum. 1. Baski. Ankara:
Anit Matbaasi; 2001. s:265- 276.

On-line yayinlar i¢in format; DOI tek kabul

edilebilir on-line referanstir.

Tablolar

Tablolar iki satir aralikli olarak her biri ayr1 word
sayfasinda hazirlanmali, her tablonun istiinde
numarast ve bagligt olmalidir. Tabloda kisaltmalara
yer verilmigse bu kisaltmalarin ag¢ilimi altyazi
seklinde tablonun altinda ve alfabetik siraya gore yer
almalidir. Daha 6nce basili veya elektronik olarak
yayimlanmig tablolardan yararlanildiginda hem
yazart hem de basimevinden yazili izin alinmali ve

dergi editorliigiine gonderilmelidir. Tablolar yazi

icerisindeki bilginin tekrar1 olmamalidir.

Sekil, Grafik, Resim Altyazilar

Altyazilar iki satir aralikli olarak ayri bir sayfaya
yazilmalidir. Metin igerisindeki siralarina gore
numaralandirilmali ve sekil, grafik ve resimlerde
kisaltmalara yer verilmigse, bu kisaltmalarin a¢ilimi
altyazinin altinda ve alfabetik siraya gore yer
almalidir. Mikroskobik resimlerde biiylitme orani ve
boyama teknigi acgiklanmalidir. Daha &nce basil
veya elektronik olarak yaymlanmis tablolardan

yararlanildiginda hem yazar1 hem de basimevinden

yazili izin alimmali ve dergi editdrliigiine
gonderilmelidir. Yiizii saklanmamis ve taninabilir
sekilde goriinen sahislarin resimlerini kullanirken
kendilerinden yazil1 izin alinmalidir.

Sekil, Grafik ve Resimler

Sekil, Grafik ve Resimler ayr1 ayr1 dosyalar halinde
sisteme yiiklenir. Her bir sekil, grafik ve resim
dosyast i¢in verilen numara dosya ismi olarak
kullanilir (6rnegin, Figure 1A). Tiim goriintiiler 300
Dpi ¢oziiniirliikte .JPEG veya .TIFF formatlarinda
teslim edilmelidir. Basili veya elektronik ortamda
daha 6nce yayimlanmis her tirlii sekil, grafik ve
fotografi¢in hem yazardan hem de yayincidan (yaymn
hakki1 dergi

sahibi) yazili izin alinmali ve

editorligiine gonderilmelidir.
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Abstract

Background Incisional hernias are one of the common complications after abdominal surgeries. In this article, we compared the anterior component
separation technique (ACST) and the modified rives-stoppa technique (MRST).

Materials and The records of 78 patients who underwent surgery for large incisional hernia between January 2017 and December 2022 were reviewed.
Patients who were followed for at least 1 year, had an abdominal defect larger than 10 cm and area loss 220% were included in the study.

Methdos Immunosuppressive patients, patients with severe cardiac, respiratory and hepatic insufficiency were not included in the study. The patients
were divided into two parts: mesh-supported ACST (group 1) and MRST (group 2). The groups were compared in terms of recurrence,
complications, and other clinical features.

Results 33 patients in group 1 and 29 patients in group 2 were included in the study. The difference was seen between the two groups in terms of
surgery time, postoperative hospital stay, number of drains, drain removal time, and return to normal life. In Group 2, the duration of surgery,
postoperative hospital stay and return to normal life were shorter, the number of drains used was less, and the drains were removed earlier.
The difference was seen between the two groups in terms of postoperative pain score (VAS). In Group 2, the pain score was lower on the 1st
and 3rd days.

Conclusion In conclusion, although there was no difference between the two groups in terms of recurrence and postoperative morbidities but a difference
was found in terms of duration of surgery, postoperative pain, length of hospital stay and return to normal life in terms of cost-effective results.

Keywords large incisional hernia, recurrent hernia, rives-stoppa, component separation technique

Ozet

Arka plan Insizyonel herniler, abdominal cerrahilerden sonra sik goriilen komplikasyonlardan biridir. Bu makalede, anterior komponent ayirma teknigi
(ACST) ile modifiye rives-stoppa teknigini (MRST) karsilagtirdik.

Geregve Ocak 2017 ile Aralik 2022 arasinda biiyiik insizyonel herni nedeniyle ameliyat edilen 78 hastanin kayitlar incelendi. En az 1 yil takip edilen,
10 cm'den biiyiik abdominal defekti olan ve alan kayb1 2%20 olan hastalar ¢alismaya dahil edildi. Bagisiklik sistemini baskilayan hastalar, ciddi

Yontemler kardiyak, solunum ve karaciger yetmezligi olan hastalar ¢alismaya dahil edilmedi. Hastalar iki b6liime ayrildi: mesh destekli ACST (grup 1) ve
MRST (grup 2). Gruplar, tekrarlama, komplikasyonlar ve diger klinik 6zellikler agisindan karsilagtirildi.

Bulgular Grup 1'de 33 hasta ve grup 2'de 29 hasta calismaya dahil edildi. ki grup arasinda ameliyat siiresi, ameliyat sonrasi hastanede kalis siiresi, dren
says, dren ¢ikarma siiresi ve normal hayata doniis agisindan fark gériildii. Grup 2'de ameliyat siiresi, ameliyat sonrasi hastanede kalis siiresi
ve normal hayata déniis daha kisayds, kullanilan dren sayis1 daha azd1 ve drenler daha erken gikarildi. [ki grup arasinda ameliyat sonrasi agr1
skoru (VAS) agisindan fark goriildii. Grup 2'de agri skoru 1. ve 3. giinlerde daha diisiiktii.

Sonug¢ Sonug olarak, iki grup arasinda tekrarlama ve ameliyat sonrasi morbidite agisindan fark olmasa da, maliyet-etkin sonuglar agisindan ameliyat
siiresi, ameliyat sonrasi agr1, hastanede kalis siiresi ve normal hayata doniis agisindan fark bulundu.

Anahtar buyiik kesi fit1g, tekrarlayan fitik, rives-stoppa, bilesen ayirma teknigi

Kelimeler
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o INTRODUCTION

Incisional hernias occur in approximately 10 to 20 percent of
patients who have abdominal surgery(1). It accounts for
nearly 80% of all ventral hernias. Large incisional hernias
are defined as hernias larger than 10 cm in diameter and
with impact area loss >20%/(2-4]). Incisional hernia occurs
due to both patient and technical factors (5-7). Non-
compliance with correct closure techniques,
inappropriate suture material, wound infection are technical
factors that increase the risk of incisional hernia; Comorbid
obesity, smoking, malnutrition,
immunosuppressive therapy and connective
disorders are patient-related factors that prevent normal
wound healing and increase the risk of incisional hernia(8-
11). Continuous mass closure with slowly absorbable
stitches and a 4:1 ratio of stitch length to wound length has
been accepted as the best abdominal closure method(12-
14).

use of

diseases such as

tissue

The high recurrence rate in incisional hernia surgery has
forced general surgeons to try new techniques. The
complexity of hernia increases complications(15). Tension-
free repair is considered the most appropriate method by
many authors, and repair with only sutures is not
recommended. High recurrence rates (63%) have been
reported in patients repaired with sutures alone(15).
Placing a prosthesis in the preperitoneal area is the most
commonly used method today(16). In cases where primary
closure of large hernias is not possible, separation technique,
composite or biological mesh are the most preferred
methods. However, composite and biological meshes are
expensive and may not always be available. Non-absorbable
synthetic patches are both cheap and easily available. For
this reason, it is more preferred.

Many techniques have been described to reduce relapse and
complications. These techniques are described as onlay,
inlay, sublay, underlay or intra-abdominal mesh placement
technique, according to the anatomical placement of the
prosthesis relative to the rectus muscle(17).  Both
recurrence and complication rates have been shown to be
higher in onlay or inlay meshes than in sublay or underlay
meshes(18-20).

The separation technique described by Ramirez is used for
the repair of giant abdominal hernias and restores the
integrity of the abdominal wall(21). Component separation
allows fascial closure by advancing the rectus abdominis
muscle up to 10 cm from both sides(22). The Rives stoppa
technique is defined as a sublay repair that

in the
extraperitoneal space behind the rectus muscles and
provides a tension-free closure. With this technique, a large
area is created behind the rectus muscle and a tension-free
closure is provided(23,24).

allows a wide placement of the prosthesis

In this study, our aim is to compare the open anterior
component separation technique and the modified rives-
stoppa technique in terms of hernia recurrence and
complications in the repair of complex and large incisional
hernias.

MATERIALS AND METHODS
Collection of data

The files of 78 patients who were operated for large
incisional hernia in Tekirdag Namik Kemal University,
Faculty of Medicine, Department of General Surgery between
January 2017 and December 2022 were retrospectively
analyzed. Patients with at least 1 year follow-up were
included in the study. In the current study, Large incisional
hernia was defined as a fascial defect (hernial orifice)
measuring 10cm or more in any or area loss 2 20%
direction according to the definition of the European Hernia
Society (EHS) (25). According to the classification of the EHS,
hernias developing in the M1-M5 regions above the midline
of the abdomen were included in the study. Hernias arising
from the lateral region L1-L4 were not included in the
study(25). Primary hernia was not included in our study. All
hernias were secondary (incisional) hernias that developed
after abdominal operations.

Immunosuppressive patients, patients with severe heart,
respiratory and liver failure were excluded from the study.
Surgical reports of 62 eligible patients were analyzed using
hospital records. The preoperative
tomography(CT )images of the patients were examined and
the hernia width and length were measured. Examination
findings at 1, 3, 6 and 12 months were recorded after surgery
in patients. CT and ultrasonography (USG)were used to
diagnose recurrence and complications. The patients were

computed

divided into two groups as repair with component

separation technique (ACST) and modified rives-stoppa
technique (MRST). Evaluated parameters: Patient-related
parameters included age, gender, body mass index (BMI),
American Society of Anesthesiology (ASA) score, any
associated comorbidities. Hernia-related parameters were
duration of symptoms, presence of primary or recurrent
hernia, localization of the hernia, and size of the defect.
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Parameters related to the operation are the duration of the
operation, the number of drains. Outcome parameters
included recurrence rate after 1 year of follow-up, pain
score, length of hospital stay, time to remove drains, time to
study entry, and postoperative morbidity. Since the study
was retrospective, the distribution of patients in the two
groups was not homogeneous in terms of some parameters
(hernia length, body mass index, number of drains, etc.).

Operation techniques

Antibiotics (ampisid 1g iv) and thrombosis prophylaxis
(4000 IE low molecular weight Heparin sc) were
administered before the surgery. Since the study is
retrospective, the reason for choosing the technique is not
clear. However, both techniques are preferred in complex
and large incisional hernias(26,27). Monofilament
propylene mesh was used in both techniques. Dual mesh was
used to close fascial defects in MRST. Depending on the size
of the hernia, mesh measuring 15x15 cm to 30x30 cm was
used.

Anterior component separation technique

The anterior component separation technique was

performed as described in detail by Ramirez(21).
Modified rives-stoppa technique

The layers were crossed with a wide midline laparotomy
that included the patient's previous scar. Intra-abdominal
adhesions were completely dissolved, the hernia sac was
preserved as much as possible, and another layer of
autogenous tissue was placed between the intraperitoneal
content and the back surface of the prosthesis. The internal
organs were released from the abdominal wall and a large
towel was laid over the intestine. After the towel was placed,
the edges of the defect on the face were determined and
length/width  measurements were made. Careful
examination of the fascia to identify multiple or other
discrete defects was routinely performed.

Five Kocher clamps were then placed on the medial edge of
the rectus. Using a serrated forceps, the posterior rectus
sheath was retracted and incised just lateral to the rectus
border to expose the underlying muscle center. The entire
medial edge of the posterior rectus sheath was separated
and the medial edge of the rectus muscle was exposed.
Dissection continued until the retrorectus area was
completely exposed. After the posterior rectus sheath was
adequately medialized to the midline and adequate isolation
ofthe internal organs was achieved, the posterior sheath was

reapproximated. The mesh was fixed with a u-shaped suture
passing through the lateral rectus muscle by placing a
prolene mesh on both sides extending to the lateral rectus
muscle. Additionally, the mesh was fixed to both caudal ends.
However, in cases where the prosthesis was exposed to
direct intraperitoneal  exposure, the  expanded
polytetrafluoroethylene (PTFE) side was used facing the
abdominal cavity and the polypropylene side was facing the
abdominal wall (DualMesh), or a hernia sac was placed
between the prosthesis and intraperitoneal tissues. After
approximating the anterior rectus sheath, a drain was placed
and the skin was closed.

Anterior to the anterior rectus fascia, no attempt was made
to examine the subcutaneous space laterally to the extent of
the mesh; The autogenous tissues on the front of the
prosthesis were brought as close to the midline as possible,
covering the front surface of the prosthesis after appropriate
fixation. Sometimes lateral fascial release incisions or a
component separation technique used to
reapproximate the midline fascia to cover the prosthesis
with another layer of vascularized tissue to protect it from
potential infection(28,35).

were

Post-operative care

In the early postoperative period, patients were mobilized
and oral intake was allowed. Those with thromboembolic
risk were given low molecular weight heparin ( LMWH)
using the Modified Caprini deep vein thrombosis (DVT) Risk
Determination Scale. Clinical information was recorded at
six-hour intervals. Wounds were examined daily for seroma,
hematoma, and infection. The amount and color of the drain
were monitored. When the fluid entering the drain was <25
ml/day, the drain was withdrawn. Patients whose pain was
controlled with oral analgesics and who tolerated adequate
oral nutrition were discharged without complications.
Patients were told not to lift anything heavy.

Patient monitoring

Patients were followed for 12 months after discharge. It was
performed on the 1st, 3rd, 7th and 15th days after surgery
and at 1, 3, 6 and 12 months after discharge.

A comprehensive clinical examination was performed at
each visit, and patients with suspected recurrence were
evaluated with imaging devices. Patients whose follow-up
process was interrupted were contacted by phone. Patients
with suspected recurrence were called for control.
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RESULTS

The primary endpoint was the rate of recurrence 1 year after
the procedure. Secondary outcomes included postoperative
morbidities, including operative time, number of drains and
removal time, pain score, length of hospital stay, wound and
mesh-related complications such as seroma, hematoma,
infection, and wound grade. Pain was measured using the
Visual Analogue Scale (VAS) at 1,3 and 7 days
postoperatively, with no pain as "0" and most severe pain as
"10". We accepted patients who required aspiration or
drainage for seroma and hematoma. We divided the wound
into 4 groups as normal wound, erythema and swelling,
purulent discharge and open wound. Postoperative
morbidity was performed according to the Clavien-Dindo
classification(29).

Statistical analysis

Data were analyzed by saving to SPSS (Statistical Package for
Social Sciences) for Windows 22 program. In order to decide
the normality of the data, the Shapiro-Wilk test was
evaluated by examining the other assumptions of the normal
distribution, kurtosis and skewness. The Man Whitney-U test
was used to compare two independent groups. Friedman
test was used in the comparison of more than two dependent
groups and Bonferroni multiple comparison test was used to
determine the source of the difference. The relationship
between categorical variables was examined with Chi-
square and Fishersexcat tests. The significance level of 0.05
was used as a criterion in interpreting whether the obtained
values were significant or not. After excluding patients who
did not meet the inclusion criteria and whose data were not
available, the remaining 62 patients were included in the
analysis (Fig. 1).

Characteristics of the patients

When the general distribution of the patients was examined,
35 (56.4%) were female and 27 (43.5%) were male. Thirty-
nine patients (62.9%) had ASA score(1), 18 (29%) had ASA
score(2), and 5 (8%) had ASA score(3). Thirty-eight patients
(61.2%) were non-smokers, mean age of the patients was
57.94+10.92, mean BMI was 28.13+6.34. Thirty-two patients
had comorbid disease. Age, gender, ASA, smoking status,
presence of comorbid disease and BMI did not show a
statistically significant relationship between the groups
(p>0.05) (Tablel).

Assessed for eligibity n:78

Modified rives-stoppa
technique n:36

Anterior component
seperation technique n:42

Excluded n:9 Excluded n:7

Not meeting including
criterian:4

Not meeting including
criterian:5

Data not available n:4 Data not available n:3

Analysed n:33 Analysed n:29

Figure 1. Consort flow chart shows patients’ recruitment
process

Hernia features and surgery details

In both groups, all hernias were located over the median
incision. Symptom duration was 7.85%9.08 in group 1 and
4.71£4.69 year in group 2.

Table 1. Patients' characteristics

Total Group 1% Group 2% P value
F 35(%43,55) 20 (%60,61) 15 (%51,72) ]
Gender M | 27(%5645) 13 (%39,39) 14 (%48,28) p:0,609
Age(Mean 57,94£10,92 57,33+11,81 58,629,98 P:0,65
+SD)
f;Ml(Kg/ m 28,13+6,34 27,4245,77 28,93+6,94 0,47
. Yes | 24(%38,71) 11 (%33,33) 13 (%44,83) ]
Smoking No 38(%61,29) 22 (%66,67) 16 (%55,17) p:0,354
1 39(%62,90) 20 (%60,61) 19 (%65,52)
ASA score 2 18(%29,03) 9 (%27,27) 9 (%31,03) 0,524
3 5(%8,06) 4(%12,12) 1(%3,45)
Co- Yes 32(%51,6) 16 (%48,48) 16 (%55,17) pi05%6

morbidity No 30(%48,4) 17 (%51,52) 13 (%44,83)

62
Total
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Hernia length and width in group 1 were 17.27+2.63 cm and
10.73£1.21 cm, respectively, while in group 2 they were
16.14+2.33 cm and 10.38+1.24 cm. In Group 1, 21 (63.64%)
patients had primary hernia, while 12 (36.36%) patients had
recurrent hernia. In Group 2, 25 (86.21%) patients had
primary hernia and 4 (13.79%) patients had recurrent
hernia. Thirty-eight patients had a single defect, and 24
patients had 2 or more hernia defects. A statistically
significant relationship was found between the groups in
terms of recurrent incisional hernia and symptom duration
(time spent with hernia). Previous incisional hernia surgery
and duration of symptoms were found to be lower in Group
2 (p:0.041 and p:0.03). There was no significant difference
between the groups in terms of defects and hernia size
(p>0.05). The mean operative time was 2.56+0.92 hours in
group 1 and 1.90+0.40 hours in group 2. The median number
of drains used was 2 (range 1-3). In Group 1, two drains were
used in 25 (75.76%) patients and three drains were used in
8 (24.24%) patients. In group 2, two drains were used in 26
(89.66%) patients and one drain was used in 3 (10.3%)
patients. A statistically significant relationship was found
between the number of drains, the duration of the operation
and the groups (p:0.00,p:0.00). While the use of one drain
was 10.34%, the use of two drains was 89.66%, and the use
of three drains was 0% in group 2, these rates the use of one
drain were 0%, the use of two drains and 75.76%, and the
use of three drains %24.24 in group 1. The operation time
was shorter in group 2 (p:0.00). In Table 2, hernia
characteristics and surgical details are summarized.

Table 2. Hernia characteristics and operative detail

Total Group 1% Group 2%

value

Primer

Hernia 46(%74,19) 21(%63,64) 25(%86,21)

Re H
nature . CCUTEn | 1 6(%25,81) 12(%36,36) s(p1379) | POOH
Symptoms
duration 6,38£7,47 7,85£9,08 4,7154,69 P:0,03
(year)

Hernia

16,74£2,53 17,27£2,63 16,14£2,33 p:0,12
lenght
Hernia 10,55+1,23 10,73+1,21 10,38+1,24 0,22
width Y e (S PO
Numberof. | Single 38(%61,2) 20(%60,61) 18(%62,07) 0892
Defects Multiple 24(%38,7) 13(%36,36) 11(%37,93) | P¥
Operative
’ 2,25£0,79 2,56£0,92 1,90+0,40 P:0,00
time(Hour)

1 3(%4,84) 0 (%0,00) 3(%1034)

Numb: f -
d'"f' er o 51(%82,26) 25(%75,76) 26 %89,66) P'°1'°°
rains 3 8(%12,90) 8 (%24,24) 0 (%0,00)

Post-operative follow-up; pain score, length of hospital
stay, duration of drain removal, morbidities

A statistically significant difference was found between the
groups in terms of drain removal time, length of hospital stay
(days), time to start the study (in weeks) (p<0.05). In Group
2, shorter hospital stay and earlier return to normal life were
observed. It was observed that the drains were removed
later in Group 1. According to the Bonferroni multiple
comparison test, the end-of-day 7 pain values were
significantly lower than the 1st and 3rd day pain values, and
the 3rd day pain values were significantly lower in the 1st
day pain values. Pain scores on the 1st and 3rd days show a
statistically significant difference between the groups
(p<0.05). When the median values were examined, the
patients in group 2 were l.and 3rd day pain scores were
found to be lower than the patients in group 1. The surgical
wound was stage | in 26 patients in Group 1 and 23 patients
in Group 2. Stage Il wounds were detected in 5 patients in
group 1 and in 5 patients in group 2. 2 patients in group 1
and 1 patient in group 2 had Stage III wounds. Only one
(3.6%) patient in group 1 had a small hematoma requiring
bedside drainage, while none of the patients in group 2
developed a postoperative hematoma. Seroma developed at
the surgical site in 4 patients in group 2. Seroma developed
in 7 patients in group 1. Seromas were drained by puncture
in the outpatient clinic. According to the Clavien-Dindo
classification, 23 patients in group 1 and 23 patients in group
2 were grade I, meaning that no pharmaceutical or surgical
treatment was required for any deviation from the normal
postoperative course. 4 patients from Group 1 and 5 patients
from Group 2 had Grade I], that is, long-term pharmaceutical
treatment with systemic antibiotics was required. 5 (28.6%)
patients in Group 1 and 1 patient from Group 2 were
classified as grade Illa. There was no significant difference
between the groups in terms of morbidities.

Table 3 summarizes the postoperative findings.
Recurrence

The mean follow-up time was 36 months (13-62) in group 1
and 41 months (14-68) in group 2. Recurrence was observed
in 4 (12.1%) patients in group 1 and in 2 (6.8%) patients in
group 2. There was no difference between the groups in
terms of recurrence (p:0.880).

DISCUSSION

In this study, it was shown that there was no statistically
significant difference of
postoperative morbidity between the mesh reinforced
anterior component separation technique and the modified

in terms recurrence and

rives-stoppa technique in the repair of large incisional
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hernias. However, in the modified rives-stoppa technique, it
was determined that the postoperative pain score (VAS) was
lower and the return to normal life was earlier. In addition,
it has been shown that the operative time and hospital stay
are shorter in the modified rives-stoppa technique. The
results are statistically significant.

Table 3. Postoperative pain score, hospital stay, drain
removal time, morbidities, recurrence

Total Group 1% Group 2% vall)ue
lday = 544%121 5,73+1,40 510:0,86 | p:0,04
Painscore(VAS) | 3.day = 3,15:0,90 3,480,76 2762091 | p:0,02
7day = 1,35%055 1,45:0,51 1,24:058 | p:0,15
Postoperative 3,075:146 = 4,18:1,88 1,97:1,05 | P:0,00
stay(days)
Drain period 7,41£3,2 9,00£5,34 583£1,07 | p:0,00
(days)
Return to normal
life (week) 2,55 2,97+1,36 2145125 | p:0,01
1 49(%79,03) | 26(%78,79) | 23(%79,31)
Wound grade 2 10(%16,13) | 5(%1515)  5(%17,24) | p:0,881
3 3(%4,84) 2 (%6,06) 1(%3,45)
Postoperative
E‘S‘g:::;“es No 47(%758) | 23(%69,70) | 24(%8276) | oo
b ’ Yes | 15(%241) = 10(%30,30) = 5(%17.24)
ematoma,
infection)
N 1 46(%7541) | 23(%71,88) | 23(%79,31)
g::s';:‘c;‘lz? 2 9(%14,75) | 4(%12,50) = 5(%17,24) | p:0,268
3 6(%9,84) | 5(%1563)  1(%3,45)
No 56(%90,3) | 29(%87.8) | 27(%93,1) !
Recurrence Yes 6(%9,6) 4(%12,1) 2(%6,8) P:0,880

In this patient group, who also has a history of previous
surgery, several comorbid diseases are often accompanied.
They also have large hernias with multiple defects or have
had previous failed hernia repairs.

In the method of separation into its components, which was
published by Ramirez in 1990 and performed without using
a patch, the rectus muscle is moved approximately 7-10 cm
to widen the abdominal Wall(21). Although many variations
have been described in addition to the original ramirez
technique, it has been commented that it should only be
applied in contaminated cases where the use of mesh is not
safe due to high recurrence and complications(30,31). Due
to the high recurrence rates, the technique of separating
mesh-reinforced components was then described. The
recurrence rate, which reaches 40% in the separation
technique without mesh reinforcement, has become one of
the methods that can be preferred in ventral hernia repair
with the decrease below 10% after mesh reinforcement(32).
It has been proven that mesh repair is superior to suture-
only repair in terms of recurrence in incisional hernia repair,
regardless of hernia size(15,16). However, the incidence of
postoperative morbidities such as seroma, hematoma,
surgical site infection and skin necrosis was found to be

higher due to wide dissection, use of large patches, and
damage to the perforating vessels feeding the skin(33,34).

The rives-stoopa technique, first described by the French
surgeons Jean Rives and René Stoppa in the 1980s, is a
retrorectus dissection(35). The advantage of this method is
that since the surface area of the patch is larger than the
defect, intra-abdominal forces push the prosthesis towards
the muscles. Modified Rives-Stoppa repair was described in
the 1990s. The advantage of this method over the
conventional method is that it can be performed more
quickly, requires less dissection, and is more cosmetic
because there are no skin holes. In the modified Rives-
Stoppa repair, a prosthesis larger than the hernia defect is
placed and fixed behind the recrus muscle and in front of the
posterior rectus sheath-peritoneum. In this way, tissue
integration of the prosthesis is optimized and the mesh
becomes more resistant, reducing infection and seroma
formation. This provides mechanical strength to the anterior
abdominal wall. The rectus sheath-peritoneum prevents
direct contact of the prosthesis with the intestine(23).
Tansawet et al. used sublay-mesh placement for mesh repair,
which showed better results compared to onlay, inlay, and
underlay repairs(20). In a meta-analysis, sublay mesh
placement was associated with a lower risk of recurrence
and surgical site infection compared with onlay, inlay, and
underlay(19). In our study, a recurrence rate of 12% in the
ACST group and 6.8% in the MRST group was observed in
accordance with the literature. Although there was no
statistically significant difference, numerically fewer
recurrences were observed in the MRST group. Likewise,
The postoperative complication rate was found to be
numerically higher in the ACST group. However, it was not
statistically significant. We think this is due to extensive
dissection. The fact that less dissection is required in the
modified rives-stoppa technique stands out as an advantage.
As a continuation of this, the withdrawal time of the drains
was shorter in the 2nd group and it was statistically
significant. We attribute this situation to the fact that less
dissection is required in the technique used in the second

group.

Many different studies have shown that increasing obesity is
a risk factor for many diseases and an important factor that
increases hernia recurrence. In a study conducted in the
United States, patients were examined in terms of hernia
repair types, age, gender, and BMI, and recurrences were
found to be high in patients with a BMI of 30 and
above(9,36,37). In this study, the increase in BMI was not
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found statistically significant in terms of recurrence in both
groups. We attribute this to our low BMI average.

In the same study, comorbid diseases and BMI were
classified according to repair types and their effects on
recurrence were evaluated. It has been reported that the
incidence of recurrence in patients with diabetes mellitus,
COPD and cardiac disease history is similar to those without
the disease(34). However, there are also studies showing
that such comorbidities increase hernia recurrence. Such
diseases impair wound healing by disrupting tissue
nutrition(38,39).

In the current study, although there was no statistical
significance on the basis of group, it was found that
comorbidities increased recurrence studies have shown that
there is a relationship between the size of the hernia and its
recurrence. However, this Hernia sizes vary widely in
studies. In a study conducted in 2001 involving 246 cases, in
which large hernias (over 10 cm) were in the majority and
repair with prosthesis was applied, it was found that the
recurrence rate increased as the defect grew(40). In this
study, it was observed that hernia size did not increase the
recurrence rate.

Among the factors that increase the recurrence; smoking,
malnutrition, hypoproteinemia, malignant diseases, ascites
and cough. These factors are thought to be effective in the
etiology of hernia and recurrence by increasing intra-
abdominal pressure(41). Fischer et al proved that smoking
is an important factor that increases the rate of incisional
hernia after laparotomy(42).
significant difference in smoking between the two groups
[p=0.354].

In our study, there was no

Milad et al. reported that since the retromuscular plane is
highly vascular, it helps to prevent seroma and infection, and
when any infection occurs in the subcutaneous plane, the
patch is not affected because the patch is in a deeper
plane(43). Many studies have reported that the highest
postoperative complication rates can be observed in onlay
hernia repair(44,45). In this study, the Clavien-Dindo
classification postoperative
complications, as it was based on therapeutic results. No
statistically significant difference was found between the
two groups in the Clavien-Dindo classification(29). The
length of hospital stay, pain and return to normal life are very
important in comparing different surgical techniques for
hernia repair. Although laparoscopic hernia repair has been
developed for this purpose, it is difficult to apply, especially
in large ventral hernias, and the presence of intra-abdominal

was used to evaluate

adhesions makes dissection difficult and causes undesirable
conditions such as intestinal injury(33). In our study, both
the mean of VAS on days 1, 3 and 7 in the modified rives-
stoppa group, as well as the length of hospital stay and return
to normal life were lower than the ACST group, and there
was a statistically significant difference. In our study, the
duration of surgery was longer in the ACST group. Further
dissection and separation of layers were seen as the reason
for this. Retrorectus dissection in the MRST group is faster
due to its anatomical structure.

Limitations

Because this study was retrospective, data regarding
technique selection were not available. It is clear that
prospective studies with larger populations are needed.
Although not statistically significant, hernia size was higher
in the ACST group than in the mrst group.

CONCLUSION

As a result, although there was no significant difference in
terms of recurrence and postoperative morbidities in the
repair performed using the MRST compared to the ACST
technique, a significant difference was found especially in
cost-effective results, operation time, postoperative pain,
hospital stay and return to normal life. Therefore, we
recommend repair with MRST in cases with ventral hernia.
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Ozet

Amag Bu galismanin amaci, 65 yas ve iizeri hastalarin birinci basamaktaki basvurularinda, TIME kriterlerine gére uygunsuz regeteleme durumunun
ve polifarmasi sikliginin taranmasidir.

Gereg ve [stanbul ilinde bir Aile Saghigi Merkezine kayith 65 yas ve lizeri hastalarla 01.12.2019-01.03.2020 tarihleri arasinda tanimlayici kesitsel bir

Yontemler calisma planlanmistir. Katilimcilara sosyo-demografik ézellikler, tibbi 6ykii ve Tiirkiye'ye 6zgii yashlarda uygunsuz ilag kullamimini 8lgen TIME
kriterlerini iceren bir saglk anketi yiiz ylize uygulanmistir. Verilerin degerlendirilmesinde tanimlayici istatistiksel yontemlerin yani sira,
niceliksel verilerin karsilastirilmasinda Mann Whitney U testi ve niteliksel verilerin karsilastirilmasinda Ki-Kare testi kullanilmigtir.

Bulgular Yas ortalamasi 71.89+5.22 yil olan 129 hastanin %41,1’inin erkek, %58,9'unun kadin oldugu; %75.2’sinin evli, %55.8'inin emekli ve
%48,9’unun ilkokul ya da ortaokul mezunu oldugu saptanmistir. Katilimcilar arasinda polifarmasi ve major polifarmasi goriilme sikhigi sirasiyla
%89,9 ve %31,8 olup, kisi basina kullanilan ortalama ilag sayis1 7.67+3.16 ve kadinlarda erkeklerden anlamli diizeyde daha yiiksek oranda
izlenmistir (p=0,026). Time to STOP ve Time to START kriterlerine gore, 65 yas ve iizeri uygunsuz ila¢ kullanim sikhig1 sirasiyla %84.5 ve %100
olarak gozlemlenmistir.

Sonug Tiirkiye kosullarina uyarlanmis TIME kriterleri ile yapilan bu galismada, yash hastalarda %80’in iizerinde uygunsuz ilag kullanimi ve
polifarmasi tespit edilmistir. Calismamiz, birinci basamakta yiiksek oranda goézlenen uygunsuz ilag kullanimmna dikkat g¢ekerek, olasi
istenmeyen yan etkiler ve artan saglik harcamalar1 agisindan farkindalik yaratmayi amaglamaktadir.

Anahtar Yasli, uygunsuz ilag kullanimi, polifarmasi, birinci basamak

Kelimeler

Abstract

Aims The aim of this study is to screen the frequency of inappropriate prescribing and polypharmacy according to the TIME criteria in patients aged
65 and over who apply to primary care.

Materials and A descriptive cross-sectional study was planned between 01.12.2019-01.03.2020 with patients aged 65 and over registered at a Family Health

Methdos Center in Istanbul. A health questionnaire, which included sociodemographic characteristics, medical history, and the TIME criteria measuring

inappropriate drug use in the elderly specific to Turkey, was administered face-to-face. In addition to descriptive statistical methods, the Mann-
Whitney U test was used for the comparison of quantitative data, and the Chi-Square test was used for the comparison of qualitative data.

Results Among the 129 patients, with a mean age of 71.8945.22 years, 41.1% were male and 58.9% were female; 75.2% were married, 55.8% were
retired, and 48.9% were primary or secondary school graduates. The prevalence of polypharmacy and major polypharmacy was 89.9% and
31.8%, respectively, with an average of 7.67+3.16 medications per person, and significantly higher rates were observed in women compared to
men (p=0.026). According to the Time to STOP and Time to START criteria, the frequency of inappropriate drug use in patients aged 65 and over
was observed as 84.5% and 100%, respectively.

Conclusion In this study, conducted with the TIME criteria adapted to Turkish conditions, inappropriate drug use and polypharmacy were detected in over

80% of elderly patients. Our study aims to raise awareness of the high burden of inappropriate drug use in primary care, in terms of potential
adverse effects and increased healthcare costs.

Keywords Elderly, Inappropriate Prescribing, Polypharmacy, Primary Health Care
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Yaslanma, ¢ocukluk, genclik ve eriskinlik gibi evrelerin
ardindan gelen fizyolojik bir siirectir. Bu siireg, bireyden
bireye biiyiik farkhiliklar gosterir ve kronolojik yasla
dogrudan iligkili olmayabilir. Yaslanma ile birlikte, viicut
sistemlerinin islevlerinde gerileme ve organ rezervlerinde
azalma gorilir. Bu durum, hemostatik kontrolde
zayiflamaya, stres faktorlerine yanit vermede giicliige ve
cevresel adaptasyonda azalmaya yol acar. Sonug¢ olarak,
bireyler hastaliklara ve yaralanmalara karsi daha
savunmasiz hale gelirler. Toplumsal yaslanma ile birlikte
sayilari artan yasl bireylerin hayatlarini daha kaliteli ve aktif
bir sekilde siirdiirebilmeleri i¢in, ortaya ¢ikan saghk
sorunlarinin dogru ve etkili sekilde yonetilmesi gerekir. Bu

nedenle, yashlar, toplumda en fazla tibbi destege ihtiyag
duyan gruplar arasinda yer alir (1).

Yaslilarda ilag tedavisi, farmakokinetik ve
farmakodinamikteki yasa bagh degisiklikler, géorme ve
isitme kaybi, bilissel bozukluklar ve ila¢ kullaniminin
artmasi gibi faktorler nedeniyle karmasik bir hal alabilir.
lag tedavisinde beklenmeyen etkilerle karsilasiimasi
olasidir ve bu durum, tedaviye yeni bir ila¢ eklenmesini
gerektirebilir (2). Bu yeni ilacin recete edilmesi siireci,
“recete kaskad1” olarak adlandirilir. Yash bireylerin
tedavisinde kullanilan ilaglarin etkileri ve uygulama
yontemleri hakkinda ayrintili bilgiye sahip olmak biiytik
Onem tasir. Ayrica, polifarmasiye yol agan nedenlerin
degerlendirilmesi ve bu durumun yonetilmesi esastir (3).

Polifarmasi literatiirde, en az 240 giin siireyle 2 ve daha
fazla ila¢ kullanimi olarak tanimlanir. Bazi yayinlarda
polifarmasi mindér ve major olmak tizere iki alt gruba
ayrilmistir. Minor polifarmasi 2-4 ilag, major polifarmasiise
dortten fazla ilag kullanimi olarak tanimlanir. Polifarmasi
‘Hastanin ihtiyaci olandan fazla ila¢ kullanmas1’ olarak da
tanimlanabilir (31).Son yillarda polifarmasi akademik
literatiirde daha fazla yer bulmustur. Kullanilan ilaglarin
fazlaligi nedeniyle ortaya ¢ikan komplikasyonlar ve
hastalarin diisen yasam Kkaliteleri sik¢a vurgulanmistir.
Yapilan calismalarda multidisipliner saglik ekiplerinin
hasta merkezli yaklasimlari 6zellikle yash popiilasyonda
komplikasyonlarin 6nlenmesine yonelik 6nemli sonuglar
elde edilmistir.2022 yilinda MDPI Geriatrics dergisinde
yayinlanan bir c¢alismada ; aile hekimleri tarafindan
kisisellestirilmis bakim ve ilag wuygulama odakl
calisildiginda yash hastalarin yasam kalitelerinin iyilestigi
gosterilmistir (4). Bu baglamda, Akademik Geriatri Dernegi
énciiliigiinde kurulan Akilc ilag Calisma Grubu ,Tiirkiye’de
yasl hastalarin klinik pratiginde deneyimli, alaninda uzman
49 danisman ve 23 c¢alisma grubu o6gretim {yesinin
katihmiyla “Tiirkiye Yaslida Uygunsuz Ilag Kullanim
Kriterleri” gelistirmistir. TIME kriterleri, STOPP/START ve
CRIME (criteria of assess appropriate medication use
among elderly complex pations) kriterlerinin uyarlanmasi
ve kapsamli bir literatiir taramasi sonucunda olusturulan,
giincel bir tarama araadir (5). Ilaglarin regetelenme
esnasinda, 6zellikle yaslilarda polifarmasi ve uygunsuz ilag
kullanimin1 azaltmak ve yash saghgim iyilestirebilmek

amaciyla olusturulan TIME Kriterleri 9 ana 112 ara
basliktan olusan TIME-to STOP ve 9 ana ve 41 ara basliktan
olusan TIME-to START kriterinden olusur. Time Kriterleri
ile baslanmasi veya kesilmesi gereken ilaglar ,suplemanlar
ve aslilar; sistemler ve hastaliklara gore potansiyel uygunsuz
ila¢ kullanimi bakimindan degerlendirilir (5). Yaslanmayla
birlikte kullanilan ilaglarin sayis1 ve sikligi, kullanim
uygunsuzlugunu ve ilag yan etkilerinin olumsuz sonuglarini
artmaktadir. Biitlinciil hizmet veren aile saghg
merkezlerimizde genis yelpazede hizmet verdigimiz
hastalarimizin ilaglarinin uygun sekilde diizenlenmesinin
hem hastalara hem de saglik sistemine biiyiik faydasi
olacaktir. Bu arastirma ile amacimiz aile saghgi merkezine
basvuran hastalarin kullandiklar: ilaglar1 Tiirkiye'ye 6zgii
TIME kriterleri ile karsilastirmak ve recetelendirme
pratiginin iyilestirilmesi icin 6nemli bir kaynak teskil
etmektir.

GEREC VE YONTEM

Arastirmamiz Gaziosmanpasa Taksim Egitim ve Arastirma
Hastanesi Klinik Arastirmalar Etik Kurulu tarafindan
11.12.2019 - Onay No:167 onay: ile yapilmistir. Tek
merkezli, tanmimlayici nitelikte planlanan ¢alismamiz
01.12.201901.03.2020 tarihlerinde Aile Saghgi
Merkezimize kayith 65 yas ve uistii hastalarimiza uygulandi.
Hastalarimiza arastirmaya dahil edilmeden once
bilgilendirme amagli ¢alismamizin amaci anlatilip goniilli
olan hastalarimiza onam formu imzalatildi. Yiiz yiize
goriisme yoluyla 129 goniilliye kisilerin demografik(yas,
cinsiyet, medeni durum) ve Kklinik 6zelliklerini (hastaliklari,
ilaclar ve kullanma siireleri,ek hastaliklari) iceren sorular
soruldu ve elde ettigimiz bilgiler TIME Kriterlerine gore
degerlendirildi

Calismamiza 65 yas ve istii bireyler ,akut ve ya kronik
hastaliklari nedeniyle arastirma esnasinda en az bir ve tistl
ilag kullanan hastalar dahil edildi.65 yas alt1 olanlar, gontlli

olmayanlar,ila¢ kullanmayanlar ve iletisim kisithilig:
bulunan  hastalarimiz  ¢alismaya  dahil edilmedi.
Bulgularimizin, istatistiksel  degerlendirilmesi IBM

Statistical Package for the Social Sciences(SPSS) Statistics
22 programi ile yapildi. Normal dagilima uygunluk
Kolmogorov-Smirnov ve Shapiro Wilks testleri ile
degerlendirildi ve degerlendirilen parametrelerin normal
dagilm gostermedigi saptanmistir. Calisma verileri
degerlendirilirken tanimlayici istatistiksel metodlarin
(Ortalama, Standart sapma, frekans) yani sira nicel verilerin
karsilastirilmasinda Mann Whitney U test kullanildi. Nitel
verilerin karsilagtirilmasinda Ki-Kare testi, Fisher’s Exact
KiKare testi, Fisher Freeman Halton Testi ile Continuity
(Yates) Diizeltmesi kullanildi. Anlamlilik diizeyi p <0,05
olarak degerlendirildi.

BULGULAR

Calismamiz, 65 ile 89 yas araliginda toplam 129 bireyi
kapsamaktadir.  Katilmcilarimizin =~ yas  ortalamasi
71.8945.22 ve katilanlarin, %58.9’u kadindir. Katilimcilarin
%75.2’si evli, %23.3’l okuryazar degil ve yalnizca %0.8’i
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ylksekokul veya iiniversite mezunudur. Emekli olanlarin
oranlt %55.8 iken, katihmcilarin %75’inin gelir seviyesi
1500 TL'nin iizerindedir, bu da ¢alismanin yapildig
donemdeki emekli maaslariyla uyumlu bir durumu
yansitmaktadir. (Tablo 1)

Tablo 1: Sosyo-demografik bilgilerin degerlendirilmesi

evli

bekar

<1500
1500-2500
2500-3500
>3500

okur yazar degil
okur yazar
ilkokul
ortaokul

lise
universite+dgr.
emekli
calisiyor

ev hanimi
diger

medeni.h gelir egitim meslek

En sik rastlanan komorbidite %76 ile hipertansiyon olup, en
yaygin kullanilan hipertansiyon ilact %60.5 ile ACE
inhibitérleridir. {la¢ kullanim dagilimina bakildiginda, en sik
kullanilan ilaglar %80.6 ile Non Steroid Antiinflamatuar
flaglar (NSAIl) ve %62 ile Proton Pompa inhibitérleri (PPI)
olarak belirlenmistir. (Tablo 2)

Tablo 2: Hastalik ve Kullanilan ilaglarin Degerlendirilmesi

mHnmmmm ‘ Hm”m
B T
58888 E2gzz 835853
S22 g =92 2% s £ 8 ST >8 a8 &
T 2 35 g .5 £ 3 E Q 8 0 5 w
I = 8 0= E 25
2 > w 5 9
= % 2 « s
-
ek hastalik kullamlan ilaglar
HSeril mSeri2

(KOAH:Kronik ~ Obstruktif ~Akciger Hastahg, NSAID:Nonsteroid
Antiinflamatuar  ilaglar, ACE INH: Anjiotensin  déniistiiriicii
enziminhibitérleri, VIT D:D Vitamini, BBLOK:Beta Bloker ilaglar,
A1RSPBLOK:Alfa 1 Reseptor Blokerleri)

Katilimcilarin kullandig1 toplam ilag sayis1 1 -14 arasinda
degisirken, ortalamast 7.67+3.16, medyan ise 8dir.
Olgularimizda %89.9 oraninda polifarmasi, %31.8 oraninda
ise major polifarmasi gozlemlenmistir.

Hippocrates Medical J. 2024/4 (3)101-108

Calismamizda polifarmasi ve major polifarmasi ile cinsiyet
ve ekonomik seviye arasindaki iliski sorgulanmis ve anlaml
bir iligki bulunmamustir. (p: 0,199 -p:0,838).

Time to Stop kriterlerine gore, tiim basliklar sorgulanmis ve
toplam uygunsuz ila¢ kullanim orami1 %84.5 bulunmustur.
Arastirmaya katilan hastalarimizin Time to Stop Kriterlerine
gore degerlendirilmesinde; Kardiyovaskiiler sistemdeki 35
basligin 16’sinda uygunsuzluk saptanmistir. En yiiksek
oranda uygunsuzluk bulunan bashk, ‘Uriner inkontinansi
olanlarda ditiretik kullanimin uygunsuzlugu ‘bashgi(%14.7)
olarak belirlenmistir. Sinir Sistemi ve Psikotrop Ilaclar
kategorisindeki 24 bashigin 10’unda uygunsuzluk tespit
edilmis ve en yiiksek oranda uygunsuzluk bulunan bashk
‘Pirasetam kullanim uygunsuzlugu’ bashgi(%9,3) olarak
kaydedilmistir. Gastrointestinal Sistemdeki bashklardan
8’inde uygunsuzluk saptanmis ve en yiiksek oranda
uygunsuzluk bulunan baslik ‘erozif peptik 6zofajit yada
nonkomplike peptik {ilser tedavisinde PPI kullanim
uygunsuzlugu’'(%36.4) olarak tespit edilmistir. Solunum
Sistemi Kkategorisindeki 3 bashgin 1'inde uygunsuzluk
saptanmis ve en yiiksek oranda uygunsuzluk bulunan bashk
‘antimuskarinik ~ bronkodilatéor  ilaglarin  uygunsuz
kullanim1’(%3,1) olarak belirlenmistir. Kas ve [skelet
Sistemi ilaglar1 Kkategorisindeki 17 bashgin 9’unda
uygunsuzluk saptanmistir. En yiiksek uygunsuzluk orani,’
sistemik kas gevsetici ilaclarin uygunsuz kullanimr’
bashiginda (%33,3) gozlemlenmistir. Urogenital sistemdeki
7 bashiktan yalnizca ‘Prostat hiperplazisi gelismis veya
diabetes mellitus komplikasyonlar1 gelisen kirilgan
yaslilarda PMR tayini ‘bashginda %4,7 oraninda
uygunsuzluk saptanmistir. Endokrin sistemdeki
basliklardan 4’linde uygunsuzluk tespit edilmistir. En
ylksek uygunsuzluk oranlari’Kirilgan - malniitre yashlarda
metformin  kullanomi  uygunsuzlugu ile  SGLT-2
inhibitorlerinin GFR< 45 olan olgularda kullanilmasi
uygunsuzlugu‘bashklarinda (%1,6) bulunmustur .SGLT2
inhibitérlerinin bobrek fonksiyonuna gore kullanimini
yonlendirmek 6nemlidir. 2023 yilinda yapilan gilincellemeler
ile SGLT-2 inhibitorlerinin kullanimi konusunda bazi 6nemli
degisiklikler yapilmistir ve GFR degeri 30 un altinda olan
hastalara énerilmemektedir.

Calismamizda Start Kkriterlerine gore; statin tedavisi
baslanma uygunsuzlugu orani %16.3 olarak saptanmistir.
Santral sinir sistemi Kkategorisinde, erken-orta ddnem
Alzheimer hastaliginda Kkolinesteraz inhibitori tedavisi
baslanmasinin potansiyel uygunsuzluk orani %6.2 olarak

belirlenmistir. Gastrointestinal sistemde, yasam tarzi
degisikliklerine yanit  vermeyen semptomatik
konstipasyonu olan hastalarda lif destegi veya
polietilenglikol baslanmasina uygunsuzluk

saptanmamistir. Hafif-orta diizey astimi veya KOAH"1
olan hastalarda inhale beta2 agonist veya antikolinerjik
tedavi baslanmasinin potansiyel uygunsuz ila¢ kullanim
oran1 %2.3 olarak tespit edilmistir. iskelet sistemi igin uzun
Calismamizda bu baslikta uygunsuzluk orani %4.7 olarak
belirlenmistir.
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Endokrin sistemde, Diabetes mellitus hastalarinda asikar
proteiniiri yada mikroalbuminiiri varliginda, ACE
inhibitorleri veya ARB tedavisine baslanmasi uygun
oldugunu ifade eden bashiga uyumsuzlik oran1 %1.6 olarak
tespit edilmistir. Urogenital sistemde, prostatektomi
endikasyonu olmayan ve orta-agir diizeyde semptomatik
LUTS (alt lriner sistem semptomlar1) bulunan hastalarda
alfa-1 reseptor blokeri kullanimi uygundur’ bashgindaki
uyumsuzluk orant %0.8 olarak saptanmistir. Asilar
acisindan, yillik Influenza asis1 yapilmasinin uygunsuz ilag
kullanim orani %98.4, on yilda tek doz Td yapilmasinin
orani %89.1, Pndmokok asis1 yapilmasinin orani ise %70.5
olarak belirlenmistir (Tablo 3).

Time to Start kriterlerine gore, tiim sistemlerde toplam
uygunsuz ila¢ kullanim oran1 %100 olarak bulunmustur.
Calismamizda, Time to Start kriterlerine gore erkek ve
kadinlarin tamaminda as ile ilgili uygunsuz ila¢ kullanimi
mevcuttur.(%100-%100). Time To Stop Kkriterlerine gore,
sadece kadinlarda kas ve iskelet sistemi ile analjeziklerin
uygunsuz kullanim orani erkeklere gore anlamhi olgiide
yliksek bulunmustur (%64.5’e kars1 %45.3). Gelir diizeyine
gore yapilan incelemede, Time to Stop kriterlerine gore
anlaml bir fark bulunmazken, Time to Start kriterlerine
gore yiiksek gelir diizeyine sahip kisilerde uygunsuz
analjezik kullanim orani, diisiik gelir diizeyine sahip kisilere
gore anlamh sekilde diisiik bulunmustur (p:0.047 ). Time
kriterlerine gore uygunsuz ila¢ kullanim orani ve ek hastalik
sayisl incelendiginde, Time to Stop Kriterlerine gore
kardiyovaskiiler sistem, kas ve iskelet sistemi, iirogenital
sistem, endokrin sistem, antimuskarinik - antikolinerjik
yik ile ilgili uygunsuz ila¢ kullanimi olan hastalarin ek
hastalik sayisi, uygunsuz ila¢ kullanimi olmayan hastalara

gore istatistiksel olarak anlamli derecede yiiksek
bulunmustur.  Time to Start Kriterlerine gore de
kardiyovaskiiler sistem, santral sinir sistemi,

gastrointestinal sistem ile ilgili potansiyel uygunsuz ilag
kullanimi olan hastalarin ek hastalik sayisi, uygunsuz ilag
kullanimi olmayan hastalara gore istatistiksel olarak
anlamli derecede yiiksektir.

Time kriterlerine gore uygunsuz ila¢ kullanim orani ve ek
hastalik sayisi incelendiginde, Time to Stop Kriterlerine
gore kardiyovaskiiler sistem, kas ve iskelet sistemi,
urogenital sistem, endokrin sistem, antimuskarinik -
antikolinerjik yiik ile ilgili uygunsuz ila¢ kullanimi olan
hastalarin ek hastalik sayisi, uygunsuz ila¢ kullanimi
olmayan hastalara gore istatistiksel olarak anlamh
derecede yliksek bulunmustur. Time to Start Kriterlerine
gore de kardiyovaskiiler sistem, santral sinir sistemi,
gastrointestinal sistem ile ilgili potansiyel uygunsuz ilag
kullanimi olan hastalarin ek hastalik sayisi, uygunsuz ilag
kullanimi olmayan hastalara gore istatistiksel olarak
anlaml derecede yiiksektir.

TIME TO START

TIME TO STOP

~_=

Tablo 3: En sik goriilen START ve STOP Kriterleri ve goriilme
oranlar1

Tiim bashklar

s |
H3 | —
F1 B
G1 |
E3 Wl
D1 W
c1
B:
A2 |

1

I

|

|

|

I

|

I

|

H1
G8
G2
F3
E11
D1

B20

(START: H1: Yillik influenza asis1 yapilmasi uygundur, H3: Herpes zoster
asis1 yapilmasi uygundur (zona infeskiyonu riskinde ve postherpetik
nevralji riskinde azalma saglar), F1: Diabetes mellitus’lu hastalarda
asikar proteiniiri (>300 mg/giin) veya mikroalbuminiiri (>30 mg/giin)
varhiginda, ACEi veya ARB tedavisi baslanmasi uygundur, G1:
Prostatektominin endike olmadigi, orta-agir (IPSS skoru) diizeyde
semptomatik LUTS (alt uriner sistem semptomlar])) mevcut olan
hastalarda alfa-1 reseptor blokeri kullanim1 uygundur, E3: Uzun siireli
(beklenen siire >3 ay) sistemik kortikosteroid tedavisi baslanan
hastalarda: i) >7,5 mg/giin prednizolon veya esdeger steroid tedavisi
alacaklarda, ii) eger T skoru < -1 ise dozdan bagimsiz steroid tedavisi
alacak tim hastalarda, bifosfonat tedavisi baslanmasi uygundur, D1:
Hafif-orta astim veya KOAH'1 olan hastalarda diizenli inhale beta2
agonist veya antikolinerjik tedavi baglanmasi uygundur, C1: Yasam tarzi
degisikliklerine (diyet-egzersiz) yanitsiz semptomatik konstipasyonu
olan olgularda, fekal tika¢ dislanarak, lif destegi (psilyum, metilseliiloz,
polikarbofil, bugday dekstrin) veya polietilenglikol baslanmasi
uygundur, B3: Erken-orta evre Alzheimer hastaliginda ChEi tedavisi
baslanmas1 uygundur, A2: Dokiimante aterosklerotik koroner arter
hastalig1 (gecirilmis akut koroner sendrom/Kkoroner anjioplasti veya
stentleme/koroner arter bypass  greftleme/abdominal  aort
anevrizmasi), dokiimante serebrovaskiiler hastalik (gegirilmis iskemik
inme/GiA/gecirilmis karotis endarterektomi veya stentleme) veya
periferik arter hastalig1 olan hastalarda sekonder korunma amagl statin
tedavisi baglanmasi uygundur. STOP: J1: Kanama riski olan olgularda
(antikoagiilan kullanimi, NSAIl kullanimi, anlamli kanama oykiisii)
gingko biloba ekstrakti kullanimi uygun degildir,H1: Yiiksek
antikolinerjik etkili ilaglarin trisiklik antidepresanlar, klorpromazin,
tioridazin, klozapin, olanzapin, hiyosin, oral oksibutinin, 1. jenerasyon
antihistaminikler (feniramin, klorfeniramin, hidroksizin, siproheptadin,
dimenhidrinat, difenhidramin, meklizin ...vb.), paroksetin kullanimi
asagidaki durumlarda uygun degildir Diisme/konstipasyon/dar agili
glokom/demans/deliryum/idrar retansiyonu/erkekte obstriiktif LUTS
semptomlari/es zamanl yiiksek antikolinerjik etkili ilag kullanimi, G8:
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SGLT-2 inhibitorlerinin GFR< 45 ml/dk/1,73m2 olan olgularda
kullanilmas: uygun degildir, G2: Kirilgan veya malniitre yashlarda
metformin kullanimi uygun degildir (metformin’in GIS yan etkileri ve
istahsizlik etkisi nedeniyle),F3: Prostat hiperplazisi olan (obstriiksiyon
riski) veya diabetes mellitus komplikasyonlar1 gelismis olan (nérojen
mesane riski) veya kirilgan olan yaslilarda (detrusor hiperaktivitesi ile
birlikte azalmis kontraktilite riski) PMR tayini yapilmadan mesaneye
yonelik antikolinerjik ila¢ kullanim1 uygun degildir (iriner retansiyon
ve postrenal bobrek yetersizligi riski), E11:. Kas iskelet sistemi agrilar
icin sistemik kas gevsetici (iskelet kasi) ajanlarin (tiyokolsikosid,
tizanidin, klorzoksazon, Kkarisoprodol, Kklorfenezin karbamat,
siklobenzaprin, metaksalon, metokarbamol ve orfenadrin ...vb.)
kullanimi uygun degildir (sedasyon, sersemlik, bas donmesi, agiz
kurulugu, konstipasyon, bilissel yan etkileri nedeniyle), D1: Dar acili
glokom veya iriner ¢ikis yolu obstriiksiyonu olan hastalarda
antimuskarinik bronkodilatér ilaglarin (ipratropium, tiotropium)
kullanim1 uygun degildir (glokomda kotiilesme ve iriner retansiyon
riski), C4: PPI'larin komplike olmayan peptik iilser veya erozif peptik
0zofajit tedavisinde tam terapdtik dozda 8-12 haftadan uzun streli
kullanim1 uygun degildir (doz azaltimi veya daha kisa siirede kesme
endikasyonu vardir), B20: Pirasetam kullanim: miyoklonik
konviilziiyon tedavisi disinda uygun degildir (kanitlanmis klinik etkinlik
yok, maliyet yiikii ve yan etki potansiyeli nedeniyle), A8: Uriner
inkontinansi olanlarda esansiyel HT tedavisi i¢in ilk basamakta diiiretik
kullanim1 uygun degildir (inkontinansi ve sikisma hissini artirarak
yasam Kkalitesini bozabilir, diigmeleri artirabilir).

Time kriterlerine gore uygunsuz ila¢ kullanim orani ve ek
hastalik sayisi incelendiginde, Time to Stop Kriterlerine
gore kardiyovaskiiler sistem, kas ve iskelet sistemi,
irogenital sistem, endokrin sistem, antimuskarinik -
antikolinerjik yiik ile ilgili uygunsuz ila¢ kullanimi olan
hastalarin ek hastalik sayisy, uygunsuz ila¢ kullanimi
olmayan hastalara gore istatistiksel olarak anlamh
derecede yiiksek bulunmustur. Time to Start Kriterlerine
gore de Kkardiyovaskiiler sistem, santral sinir sistemi,
gastrointestinal sistem ile ilgili potansiyel uygunsuz ilag
kullanimi olan hastalarin ek hastalik sayisi, uygunsuz ilag
kullanimi olmayan hastalara gore istatistiksel olarak
anlaml derecede yiiksektir.

TARTISMA

Birinci basamakta tek merkezli ytriitiilen ve 65 yas lizeri
hastalarla yapilan ¢alismamizda, Tirkiye kosullarina
uyarlanmis TIME kriterlerine gére %80’in iizerinde
uygunsuz ila¢ kullanimi ve polifarmasi mevcuttur.
Calismamiz, birinci basamakta yiiksek oranda gozlenen
uygunsuz ila¢ kullanimina dikkat ¢ekerek, olasi istenmeyen
yan etkiler, organ hasar1 ve artan saglik harcamalari
acisindan farkindahik yaratmayr ve TIME Kkriterlerinin
kullanimini yayginlastirmay1 amaglamaktadir.

Tiirkiye’de yaslanan niifusun artmasi ve buna baglh olarak
geriatrik sendromlar ile kronik hastaliklarin cesitlenmesi,
¢oklu ila¢ kullaniminin yayginlagsmasina yol agmaktadir.
Yash bireylerde metabolizmanin yavaslamasi ve organ
fonksiyonlarinin azalmasi, farmakokinetik degisikliklere ve
dolayisiyla ila¢ seciminde zorluklara neden olmaktadir. Bu
durum, ilaglar arasi ve ilag ile hastalik etkilesimlerinin yani
sira olumsuz saglik olaylari riskini artiran uygunsuz

Hippocrates Medical J. 2024/4 (3)101-108

beraberinde

recetelenen ilaglarin  kullannmimi  da

getirmektedir (6).

Akademik Geriatri Dernegi Akila ila¢ Calisma Grubu’nun
onciliigiinde, Tiirkiye’deki yash hastalarin klinik pratiginde
deneyimli 6gretim iiyelerinin katkilariyla TIME Kriterleri
gelistirilmigtir. Bu kriterler, poliklinie basvuran 65 yas
Ustli  hastalarin  akut ve  kronik  hastaliklarini
degerlendirerek, Stop ve Start Kkriterlerine gore ilag
kullanimini analiz etmek icin kullanilmistir. Calismanin
sonuglari, mevcut literatiirde benzer bir kapsamda
degerlendirme yapilmamis olmasi nedeniyle, geriatrik
hasta ila¢ kullanimi konusunda yol gosterici olacak ve
gelecekteki c¢alismalar icin bir Kkarsilastirma temeli
saglayacaktir (5).

Calismamizda yaslar1 65 - 89 arasinda degisen 129 hastanin
kronik hastalik ortalamas: 4.11+2.10 (medyan 4)dur. ila¢
ortalamasi 7.671+3.16 ve medyan 8 dir. Olgularimizda
%89.9 oraninda polifarmasi, %31.8 oraninda ise ise major
polifarmasi vardir. 65 Yas Ustii hastalarda ila¢ kullanim
orani ¢alismalar arasinda farklilik gésterebilmektedir. Qato
ve ark.'nin yaptig1 ¢calismada, 75-85 yas grubunda en az bes
receteli ila¢ kullanma orani %35-40'a ylikselmistir
(7).Tirkiye'de 1253 yashinin dahil edildigi bir ¢calismada,
geriatri polikliniklerine basvuru sirasinda recete edilen
ilaglarin ortalama degeri 3,79 dur (8) Rochon PA ve ark.
calismasinda ise 75 yasindaki yashlarda kronik olarak
kullanilan ortalama ilag¢ sayis1 4,67; %8,5'inin ise kullandigi
kronik ilag sayis1 10 dur. Polifarmasi degeri ise %57,9 ve
%42,1 ile kaydedilmistir (9). Bahat ve ark. 2013 yilinda
yaptigl calismada 80 yasindaki yashlar i¢in ortalama
kullanilan kronik ila¢ sayis1i calisma popiilasyonundan
sasirtici derecede diisiik bulunmustur (4). Polifarmasi
oranida yine %54,5 ve %379 olarak diisiik diizeyde
saptanmistir (10).

2023 yiinda Ozdag ve arkyaptifi calismada ise calisma
grubunun kullandig ilaglar incelendiginde; toplamda 288
hastanin 912 ila¢ kullanma o6ykiisii oldugu goritlirken
bulunan ortalama ilag sayisi: 3,16 idi. Kullanilan ilag sayisi
5’in altinda olan 147 ;5 ve daha fazla ila¢ kullanan kisi sayis1
ise 141 bulunmustur (11).

Calismamizda polifarmasi ve cinsiyet iliskisi incelenmis ve
kadinlarin kullandiklari ortalama ilag¢ sayisinin erkeklerden
istatistiksel olarak anlamli diizeyde yiiksek oldugu
bulunmustur. (p:0.026). ABD'de 2590 katilimci arasinda
yapilan bir ankette ise ila¢ kullanim yayginligini en yiiksek
oranda 65 yas ve Uistliindeki kadinlar arasinda bulunmustur
ve bu kadinlarin %23'l en az bes regeteli ilag, %12'si ise en
az 10 ila¢ kullandig1 goriilmiistiir (6).

Calismamizda en sik rastlanan ek hastaliklar %76 ile
Hipertansiyon , %53.5 ile Peptik Ulser, %33.3 Diyabet
Mellitus, %27.9 Koroner Arter Hastalig, %28.7
Hiperlipidemi, %22.5 Gastroozofagial Reflii, %20.9
Depresyon, %13.2 Osteoporoz, %12.4 Kronik Obstruktif
Akciger Hastaligl, %11.6 Hipotiroidi ve Prostat Hastaliklari,
%10.9 Astim, Dispepsi, Idrar Retansiyonu ve Aritmidir.
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G.bahat ve ark. 2013 de yaptig1 274 erkek hastanin katildig1
calismada en sik rastlanilan hastalik %65 ile hipertansiyon
olarak bulunmustur (10). Dominik Cumhuriyeti'nde 65
yasindaki kisilerde kronik hastaliklarin prevalansinin
hipertansiyon (%73) ve diyabet (%17,5) oldugu rapor
edilmistir (12).2022 yilinda Erdil ve ark. Ankara’da 288
hasta ile yapiklar1 ¢alismada ise konulan tanilarin 201'i
(%27,6) "Beyin Damar Hastalklar1” iken, 153'0
"Hipertansiyon" idi(11). Bahat ve arkadaslarinin 2014
yiinda Istanbul da 789 hasta ile yapilan bir baska
calismasinda ise en sik goriilen tan1 %75,3 ile hipertansiyon
olarak bulunmustur. Diger tanilarin goriilme sikliklari ise
azalan sirayla Diabetes Mellitus %27,8, Hiperlipidemi

%18,6, Osteoporoz %17,3, Hipotiroidizm 9%10,7,
Serebrovaskiiler Hastalik %9,5, KOAH ve astim %7,4,
Iskemik kalp hastal %6,2, Parkinson %6 ve

hipertiroidizm %1,6 idi (13). Calisma grubumuzda
hastalarin kullandiklari ilaglarin dagilimina bakildiginda en
sik kullanilanlar %80.6 Non Steroid Antiinflamatuar ilac,
%62 Proton Pompa Inhibitorii, %60.5 Ace Inhibitérij,
%49.6 Asetilsalisilik Asit, %40.3 Vitamin D - Kolekalsiferol
ve diger ila¢ gruplar gelirken ; Bahat ve ark. yaptiklar:
calismada ise en sik kullanilan kronik ila¢ aspirin ve
ardindan antihipertansifler geliyordu;
antihipertansiflerinde ¢ogunlugunu renin-anjiyo ten-sin-
aldosteron sistemine etki eden ilaglar olusturmaktaydi
(13).

Calismamizda Time to Stop kriterlerindeki uygunsuz ilag
kullanim oranlari 0 ile 5 arasinda olup, ortalamasi 2.+1.37,
tim basliklarda toplam uygunsuz ila¢ kullanim oram
%384.5’tir ;Time to Start kriterlerindeki 9 baslikta goriilen
uygunsuzluk sayilar1 1 ile 3 arasindadir ve ortalamasi
1.42+40.55dir. Tim bashklarda toplam uygunsuz ilag
kullanimi goriilme oram %100’duir. 2023 yilinda Erdil ve
ark. Ankara’da gergeklestirdikleri 288 hastaya uygulanan

STOPP kriterleri incelendiginde toplam 168 STOPP
kriterinin karsilandigi goriildii. En sik goriilen STOPP kriteri
ana grubu Antitrombosit - Antikoagiilan ajan grubu
(%35,7) olurken, en sik tespit edilen tekli STOPP kriteri ise
“Cogaltmaya neden olan bir ila¢ smifinin varhigl” oldu.
(%23, 2.)( 11).

Ispanya'da yapilan baska bir ¢calismada da STOPP kriterleri
uygulanmis ve en sik goriilen kriter diisme hastalarinda
benzodiazepin kullanilmasi olmustur (15). Gallagher ve
arkadaslarinin calismasinda, STOPP kriterlerine gore, en sik
rastlanan receteleme uygunsuzluklari; uzun etkili
benzodiazepinler, kontrendikasyon olmasina ragmen
kullanilan trisiklik antidepresanlar, nonsteroidal anti-
inflamatuar ilaglar ve opioidlerin uygunsuz kullanimi, ve
ila¢ duplikasyonlari olarak tespit edilmistir (16). Ryan C nin
calismasinda en yaygin STOPP kriterinin Peptik iilser tanisi
alan bir hastada sekiz haftadan daha uzun siire tam doz PPI
kullanildig1 bildirilmektedir (14). 2016 yilinda Ozgiir Kara
ve arkadagslar1 tarafindan STOPP kriterlerine gore yapilan
calismada, 65 yas {ustii hastalarda %41.2’oraninda
gastrointestinal sistem basliginda en az bir uygunsuzluk
bulunmustur (17). Bizim ¢alismamizda da yaslh hastalarin

mevcut ek hastaliklari nedeniyle birden fazla ila¢ kullanmak
zorunda kaldiklar1 i¢in mide koruyucu olarak bilinen proton
pompas1 inhibitorlerinin (PPI) kullaniminin arttig
gozlemlenmistir. Yayla ve arkadaslarinin ¢alismasinda ise,
325 hastada %14.8 oraninda Beers STOPP kriterlerine gére
uygunsuzluk tespit edilmis ve en sik rastlanan
uygunsuzluk, iki ve daha fazla NSAI ilaglarimin kullanim ile
olusan duplikasyon ve giinde 150 mg’'dan fazla aspirin
kullanim1 olarak belirlenmistir. Bizde calismamizda Stop
kriterlerine gore, NSAI ilaglarin alternatif tedavisi varken 3
aydan uzun siireli kullanimini %24.8 ile ikinci sirada tespit
ettik (18). Bu ¢calismalar ile bizim ¢alismamiz arasindaki en
onemli iki fark, kullanilan kriterlerin farkli olmasi (Beers ve
Time) ve calisma gruplarinin farkli drneklemlerden
olusmasidir. Borges ve ark. sadece kardiyovaskiiler ve
endokrinolojik parametrelerin START Kkriterlerine gore
degerlendirildigi ¢alismasinda koroner kalp hastalig
Oykisi olan hastalarda en sik rastlanan uygunsuzlugun
statin tedavisi oldugu belirlenmistir (19). Ryan ve ark.
calismasindaki en sik uygunsuzluk aspirin kullanimi olarak
belirlenmistir (14). Luz ve arkadaslarinin g¢alismasinda,
yogun bakim disindaki servislerde yatan hastalarin
taburculuk esnasindaki ilaglarinin START kriterleri ile
degerlendirilmis ve Hmg-KoA rediiktaz inhibitorlerinin
kullaniminda %?24.1 oraninda ihmal tespit edilmistir
(22).Cavusoglu ve arkadaslarinin ¢alismasinda, TIME to
START kriterleri sorgulanmis ve baslanmasi gereken
tedaviler belirlenmistir. Bunlar oral beslenme {riinleri,
HMG-CoA rediiktaz inhibitorleri ve demans tedavisinde
kullanilan ilaglardir. Bu ¢alismada, erken-orta doénem
Alzheimer hastaliginda kolinesteraz enzim inhibitori
tedavisine baslanma uygunsuzlugu oraninin %6.2 oldugu
bulunmustur (23). Bu ¢alisma iilkemizde TIME kriterleri ile
yapilmis ender c¢alismalardan biridir. San Jose ve ark.
calismasinda ise en yaygin uyumsuzluk osteoporozda
uygunsuz kalsiyum ve D vitamini takviyesi kullanimidir
(15). Lozan-Montoya  calismalarinda da osteoporoz
hastasinin uygunsuz kalsiyum ve D vitamini kullanimi
oldugu  sonucuna  varldmistir  (21).  Ulkemizde
kardiyovaskiiler hastaliklarla ilgili START kriterlerinin
genel olarak karsilandigi goriliirken Kara ve ark. yaptigi bir
calismada uluslararasi c¢alismalara benzer sekilde
“osteoporoz mevcut hastalarda kalsiyum ve D vitamin
takviyesi yapmamak” kriterinin en yaygin uygunsuz START
kriteri oldugu gorilmiistir .Bu c¢alismada hastalarin
%73.3'iinde START kriterlerinden en az birinde ila¢ ihmali
oldugu belirtilmistir (17). Bizde ¢alismamizda hastalari
TIME to START Kkriterlerine gore degerlendirdik ve uzun
streli sistemik Kkortikosteroid tedavisi alan hastalarda,
bifosfonat  tedavisi  bagslanmasi  gerektigi  halde
baslanmadigin1 gordiik. Ancak, START kriteri’ Giinlik
diyetle vitamin D alim1 ‘ ba4shginda uygunsuzluk tespit
etmedik. Bunun nedeni, 65 yas listii bireylerimizde 6zellikle
D vitamini ve kalsiyum kullaniminin, gerek giinliik diyet
gerekse takviye olarak yiiksek olmasi ve yashlarimizin
kemik saghg: icin D vitamini ve kalsiyumun gerekliligi
konusunda yiiksek bilince sahip olmalaridir.
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Frankenthal ve arkadaslarinin 359 hastanin  START
kriterleri ile degerlendirildigi ¢calismasinda ;122 hastada
151 ila¢ uygunsuzlugu tespit edilmistir. En sik goriilen
ihmaller arasinda osteoporozu olan hastalarda kalsiyum ve
D vitamin takviyesi yapilmasi, metabolik sendromlu diyabet
hastalarinda metformin kullanimi ve kronik kalp yetmezligi
mevcut olan hastalarda ACE inhibitérii kullanimi yer
almaktadir(24).San-Jose ve ark. 336 goniilli ile yaptig: bir
¢alismada da en sik bulunan ila¢ ihmalleri; KKY mevcut olan
hastalarda ACE inhibitérii kullanimi ve kronik atriyal
fibrilasyon olan hastalarda oral antikoagiilan kullanimi
olarak siralanmaktadir (15).Bizde ¢alismamiz ile Diabetes
mellitus’lu hastalarda asikar proteiniiri veya
mikroalbuminiiri varliginda, anjiyotensin doéniistiiriicii
enzim inhibitorleri veya anjiyotensin reseptdr blokerleri
tedavisi baslanmasi konusunda uygunsuzluk saptadik.

2018 yilinda Yilmaz ve arkadaslarinin gerceklestirdigi
calismada, START kriterlerine goére 553 ii influenza , 789 u
ise pnomokok asilarinin olusturdugu toplam 1855
potansiyel uygunsuzluk bulunmustur (25). Bizim
¢alismamizda , yillik influenza asis1 yapilmasi konusunda
uygunsuzluk orani %98.4, 10 yilda bir Td asis1 yapilma
uygunsuzlugu  %89.1, pndmokok asis1  yapilma
uygunsuzlugu ise %70.5’olarak saptandi. Calismamiz 2020
Covid-19 pandemisi Oncesi tamamlandigl icin asilanma
oraninin glnimiizde daha yiiksek oldugu sdylenebilir.
Ozellikle 65 yas ve iistii hastalarimizda yillik influenza ve
pnoémokok asi bilinci pandemi Oncesine gore daha iist
seviyededir.

Calismamiz sadece belirli bir bolgede yasayan ,belli bir
birime kayithh 129 hasta ile 3 aylik izlem periyodunda
gerceklestirilmistir. Bu baglamda uzun ddénem takip
eksikligi, 6rneklemin tek merkezli ve nispeten kiiciik olusu
¢alismamizin kisithliklarini olusturmaktadir.

SONUC

Sonug olarak, 65 yas tistii hastalarda ¢oklu ilag kullaniminin
(polifarmasi) yaygin oldugu ve bunun uygun ila¢ yénetimini
zorlastirdigl goriilmektedir. TIME kriterlerine gore yapilan
degerlendirmelerde, hem Stop hem de Start kriterlerine
uygun olmayan ila¢ kullanimlari sikca tespit edilmistir.
Calismamizda, yash bireylerin yiiksek oranda polifarmasi
ile kars1 karsiya olduklar, ilag etkilesimleri ve yan etki
risklerinin arttifi  bulunmustur. Calismamizla yash
bireylerde ila¢ yo6netiminin daha dikkatli yapilmasi
gerektigini ve saglik profesyonellerinin bu konuda daha
bilingli olmalarinin 6nemli oldugunu gostermekteyiz.
Calismamiz, gelecekteki geriatrik ila¢ diizenlemeleri ve
tedavi protokolleri icin literatiire genis kapsamli bilgi
saglamaktadir.

Hippocrates Medical J. 2024/4 (3)101-108
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Abstract

Background

Materials and
Methdos

Results

Conclusion

Keywords

Headache is a common disorder that affects children as well as adults. Sleep-related disorders are shown to be more often in children with headache. This
is an important problem that can deteriorate the quality of life in addition to worsening the natural course of the disease. The aim of this study was to
evaluate sleep disorders and quality of life in children with primary headache.

This study was carried out among the patients who applied to Pediatric Department and Pediatric Neurology outpatient clinics of Trakya University
Faculty of Medicine. The study included 33 primary headaches and 36 healthy volunteers aged 6-18 years. Demographic and clinical datas were gathered
for all children. In order to evaluate the sleep disturbances a ‘Pediatric Sleep Questionnaire’ and to evaluate the quality of life ‘Pediatric Quality of Life
Inventory’ were applied to all patients and control group.

The patient group consisted of 33 patients (25 had migraine, 5 had tension headache, 3 had migraine and tension headache). Behavioral problems,
breathing problems, other scores, total sleep problems score and total score were significantly higher in the patient group than the control group. Sleep-
related movement disorders, difficulty in falling asleep, falling asleep and sleep problems, sleep waking frequency, nightmare disorders, additional
problems, daytime sleepiness, bruxism, morning waking up tired, restless sleep and sleep talking in the patient group were statistically significantly higher
than control group. There were no diffferences between the two groups in terms of snoring score, sleep sweating and sleepwalking. All quality of life
scores were significantly lower in the patient group than the control group.

In conclusion this study demonstrates the characteristics of sleep disorders and quality of life in children with primary headache. Children with primary
headache have an increase in the frequency of sleep disorders and a decrease in quality of life. Therefore, questioning sleep disorders and quality of life
should be part of the evaluation of children with primary headache.

primary headache, sleep disorders, quality of life, child

Ozet

Arka plan

Materyal ve Metot

Bulgular

Sonug

Anahtar kelimeler

Bas agris1 erigkinler kadar ¢ocuklari da etkileyen ve sik karsilasilan bir durumdur. Bas agrisi olan ¢ocuklarda uyku ile iligkili bozukluklarin daha sik oldugu
yapilan ¢alismalarla gosterilmistir. Bag agrilarina eslik eden uyku bozukluklarinin sik olmasi, hastaligin dogal seyrini kotiilestirmesinin yani sira yagam
kalitesini de etkilemektedir. Calismamizda primer bas agrisi olan ¢ocuklarin uyku bozukluklari ve yasam kalitesinin degerlendirilmesi amaglanmistir.

Bu ¢alisma Trakya Universitesi Tip Fakiiltesi Cocuk Saghg! ve Hastaliklar1 Anabilim Dali Cocuk Poliklinigi ve Cocuk Néroloji Polikliniklerine bagvuran
hastalar arasinda yapildi. Calismaya 6-18 yas arasi 33 primer bas agrisi ile ayni yas araliginda 36 saglikl gontilli olmak tizere toplam 69 ¢ocuk dahil edildi.
Calismaya alinan ¢ocuklarin demografik ve klinik verileri sorgulandi. Uyku bozukluklarini degerlendirmek amaciyla ‘Gocuklarda Uyku Olgegi’, yasam
kalitesini degerlendirmek amaciyla da ‘Cocuklar I¢in Yagsam Kalitesi Olgegi’ uygulandu.

Hasta grubuna alinan 33 hastanin 25'ini migren, 5’'ini GTBA, 3’iinii migren ve GTBA olusturdu. Hasta grubunda davranis sorunlari, nefes alma sorunlari,
diger puan, toplam uyku sorunlari puani ve toplam puan kontrol gruba gore anlaml olarak yiiksek bulundu. Uyku iliskili hareket bozukluklari, uykuya
dalmada giicliik, uykuya dalma ve uykuyu devam ettirme sorunlari, uykudan uyanma sikligi, kabus bozukluklari, nefes alma sorunlarina ilave sorunlar,
giin i¢i uykululuk, dis gicirdatma, sabah yorgun uyanma, huzursuz uyku ve uykuda konusma hasta grubunda kontrol gruba gére istatistiksel olarak anlamli
yiiksek saptandi. Horlama puani, uykuda terleme ve uyurgezerlik agisindan iki grup arasinda farkliik bulunmadi. Tiim yasam kalitesi skorlar1 hasta
grubunda kontrol grubuna gére anlaml olarak diisiik bulundu.

Sonug olarak bu ¢alisma ile primer bas agrisi tanil ¢ocuklarda uyku bozukluklari ve yagsam kalitesi arasindaki iliski gosterilmistir. Primer bas agrisi olan
cocuklarda uyku bozuklugu sikliginda artis, yasam kalitesinde diisiis olmustur. Bu sebeple uyku bozukluklar: ve yasam kalitesinin sorgulanmasi, primer
bas agrili cocuklarin degerlendirilmesinin bir pargasi olmalidir.

primer bas agrisi, uyku bozukluklari, yasam kalitesi, cocuk
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GIRIS
Okul cagindaki ¢ocuklarda bas agrisinin goériilme sikhigi,
yapilan calismalardaki yas grubu, arastirma yontemleri ve
degerlendirme kriterlerine bagh olarak %2.8 ile %82
arasinda biiyik bir farklilik gostermektedir (1,3-5). Bas
agrilary, 2013 yilinda yayimlanan Uluslararasi Bas Agrisi
Siiflamasi’'na (ICHD-III) gore, temel olarak primer ve
sekonder olmak {izere iki ana gruba ayrilmakta olup, bunun
disinda bazi 6zel bas agrisi tiirleri de tanimlanmistir (2).
Sekonder bas agrilari, altta yatan bir hastalikla iligkili olarak
ortaya cikan bas agrilari olarak tanimlanir (2). Primer bas
agrilariise fiziksel ve nérolojik muayene, laboratuvar testleri
ve goriintiileme sonuglari normal olan, tekrarlayan bas
agrilariyla seyreden olgulardir (11). Eriskinlerdekine
benzer sekilde ¢ocuklarda da, primer bas agrilarinin 6nemli
bir kism1 migren ve gerilim tipi bas agrisindan (GTBA)
olusmaktadir. Yapilan tahminlere gore, ¢ocuklarin %2.4 ile
%19'u migren, %9.8 ile %24.7'si GTBA ile savasmaktadir
(6,7).

Bas agrisi sikayeti olan ¢ocuklar ve adolesanlar, dikkatli bir
oykii alma, ayrintih fizik muayene norolojik
degerlendirme ile ele alinmalidir (11). Fizik muayene
sirasinda, vital bulgularin stabil olmasi, dnemli sekonder
nedenlerin dislanmasina yardimci olacak ipuglari verir. Tim
bas agrist olan c¢ocuklar mutlaka detayli bir nérolojik
muayeneden gecirilmelidir (5,11,12). Oykii ve fizik
muayenenin yonlendirmesine ve ayirici taniya gore
laboratuar testleri planlanmalidir. Primer bas agrisi tanisi
koymak icin 6zel laboratuar testlerine ihtiya¢ duyulmaz.
Primer bas agrisi tanis1 konan hastalarda, fizik ve norolojik
muayene ile birlikte laboratuar test sonuglar1 da normaldir.
ileri diizey inceleme yéntemleri, organik nedenleri dislamak
amaciyla kullanilir; ancak organik bir neden s6z konusu
oldugunda, bu durum genellikle dikkatli bir oykii ve fizik

ve

muayene ile fikir verir. Acil durumlar disinda tercih edilen
gorlintiilleme yontemi kranial MR olmalidir. EEG bas agrisi
tanisinda rutin olarak kullanilmaz. Ancak bas agrisina eslik
eden biling degisikligi/kaybi, nobet benzeri
hareketler olan hastalarda EEG istenmelidir. Aurali migren
ve komplike migrende EEG ¢ekilmesi
(13,14).

anormal

onerilmektedir

Bas agrilar1 uyku bozukluklarinin bir belirtisi olarak ortaya
cikabilecegi gibi, uyku bozukluklari da primer bas agrilarinin
bir semptomu olabilir. Ayrica uyku bozukluklar1 ve bas
agrilar1 ortak patogeneze sahip olabilir (8). Bas agrisy,
cocugun ginliik aktivitelerini, oyunlarini, davraniglarini,
0grenme ve yasitlariyla/ebeveynleriyle olan
iliskilerini kesintiye ugratabilir. Bu nedenle bas agrilari,

stirecini

cocuklarda yasam kalitesini 6nemli 6l¢tide etkileyen ve

dikkate alinmasi gereken saglik problemlerinin basinda yer
almaktadir (9,10,15-18).

Bu ¢alismanin amaci, primer bas agrisi tanis1 koyulmus 6-18
yas arasi ¢ocuklarda uyku bozukluklar1 ve yasam kalitesinin
degerlendirilmesini arastirmaktir.

GEREC VE YONTEM

Bu ¢alismada 6-18 yas araliginda 69 ¢ocuk yer aldi. Bunlarin
33’0 hasta grubu, 36’s1 saghkli kontrol grubuydu. Hasta
grubu, Trakya Universitesi Tip Fakiiltesi Hastanesi Gocuk
Poliklinigi'ne Aralik 2017 ve Agustos 2018 tarihleri
arasindaki yeni basvurulardan ICHD-III'e goére primer bas
agrisi tanisi konan ve Cocuk Noroloji Poliklinigi'nde primer
bas agris1 tanisi ile izlenmekte olan hastalardan olustu.
Kontrol grubunda, bas agris1 ve kronik hastalig1 olmayan, 36
saglikli cocuk yer ald1.

Tim c¢ocuklar anamnez, fizik ve norolojik muayene ile
degerlendirildi. Cocuklarin demografik verileri (yas,
cinsiyet, dogum tarihi, 6grenim durumu, anne-babanin
6grenim durumu, aile yapisi ile ilgili sorular) ve bas agrisiile
ilgili oykii ve klinik o6zellikleri iceren hasta bilgi formu
dolduruldu (Ek 1). Hasta ve kontrol grubundaki tiim
olgularin tansiyon olctimleri, tam fizik ve norolojik
muayeneleri yapildi. Hasta ve kontrol gruplarinin
ebeveynlerine ‘Cocuklarda Uyku Olgegi’ (CUO) (Ek 2); hasta
ve kontrol gruplarina ve ebeveynlerine yas grubuna uygun
‘Cocuklar I¢in Yagam Kalitesi Olgegi’ (CIYKO) uyguland1 (Ek
3).

Calismamizda CUO'niin 72 soruluk kapsamli versiyonu
kullanildi. Olgegin alt 6lgeklerinin degerlendirilmesinde 22
soru kullanilmaktadir.

Cocuklar Icin Yasam Kalitesi Olgegi sorularinin
degerlendirilmesinde fiziksel islevsellik toplam puani icin o
boliimdeki sorularin puanlar1 dogrusal olarak cevrilerek
topland1 ve soru sayisi olan sekize boliindii. Psikososyal
saglik puam hesaplanirken duygusal islevsellik ile ilgili
bolim sorular1 olan bes, sosyal islevsellik ile ilgili bélim
sorulari olan bes ve okul islevselligi ile ilgili boliim sorulari
olan bes sorunun dogrusal olarak c¢evrilerek ilgili
boliimlerdeki toplam soru sayis1 olan 15’e, dlgek toplam
puani ise tiim sorularin dogrusal olarak gevrilerek toplam

soru sayisi olan 23’e boliinmesiyle elde edildi.
Istatistiksel Yontem

Calismada istatistik programi olarak IBM SPSS versiyon 20
(Statistical Package for the Social Sciences, IBM Analytics,
Armonk, New York, USA) kullanildi. Ortalamalar, standart
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sapmalariyla birlikte verildi. Degiskenlerin normal dagilima
uygunlugu viziiel (histogram, boxplot) ve analitik metodlar
(Kolmogorov-Smirnov veya Shapiro Wilk) ile belirlendi.
Degiskenlerin normal dagilim gosterdigi
degiskenler arasindaki karsilastirmalar, iki grup arasinda
Student t-testi ile, ikiden fazla grubun karsilastirilmasinda
One-way ANOVA testi ile yapildi. Degiskenlerin normal
dagilim gostermedigi durumlarda, iki grubun
karsilastirilmast Mann-Whitney U testi ile, ikiden fazla
grubun karsilastirilmasinda Kruskal Wallis testi ile yapildi..
Kategorik verilerin karsilastirilmasinda Ki-kare testi, Ki-
kare testinin varsayimlarinin saglanamadigl durumlarda
Fisher’s Exact Test kullanildi. P degerinin 0,05’in altinda
oldugu durumlar istatistiksel olarak anlaml kabul edildi.

durumlarda

BULGULAR

Calismamizda hasta grubunda 33, kontrol grubunda 36
olmak tlizere toplam 69 cocuk yer aldi. Hastalar ICHD-III
kriterlerine gore degerlendirildiginde migren tanisi alan 25,
GTBA tanisi alan 5 ve migren+GTBA 3 ¢ocuk mevcuttu;
ancak orneklem sayisinin uygunsuzlugu nedeniyle alt
gruplar arasinda karsilastirma yapilamadi.

Hasta grubundakilerin 17’si kiz (%51,5), 16’s1 erkek
(%48,5); kontrol grubundakilerin 18’i kiz (%50), 18’i (%50)
erkekti. Hasta grubunun yas ortalamasi 11,59+2,98 yil,
kontrol grubunun yas ortalamas1 10,25+2,51 y1l idi. Cinsiyet
ve yas acisindan hasta ve kontrol gruplari arasinda anlaml
fark saptanmadi (p=0,900; p=0,056).

Hasta grubunun agirlik ortalamasi 44,91+15,75 kg, kontrol
grubunun agirhk ortalamast 38+15,53 kg idi. Hasta
grubunun boy ortalamasi 149,84+16,97 cm, kontrol
grubunun boy ortalamasi1 142,424+17,34 cm idi. Hasta
grubunun VKI ortalamasi 19,244 3,67, kontrol grubunun VKi
ortalamasi 17,96+ 3,38 idi. Hasta ve kontrol grubu arasinda
agirhik, boy ve VKi bakimindan istatistiksel olarak anlaml
fark saptanmadi (p=0,178; p=0,076; p=0,243).

Ebeveynlerin egitim diizeyleri agisindan hasta ve kontrol
gruplari karsilastirildiginda istatistiksel olarak anlamh fark
saptanmadi (p>0,05). Hasta grubunda ailede primer bas
agrisi olan 15 kisi (%45,5) vardi. Bu genellikle anne olarak
isaretlenmisti. Bilinen tanili bas agrilarinin hepsi migrendi.
Ailede primer bas agrisi tanisi alanlarin sayisi, hasta
grubunda, kontrol grubuna gore istatistiksel olarak anlamli
derecede fazlaydi (p<0,001).

Calismamizda bas agrisini en sik tetikleyenler ders ¢calisma
ve sinav donemi olarak saptanmistir (%57.6). Ardindan

uyaricl olarak uykusuzluk (%48.5), stres (%36.3) ve achk
(%36.3), fiziksel aktivite/yorgunluk (%24.2), soguk hava
(%24.2) ve sicak hava (%24.2) gibi hava degisiklikleri ve
menstruasyon (%6.1) takip etmekteydi. Hastalarin %18.2’si
ise tetikleyici faktér olmadan bas agrilarinin basladigini
belirtmisti.

Her iki gruba giin icinde elektronik aletlerle ne kadar zaman
gecirdikleri soruldu. Televizyon izleme siireleri agisindan iki
grup arasinda istatistiksel olarak anlamli fark bulunmadi
(p=0,260). Kontrol grubunda bilgisayar/tablet ile 1 saatten
az zaman gecirenler, hasta grubundakilere gore anlaml
olarak daha fazlaydi (p=0,015). Hasta grubunda ise
tableti/bilgisayar1 olmayanlar veya hi¢ ilgilenmeyenler,
kontrol grubuna gore daha fazlaydi (p<0,001). Kontrol
grubunda cep telefonuyla 1 saatten az zaman gecirenler
hasta grubuna gore daha fazlaydi (p=0,0074). 4 saatten fazla
cep telefonu ile zaman gecirenler hasta grubunda kontrol
grubuna gore anlaml olarak daha fazlaydi (p=0,023). Genel
olarak hasta grubu kontrol grubuna gore cep telefonu ile
daha fazla zaman geciriyordu (Tablo 1).

Tablo 1. Hasta ve kontrol gruplarinin bilgisayar/tablet ile
zaman gecirme siiresine gore karsilastirmasi

Bilgisayar/Tablet kullanimm Cep telefonu kullanim

Hasta Grubu | Kontrol Hasta Grubu Kontrol Grubu
n (%) Grubu n (%) n (%)
n (%) p p
1saattenaz | 10 (%30,3) |22 0,015** |4 (%12,12) |15 (%41,66) [0,0074**
(%61,2)
1-2 saat 8(%242) |8 1* 9 (%27,28) (8 (%22,22)  |0,780**
(%22,22)
2-4saat 4(%122) |4 1* 10 (%30,3) |5 (%13,9)  |0,144%*
(%11,11)
4 saatten 1(%3) 2 (%5,55) | 1* 7 (%21,21) [1 (%2,78) 0,023**
fazla
Hi¢ 10 (%30,3) <0,001 (3 (%9,09) |7(%19,44) |0,310%*
ilgilenmiyor **
/ yok

*Ki-kare test.
**Fisher exact test.

Hasta ve kontrol grubunun GUQ’nden aldiklar1 toplam puan
ve alt aldiklar1
karsilagtirildl.  Olgegin sorularindan yararlanilarak sik
karsilasilan diger uyku bozukluklari da iki grup arasinda

6lgeklerden puanlarin ortalamalari

karsilastirildi. Hasta ve kontrol gruplar1 arasinda horlama
puani acgisindan istatistiksel olarak anlamli fark saptanmadi
(p=0,16). Onun disinda davranis sorunlari puani, nefes alma
sorunlar1 puany, diger puan, toplam uyku sorunlari puani ve
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toplam puan hasta grubunda kontrol grubuna goére anlaml
olarak daha yiiksekti (p<0,05) (Tablo 2).

Tablo 2. Cocuklar i¢in uyku 6l¢egi alt 6lgek puanlarinin hasta
ve kontrol gruplari arasinda karsilastirilmasi

Uyku parametreleri Hasta grubu Kontrol grubu

(n=33) (n=36)

(ort+SS) (ort.+SS) p
Davranig sorunlari 0,967+1,55 0,75+1,461 0,040*
puani
Horlama puant 0,181+0,464 0+0 0,16*
Nefes alma sorunlan 2,878+1,053 0,47240,506 <0,001*
puani
Diger puan 2,212+40,927 0,222+0,540 <0,001*
Toplam uyku sorunlar1 | 5,272+1,70 0,694+0,855 <0,001*
puani
Toplam puan 6,242+2,525 1,44+1,593 <0,001*

*Mann-Whitney U test

Hasta ve kontrol gruplar1 arasinda CUO’nde yer alan diger
sorulardan yararlanilarak karsilastirma yapildi. Hasta
grubunda uyku ile iligkili hareket bozukluklari, uykuya
dalmada giigliik, uykuya dalma ve devam ettirme sorunlari,
uykudan uyanma siklig), kabus bozukluklari, nefes alma
sorunlarina ilave sorunlar, giin ici uykululuk, dis gicirdatma,
sabah yorgun uyanma, huzursuz uyku ve uykuda konusma
puani, kontrol grubuna goére anlamh olarak ytliksek bulundu
(p<0,05). Uykuya dalmada giicliik parametresinde yer alan
A32 sorusunda yanitlara gore uykuya dalmasi 15 dakikadan
puanlandirildi.  Uykuda
uyurgezerlik ise iki grupta benzer bulundu (p>0,05) (Tablo
3).

uzun surenler terleme ve

Bas agris1 grubunda giin i¢inde uykusunun geldigini ifade
edenlerin orani % 51.5 iken, kontrol grubunda bu oran %2.7
idi. Ogretmeni veya ilgili biri cocugunuzun giin icinde uykulu
oldugunu soyler mi sorusunda hasta grubunda %24.2 evet
yanitini verirken, kontrol grubunda bu soruya evet yanitini
veren olmamisti. Hasta grubunda giindiiz sekerleme
uykusuna yatanlarin orami %21.2 iken kontrol grubunda
giindiiz sekerleme uykusuna yatan yoktu. Uykuya dalma
stiresi 15 dakikadan fazla olanlar bas agris1 grubunda %66.6
iken, kontrol grubunda %16.6'yd1. Huzursuz uyku ve dis
gicirdatma anlaml olarak bas agris1 grubunda fazlaydi.
Calismamizda bas agrisi ve kontrol gruplari arasinda
uyurgezerlik agisindan istatistiksel olarak fark

saptanmamistir. Ancak kontrol grubunda hi¢ uykuda yiiriidii
mii sorusuna olumlu yanit veren olmazken, bas agrisi
grubunda 3 kisi bu soruya olumlu yanit vermistir.
Cocuklarinin ortalama haftada en az bir kez kabus
gordigiini belirten ebeveynler hasta grubunda %42.4 iken
kontrol grubunda bu oran %2.7 bulunmustur.

Tablo 3. Cocuklar i¢in uyku 6lgegi alt dlgek puanlarinin hasta
ve kontrol gruplar1 arasinda karsilastirilmasi

Hasta grubu Kontrol grubu

Uyku parametreleri (n=33) (n=36) P
(ort.£SS) (ort.£SS)

Uyku iligkili hareket 1144,28 0,83+1,60 0,005*
bozukluklarn
Uykuya dalmada giiglik | 21,5+0,70 3,543,53 <0,001*
Uykuya dalma ve devam 12,46+6,30 2,30+3,68 <0,001*
ettirme sorunlar1
Uykudan uyanma sikhigy 16,3349,5 5,33+6,8 <0,001*
Kabus bozukluklar1 11+4,24 0,5+0,70 <0,001*
Nefes alma sorunlarina 7,3315,24 1+1,46 0,013*
ilave sorunlar
Giin i¢i uykululuk 13+45,33 0,8+1,3 0,012*
Uykuda terleme 14 (%42,4) 10 (% 27,7) 0,201**
Dis giardatma 10 (%30,3) 3 (%8,3) 0,019%
Uyurgezerlik 3 (%9,09) 0 (%0) 0,250**
Sabah yorgun uyanma 25 (%75,7) 5(%13,8) <0,001**
Huzursuz uyku 15 (%45,4) 0 (%0) <0,001**
Uykuda konusma 21 (%63,6) 13 (%36,1) 0,022%*

*Mann-Whitney U test
**Ki-kare testi

Hasta grubunda CiYKO'de, ebeveyn ve cocuk icin fiziksel
saglik toplam puani (FSTP), duygusal islevsellik toplam
puan1 (DiP), sosyal islevsellik toplam puani (SiP), okul
islevselligi toplam puani (OiP), psikososyal saglik toplam
puani (PSTP) ve 6lcek toplam puani (OTP) kontrol grubuna
gore anlamli olarak diisiik saptandi (p<0,001) (Tablo 4).
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Tablo 4. Hasta ve kontrol gruplar arasinda Cocuklar i¢in
Yasam Kalitesi Olcegi cocuk ve ebeveyn puanlarinin
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karsilastirilmasi

ngr?letreleri Ha?lig;l)lbu Kontro_l Grubu
(ort455) (0=36)
(ort.£S5)

FSTP 75852415,154 | 9522546,22 <0,001*
Dip 68,03+18,369 93,061+6,791 <0,001*
sip 88,03+14,358 98,19+3,197 <0,001*
oip 71,21£13,112 96,53+6,19 <0,001*
PSTP 75,75+11,42 95,92+3,39 <0,001*
otp 75,781£10,941 | 95,7543,502 <0,001*
Ebeveyn FSTP 75189+14,233 | 93,83647,165 <0,001*
Ebeveyn DIP 63,939+20,146 | 90,972+6,950 <0,001*
Ebeveyn SIP 85,909+16,367 | 97,083+4,686 0,001*
Ebeveyn OIP 73,787+15,208 | 96,52745,32 <0,001*
Ebeveyn PSTP 75,545+12,12 94,861+3,808 <0,001*
Ebeveyn OTP 74,706+11,56 94,605+3,815 <0,001*

*t testi

Kisaltmalar

CIYKO, cocuklar icin yasam kalitesi dlcegi; FSTP, fiziksel
saglik toplam puani; DIiP, duygusal islevsellik toplam puani;
SIP, sosyal islevsellik toplam puani; OiP, okul islevselligi
toplam puani; PSTP, psikososyal saglik toplam puani; OTP,
Olcek toplam puani.

TARTISMA

Calismamizda bas agrisi grubunun yas, agirlik, boy ve VKI
ortalamalar1 kontrol grubuna gore fazla olmakla birlikte bu
fark istatistiksel olarak anlamli degildi. Yine cinsiyet
acisindan da iki grup arasinda istatistiksel olarak anlamh
fark saptanmamuistir.

Migren ve GTBA sikhg, c¢esitli c¢alismalarda degisiklik
gostermektedir. Klinik c¢alismalar ve epidemiyolojik
calismalardaki oranlarin farklihgi, primer bas agrilarinin
doktora basvurmadigini
diistindliirmektedir. Zwart ve arkadaslarinin 2004 yilinda
13-15 yas aras1 8255 ¢ocukla yaptiklar1 calismada migren
sikligin1 %7, GTBA sikligin1 %18 olarak belirlemislerdir (19).
2002 yilinda Ozge ve ark. tarafindan Mersin’de yapilan bir

onemli bir kisminin

epidemiyolojik ¢alismada, 8-16 yas araliginda 5562 okul
cocugu yer almistir. Cocuklarin %24.7’si GTBA, %10.4’'u
migren tanist almistir (5). 2016’da iilkemizde yapilan bir
calismada ¢ocuk hastalarda bas agrilarinin %58’sinin
migren, %26’sinin GTBA oldugu belirlenmistir (21). Bas
agrist olan ¢ocuklarin doktor basvuru sebepleri genelde
agrinin siddeti ve siklig ile iliskilidir (7,20). Akyol ve ark.
2007 yilinda yayinlanan ¢alismasinda migren saptanan 752
cocuktan sadece 125’inin doktora basvurdugu belirlenmistir

(7.

Migren ve obezite arasinda iliski oldugunu gosteren
calismalar, migren tedavisinde saglikli kilo kaybinin yeri
oldugunu destekler. Ancak VKI ve primer bas agrilar
arasinda anlamli baglantili saptanmayan calismalar da
olmasi bu konuda belirsizlikler oldugunu gosterir (24,25).
Yasla birlikte bas agris1 sikliginda artis olmaktadir. Puberte
sonrasi kizlarda bas agris1 daha yayginken, pubertal donem
oncesi erkekler kizlardan daha fazla bas agrisindan
etkilenmektedir (5,22,23).

Calismamizda ailede primer bas agrisi olanlarin orani bas
agrisi grubunda daha fazlaydi, en ¢ok bas agrisi 6ykiisii veren
kisi anneydi. Ailesinde tekrarlayan bas agrisi olanlarin
tamami migren taniliydi. Rossi ve ark. calismasinda ailede
migren &ykiisi  %79.4, Ozek ve ark calismasinda
migrenlilerin %54’linde ailede migren, %22’sinde migren
dis1 bas agris;; GTBA olanlarin %33’liinde ailede migren,
%19’unda ailede migren dis1 bas agris1 6ykiisii bulunmustur
(23,26). Eslik eden bulanti/kusma gibi semptomlar,
agrilarin orta ve/veya siddetli olmas1 migrende daha fazla
doktora basvuru sebebidir. Bas agrisinin etyolojisinde
genetik faktorler onemli bir yer tutmaktadir (27).
Kadinlarda migrenin daha fazla gériilmesinin mitokondrial
DNA aktarimi ile ilgili olabilecegi diisiiniilmektedir (28).

Bir¢ok etken bas agrisini uyarabilir. Calismamizda bas
agrisini en sik tetikleyenler ders ¢alisma ve sinav dénemi
(%57.6), ardindan uykusuzluk (%48.5), stres (%36.3) idi.
Ders calisma ve sinav doneminin bash basina bir stres
kaynagi oldugu diisiintilecek olursa uyaranlar arasinda stres
daha on sirada yer almaktadir. Bas agrilarinin pek cogu
duygusal stres ile tetiklenir, ancak tiim bas agrilarinin ortaya
c¢ikmasi icin strese veya mutlak bir tetikleyiciye ihtiyag
yoktur (1). Rossi ve ark. ¢calismasinda okula baglh yorgunluk
ile giiriiltii/kargasa en sik tetikleyiciler olarak saptanmistir
(26). Connelly ve Bickel'in 8-17 yas aras1 25 ¢ocukla 12 ay
boyunca yaptig1 prospektif calismada en sik bas agrisi
tetikleyicisi %68
Ardindan %44 ile aclik, %32 ile stres uyaran olarak

ile uykusuzluk olarak saptanmistir.
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bulunmustur (29). Bruni ve ark. ile Isitk ve ark
calismalarinda da uykusuzluk, duygusal stres, yorgunluk ve
egzersiz en sik bas agrisi tetikleyicileri olarak saptanmistir

(30,31).

Bir diger énemli tetikleyici ve ¢agimizin kanayan yarasi da
eriskinlerde oldugu gibi kiiciik yastaki ¢ocuklarin da
teknolojik aletlerle i¢ ice olusudur. Bulgularda belirtildigi
lizere bilgisayar/tablet ile hi¢ zaman gegirmeyenler hasta
grubunda fazlayken cep telefonuyla 4 saatten fazla zaman
gecirenler de hasta grubunda daha fazlaydi. Hasta grubunda
bilgisayar veya tabletle hi¢c zaman gecirmeyenlerin cep
telefonu ile daha fazla zaman gecirmelerinin buna neden
oldugu disiinilmistiir. Ekrana uzun siire bakmak bas
agrisin1 uyarabilir veya varsa siddetlendirebilir. Ozellikle
gece yatmadan dnce ekranin parlak isiklarina maruz kalmak,
uyku kalitesini ve dolayli olarak bas agrisini etkilemektedir
(32,33). Kore’de 214 tip 6grencisi ile yapilan bir calismada
ogrencilerin %18.9'u 1 yilda 10’dan fazla cep telefonu
kullanimu ile iligkili bas agris1 yasamis, bu bas agrisina yanma
hissi ve bas donmesinin de siklikla eslik ettigi saptanmistir
(34). Giiney Kore’de 2336 lise 6grencisi ile yapilan bir baska
calismada, calismada yer alanlarin %2.5’i internet bagimlisi,
%53.7’si olas1 internet bagimlis1 olarak belirlenmistir.
Internet bagimhisi olanlarda uykusuzluk semptomlari, tanikli
apne ve kabuslarin 5.2 kat, olasi internet bagimlilarinda
internet bagimlisi olmayanlara gore 1.9 kat daha fazla
bulundugu belirtilmistir. internet bagimlilarinda giin ici agir1
uyku hali %37.7 oraninda bulunmustur (35).

Uyku bozukluklar1 c¢ocukluk c¢aginda %15-30 civarinda
gorilmektedir (12,36). Calismamizda horlama puani,
uyurgezerlik ve uykuda terleme disinda CUO’de yer alan tiim
uyku sorunlar1 bas agris1 grubunda kontrol grubuna gore
anlamh olarak yiiksek saptanmistir. Horlama puani
hasta kontrol grup arasinda fark
saptanmamasina ragmen; diger puan, nefes alma sorunlari
ve nefes alma sorunlarina ilave sorunlar puanlar1 bas agrisi
grubunda kontrol grubuna gore anlaml olarak yiiksek
saptandl. Bruni ve ark. ¢alismasinda giindiiz uyku hali
migrenlilerde %12.2, GTBA grubunda %10.9, kontrol
grubunda %4.5'tir (37). Isik ve ark. calismasinda da giindiiz
uyku hali migren bas agrilarinda migren dis1 bas agrilarina
gore artmis bulunmustur (31). Parasomniler, huzursuz
bacak sendromu, uykuda nefes alma sorunlari ve uyku-
uyaniklik dénglisic bozukluklary, kétii uyku Kkalitesi,
uykusuzluk, giin i¢i uykululuk, sabah yorgun uyanma, gece
veya sabah uyandiginda tekrar uykuya dalamama gibi ¢esitli
uyku bozukluklarinin primer bas agrilari ile iliskili oldugu

agisindan ve

gosterilmistir. Bas agrisi olan ¢ocuklarda da uykuya dalma
giicliikleri, uyku iliskili anksiyete, yatma zamani direng
gosterme, ebeveynle birlikte uyuma, uykuda konusma, gece
uyanmalari, huzursuz uyku, kabus gérme, uykuda ytiriime,
giin ici yorgunluk gibi pek c¢ok wuyku iliskili sorun
saptanmistir (18,31,37). Bruni ve ark. ¢alismasinda uykuya
dalma siiresi 30 dakikadan fazla olanlarin orani kontrol
grubunda %6.61 iken, bas agris1 grubunda %13.43’ttr (37).

Cocuklarda uykuda dis gicardatma %14 civarinda
goriilmektedir (38). GTBA ve migren tipi bas agrisi olanlarda
uykuda dis gicardatma yaklasik 3 kat daha fazla
gorilmektedir. Yaghini ve ark. calismasinda migrenlilerde
dis gicirdatma %30 iken, migren dis1 grupta bu oran %12.5
olarak bulunmustur (39). Miller ve ark. calismasinda
migrenli c¢ocuklarda dis gicirdatma %29 oraninda
bulunmustur (18). Migrenli ¢ocuklarda dis gicirdatmanin
daha fazla oldugu Esposito ve ark. ile Masuko ve ark. PSG
calismalarinda da gosterilmistir (40,41).

Cesitli calismalarda primer bas agrisi, 6zellikle migren olan
cocuklarda uyurgezerlik %6.7-30 arasi degisen oranlarda
iken kontrol gruplarinda %1.1-16 aras1 saptanmistir
(39,42). Luc ve ark. 27 ¢ocukla yaptig1 calismada ise migren
ve kontrol gruplar1 arasinda uyurgezerligi de igeren
parasomniler agisindan fark saptanmamistir (43). Yaghini
ve Esposito’nun ¢alismalarinda bas agrisi ve kontrol gruplari
arasinda kabus gorme orani agisindan fark goriilmemistir
(36,40).

Uyku bozukluklari, islevselligi ve saghkla iligkili yasam
kalitesini olumsuz yonde etkilemektedir. Kronik agrisi olan
cocuklarin giinliik aktiviteleri, saghklh ¢ocuklara gore
kisitlanmaktadir. Eslik eden uyku bozukluklari, bas agrisinin
ilerlemesi ve kroniklesmesinde rol oynar. Bu nedenle,
biitlinciil yaklasim son derece dnemlidir.

SONUC

Calismamiz primer bas agrisi
sikliginda artis,
oldugunu gdstermistir.
agrilarinin degerlendirilmesi sirasinda oOykiiniin dikkatli
alinmasini,  ¢ocugun yasam
aliskanliklarinin, uyku problemlerinin sorgulanmasinin ve
fizik muayenenin 6nemini vurgulamaktadir. Bas agrisi ve
uyku bozukluklari i¢ icedir. Bu durum yasam kalitesini de
dogrudan etkilemektedir. Tedavi stirecinde hekimle birlikte
aile ve ¢ocuga da 6nemli gorevler diismekte, aile de bas
agrisinin tedavisinde olmasi gereken biitiinciil yaklasima
katki saglamalidir. Bu sebeple uyku bozukluklari ve yasam

olan c¢ocuklarda uyku
bozuklugu yasam kalitesinde disiis
Cocukluk c¢aginda primer bas
tarzi

beslenme ve
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kalitesinin sorgulanmasi, primer bas agrili ¢ocuklarin
degerlendirilmesinin bir pargasi olmahdir.
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Abstract

Objective Noise is an important hazard that negatively affects hearing and perception in humans, causes physiological and psychological disorders,
and reduces work performance. We wanted to determine the socio-demographic and occupational factors associated with the frequency of
noise-induced hearing loss in patients who applied to the occupational diseases clinic and draw attention to what should be done to prevent
its occurrence.

Materials and @ The population of the cross-sectional study consisted of 463 workers who applied to a university hospital Occupational Diseases Policlinic

Methdos between November 2015 and November 2018. General physical examination was performed and hearing problems were evaluated and
than audiometric examination was performed with Madsen Itera I audiometry device. Chi-square test and descriptive statistics were used
as statistical analysis.

Results 23.5% of the workers were diagnosed with hearing loss. 397 (85.7%) of the participants described that they were exposed to noise in the
workplace. Noise exposure has been associated with hearing loss. 15 packs / year and above smoking, expressing noise exposure in the
workplace and not using headphones, chemical substances in the work environment; Exposure to any of the lead, manganese and mercury
made a significant difference in terms of hearing loss.

Conclusion The correct use of personal protective equipment such as earphones depends on individual factors. Incorrect and inadequate headphone

use is an important factor in noise-induced hearing loss. For this reason, engineering measures are extremely important among the
primary preventive methods. Smoking, chemical exposure are effective factors in noise-related hearing loss.

Keywords Hearing loss, noise, occupational disease
Ozet
Amag Giiriltd, insanlarda isitme ve algly1 olumsuz etkileyen, fizyolojik ve psikolojik bozukluklara neden olan ve is performansini diisiiren 6nemli

bir tehlikedir. Meslek hastaliklar klinigine bagvuran hastalarda giiriiltiiye bagl isitme kaybinin sikligi ile iligkili sosyo-demografik ve
mesleki faktorleri belirlemek ve olusumunu 6nlemek i¢in neler yapilmasi gerektigine dikkat gekmek istedik.

Yontemler Kesitsel ¢alismanin evrenini Kasim 2015 ile Kasim 2018 arasinda bir iiniversite hastanesi Meslek Hastaliklar1 Poliklinigine bagvuran 463
¢aligan olusturdu. Genel fizik muayene yapilarak isitme sorunlari degerlendirildi ve ardindan Madsen Itera Il odyometri cihazi ile
odyometrik inceleme yapildu. istatistiksel analiz olarak ki-kare testi ve tanimlayici istatistikler kullanildi.

Bulgular Calisanlarin %23,5'inde isitme kayb1 tanisi konuldu. Katilimcilarin 397'si (%85,7) is yerinde giiriltiiye maruz kaldigini belirtti. Giiriltiye
maruz kalmanin isitme kaybu ile iligkili oldugu goriilmiistiir. 15 paket/y1l ve lizeri sigara igmek, isyerinde giiriiltiiye maruz kalmayi ifade
etmek ve ¢alisma ortaminda kulaklik, kimyasal maddeler kullanmamak; kursun, manganez ve civa gibi herhangi birine maruz kalmak
isitme kaybi agisindan 6nemli bir fark yaratmigtir.

Sonuclar Kulaklik gibi kisisel koruyucu ekipmanlarin dogru kullanimi bireysel faktorlere baghdir. Yanhs ve yetersiz kulaklik kullanimi giiriilti
kaynakli isitme kaybinda 6nemli bir faktordiir. Bu nedenle miithendislik 6nlemleri birincil 6nleyici yontemler arasinda son derece
onemlidir. Sigara igmek, kimyasal maruziyet giiriiltii kaynakl isitme kaybinda etkili faktorlerdir.

Anahtar Isitme kayby, giiriiltii, meslek hastalig:
kelimeler
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INTRODUCTION

According to the International Labor Organization (ILO),
"noise" includes any sound that causes hearing loss or is
harmful to health or poses other hazards (1). Noise is an
important hazard in terms of both occupational and
environmental pollution, affecting hearing and perception in
humans negatively, causing physiological and psychological
disorders, reducing work performance and quality (2).

People are exposed to noise from noisy vehicles, equipment,
loud music, large vehicles, etc. throughout their lives.
However, this form of noise that people are exposed to does
not mostly affect hearing (1). Chronic hearing loss due to
noise is the result of cumulative cochlear noise exposure,
that is, the result of cumulative microtrauma, and is the most
common cause of hearing loss (3). This loss is a
sensorineural hearing loss due to damage to the hairy cells
in the cochlea. Loss begins as the exposure repeats. Early
changes are in the form of affecting cells in the cochlea floor
and start around 4000 Hz on the audiometric graph. As the
exposure continues, the 4000 Hz based notch deepens and
expands. Noise-related hearingloss (NRHL) is always seen in
neurosensory type and often bilateral (4). Noise causes
temporary and permanent threshold shift in hearing, causes
acoustic trauma and reduces labor productivity by 30-60%
(5-6). It can also cause physiological damage (cramps, stress,
hypertension, tachycardia, etc.) and psychological damage
(anxiety, fatigue, insomnia, etc.) (7).

NRHL is one of the most common preventable occupational
diseases. Occupational diseases are cases of temporary or
permanent illness, disability or mental failure that the
insured suffers due to a recurring reason or due to the
execution conditions of the job, depending on the nature of
the job (8). The ILO estimates that some 2.3 million women
and men around the world succumb to work-related
accidents or diseases every year. Worldwide, 160 million
victims of work-related illnesses annually (9). According to
the statistics of 2021, 1207 occupational diseases were
diagnosed by the Social Security Institution (SSI) in Turkey.
In 2021, 55 people were reported as NRHL (effects of noise
in the inner ear) by the SSI. This low number is due to
reasons such as the prevalence of unregistered work in our
country and the problems experienced in the detection of
occupational diseases (10). Although the Social Insurance
and General Health Insurance Law seems to cover all
employees, public employees are not included in the
notification of work accidents and occupational diseases
(11).

Mining, iron and metal industry, stone, earthworks, timber
and carpentry, textile and leather industry, construction
works, paper industry, printing industry, transportation
noise are high business lines (12-13).

In this study, it was aimed to determine the frequency of
noise-related hearing loss and related socio-demographic
and occupational factors in applicants to a University
Hospital Occupational Diseases Clinic.

METHOD

The population of the cross-sectional study consisted of 433
employees who applied to the University Hospital
Occupational Diseases Clinic between November 2015 and
November 2018, who underwent audiometry examination.
Employees who did not undergo audiometry examination
were not included. One of the patients who applied to our
outpatient clinic was excluded from the study because of
congenital bilateral total hearing loss. The study was started
after the approval of the Ege University Ethics Committee on
11.12.2018 with Decision No: 18-12/7. The data of the
workers were obtained from the occupational diseases’
anamnesis form developed by the relevant university's
Occupational and Occupational Diseases Department and
filled in on the basis of the statement, and the exposure
assessment form developed in the same way.

Occupational diseases clinic where the research was carried
out Turkey's occupational diseases clinic is established to
train specialists and is one of the first education and research
clinics that started to offer specialty training. Polyclinic
evaluates occupational disease applications with SSI referral
as of November 2015 and and prepares occupational disease
reports to be sent to SSI.

In our study, the variables of the study to evaluate noise-
induced hearing loss; gender, age, smoking and alcohol
consumption status, being overweight and having a work
accident in the last 1 year, using headphones, hypertension,
allergy and chronic disease, in the
environment. These findings were obtained from the files of
retrospective employees.

chemical odor

Hearing-related problems evaluated by the
Otorhinolaryngology specialists of the university and
audiometric examination was performed with Madsen Itera
[T audiometry device.

were
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In audiometric examinations, in assessing the test results,
the hearing threshold values at 4000 Hz along with the
arithmetic mean of the hearing values at 500-1000-2000 Hz
were taken into consideration while evaluating the test
results. ISO 1999 and American National Standard ANSI S3-
1 were taken into consideration in the acceptance of pure
sound mean and 4000 Hz hearing threshold (14,15).

Patients with normal pure tone average and frequency of
4000 Hz and more than 25dB symmetric sensorineural
hearing loss are accepted as NRHL. Those who have
unilateral hearing loss at different levels on the right or left
side compared to the pure sound average and those with
notches at 4000 Hz were also evaluated as unilateral NRHL
(16,17).

SPSS 21.0 program was used in the analysis of the data. In
the analysis, descriptive statistics and chi-square were
applied and p <0.05 level was accepted statistically
significant.

RESULTS

The way the study was conducted is shown in the Figurel.

University Hospital Occupational Diseases
Clinic

- \

SSI Referred Patient Application

433 Patients Undergoing
Audiometry Testing

(retrospective research)

gender, age, \[

smoking and alcohol

Audiometry;
Arithmetic mean of
hearing threshold
values at 4000 Hz and
hearing values at
500-1000-2000 Hz

consumption status,
being overweight
and having a work
accident in the last 1
year, using
headphones,
hypertension,
allergy and chronic
disease, chemical
odor in the

Exposure to noise in the work
Not using headphones

¥

Noise-induced hearing loss

Figure 1. The way of working

A total of 430 patients, 36 (%8.2) women and 394 (%91.8)
men, who applied to the outpatient clinic within a three-year
period, were included in the study. By performing
audiometry examination by otorhinolaryngology specialists,
employees with bilateral neurosensory hearing loss were
evaluated as those with noise-induced hearing loss. The
average age of our patients is 39.00 # 8.61, minimum age is
17, maximum age is 74. According to their educational
status, 55.6% ( 239) of the applicants stated that they
received education at the level of primary and secondary
education, 33.5% (144) at high school, 11% (47) at the
undergraduate, university and postgraduate. 2.3% of our
participants are below the minimum wage, 19.3% of them
(83) have a minimum wage level and 337 (78.4%) have a
higher income level than the minimum wage. While of our
24.4% (105 patients) whose smoking was questioned stated
that they never smoked, 24.7% (106) quitand 50.9% (219)
still answered.

While 48.4% (208 people ) of the patients who participated
in our study were overweight (BMI=25), 21.9% (94 people)
were obese (BMI=30). When we grouped the participants as
underweight, normal, overweight and obese according to
body mass index in our study, there was no significant
difference between the groups with and without hearing loss
(table-1).

It was observed that 48.8% (210 people) of the applicants to
the outpatient clinic had a previously diagnosed comorbid
disease. 20% (86 people) of the participants stated that they
had any history of allergy, 7.4% (32 people Jwere diagnosed
with hypertension.

Considering the distribution of the sectors in which the
patients are working, it was seen that 54.9% (236 workers)
of the most applications were from the cement, glass, soil,
ceramic industry.

When the applicants’ exposure to occupational risk factors
in their workplace was questioned, 84.9% (365 people) were
exposed to noise, 36.7% (158 people) smelling chemical in
the work environment.

60.7% (261 people) of the workers who were asked to use
earplugs as personal protectors stated that they used one of
type of headphones.
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There was no significant difference between participants

with or without hearing loss in terms of gender, smoking and
alcohol use ( Table-1).

Table 1: Distribution of Gender, Age, Level of Smoking
and Hearing Loss in Application According to the
Diagnosis of Hearing Loss

Number Hearing loss | No hearing | p
Variables loss value
n % n % n %
Gender 0.98
Female 36 8.2 9 23.7 |29 76.3
Male 394 ]191.8 | 100 23.5 | 325 76.5
Age 0.10
<40 215 | 50.0 | 40 186 | 175 81.4
240 215 | 50.0 | 54 251 | 161 74.9
Smaoking 0.34
Never 105 | 24.4 | 19 18.1 86 81.9
Left 106 247 |21 19.8 | 85 80.2
Still Using 219 | 509 | 54 253 | 165 74.7
Alcohol 0.12
Yes 79 18.4 | 12 15.2 | 67 84.8
No 346 | 80.5 | 82 23.7 | 264 76.3
Unspecified 5 12 |0 0 5 100
BMI Category 0.19
< 18,5 weak 12 2.8 3 25 9 75
18,5-24.9 normal 116 | 27 19 16.4 | 97 83.6
25-29.9 overweight 208 | 48.4 | 45 216 | 163 78.4
230 obese 94 [219|27 |287 |67 |713
Hearing Complaint 0.28
Yes 213 |1 495 | 56 26.3 | 157 73.7
No 217 | 50.5 | 38 216 | 179 78.4

BMI: Body mass index

57.7% of our participants (248 people) stated that they had
a work accident in the last year. The group without hearing
loss stated that they had a higher rate of work accidents than
the group diagnosed with hearing loss. The difference was
statistically significant (p = 0.00) (Table-2).

60.7% (261 people) of 397 people working in noisy
environment stated that they use headphones. Hearing loss
was found to be significantly high in the group who stated
that they did not use headphones despite the noise exposure
(p=< 0.05) (Table-2).

Table 2: Distribution of Participants’ Working Year,
Occupational Accident and Earphone Usage Status
According to the Diagnosis of Hearing Loss in the Last 1
Year

Variables Number Hearing No hearing | p value
loss loss

n % n % n %
Having a Work Accident in <0.05
the Last 1 Year

248 | 57.7 | 35 141 | 213 | 859
Yes

182 | 423 | 59 324 (123 | 67.6
No
Using Earplugs as Personal 0.33
Protection

261 | 60.7 | 53 203 | 208 | 79.7
Yes
No

169 [39.3 |41 24.3 | 128 | 75,7
Describing Noise Exposure <0.05
and Using Earplugs

261 | 60.7 | 53 203 | 208 | 79.7
Yes

169 [39.3 |41 24.3 | 128 | 75.7
No

There was no significant relationship between patients with
and without a diagnosis of hearing loss in terms of having a
chronic disease (Table- 3).

Table 3: Distribution of Comorbid Diseases of the
Participants According to the Diagnosis of Hearing Loss

Variables Number (% in | Hearing loss No hearing | p
total) loss value
n % n % n %
Presence of 0.15
Comorbid Disease
Yes
210 48,8 52 24.8 158 75.2
No
220 51.2 42 19.1 178 80.9
Allergy 0.33
Yes 86 20 16 18.6 70 81.4
No 339 78.8 78 23 261 |77
Unspecified 5 1.2 0 0 5 100
Hypertension 0.65
Yes 32 7.4 8 25 24 75
No 398 92.6 86 231 312 | 769
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Hearing loss was found to be significantly more common in
patients who stated that they were exposed to noise (ps<
0.05) (Table-4). There was no significant difference in

hearing loss with exposure to any of lead, manganese, or
mercury (Table-4).

Table 4: Distribution of Participants’ History of
Exposure to Some of the Occupational Risk Factors
According to Hearing Loss Status

Variables Number (% in | Hearingloss | No hearing | p value
total) loss
n % n % n %
Exposuring to Noise
Yes 365 84.9 89 | 244 276 | 75.6 <0.05
No 65 15.1 5 7.7 60 923
To be Finding Smelling Chemical in the 0.67
‘Working Environment
Yes
158 36.7 42 266 | 116 | 73.4
No
272 63.6 52 19.1 | 220 | 80.9
DISCUSSION

NRHL is quite common among preventable occupational
diseases. Occupational hearing loss was diagnosed in 21.9%
(94 people) of 430 patients who applied to our outpatient
clinic. It is observed that 23.5% (91 people) of 392 male
workers in 7 workshops in Izmir who participated in
Ozturk's thesis study were diagnosed with noise-induced
hearing loss as in our study (18). In a similar study, 99
workers working in an administrative office in India were
evaluated and hearing loss was found in 21.7% (22 persons)
(19).

Nelson et al. reported that the risk of noise-induced hearing
loss in men is three times higher than in women (20). 8.2%
(38 people) of the participants in our study were women and
91.8% (425 people) were men. There was no significant
gender difference in our study in terms of the diagnosis of
occupational hearing loss. The reason for this is thought to
be due to the fact that the number of female patients is
approximately 10 times less than the number of male
patients.

In the study of Louw et al., it was stated that advancing age is
a risk factor for noise-induced hearing impairment (21). In
our study, hearing loss in the 40 years and older group was
similar to younger age groups.

It has been observed that smoking significantly affects
hearing loss at all frequencies in workers exposed to noise.
Studies have shown that there
relationship between the amount of smoking and low-

is a dose-response

frequency hearing thresholds (22). In a study conducted in
China; Smoking was significantly associated with both
speech frequency and high-frequency hearing loss in men,
but not women (23). In our study, no significant relationship
was found between hearing loss and smoking status. The
reason for this may be that the amount of smoking and the
duration of quitting and the duration of quitting are not
known clearly.

In the study of Park et al., a positive correlation was found
between alcohol dependence and hearing loss (24) . In a
meta-analysis study of 18 studies published in the last 25
years by Qian et al., it was shown that there is a significant
relationship between alcohol consumption and hearing loss
(25).In our study, no significant relationship was found
between hearing loss and alcohol consumption status. This
may be because the amount of alcohol consumption is not
known, or it may be because the people included in the study
did not have alcohol dependence.

In the study of Lalwani et al, 1488 adolescents were
evaluated and obesity was found to be a risk factor for the
increase in sensorineural hearing loss (SNHL) (26). In a
study conducted in children, the relationship between
obesity and bilateral SNHL was investigated, although it was
not associated with obesity, bilateral SNHL was more
common in low-weight children compared to normal-weight
children (27). In our study, when we grouped the
participants as underweight, normal, overweight and obese
according to body mass index, we could not find a significant
difference between the groups with and without hearing
loss. In our study, there was no difference in obesity between
the groups with and without hearing loss. The reason for this
is thought to be due to the small number of participants.

Farouk et al, reported that there is a positive correlation
between the ambient noise level and the frequency of NRHL
diagnosis in a textile factory (28).In a study conducted in
Denizli, the frequency of noise-induced hearing loss
increases up to 33% in people who work in noisy
environments with 85 dB and above and do not use personal
protective equipment (12). In our study, more hearing loss
was observed in those exposed to noise.

[thas been observed in many studies that environmental and
occupational chemical exposure may cause hearing loss.
Cases of hearing loss due to asbestos and pesticide exposure
have been reported (29). Studies have shown that lead and
cadmium can damage nerve conduction in the cochlea or
vestibular system,
Rabinowitz et al. observed hearing loss more frequently in

causing significant hearing loss.
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those with solvent exposure (30). In a Chinese study,
combined exposure to noise and low-level TEXS(toluene,
ethylbenzene, xylene, and styrene ) was shown to cause
SFHL(speech-frequency hearing loss) each in hearing
function more often than exposure alone (31). In a published
review, although no clear relationship was observed
between lead and hearing loss, it was observed that as lead
exposure increased, it had a positive effect on hearing loss
(32). Similarly, in our study, there was no significant
difference between the use of odoriferous chemicals in the
working environment and hearing loss. The reason for this

may be that we do not know what kind of chemicals and how
much and how.

In various studies, a negative correlation was found between
the frequency of earplug use and hearing loss (33). In our
study, the rate of hearing loss was found to be higher in those
who described the noise they were exposed to in the
workplace and did not use earplugs.

Occupational noise exposure and hearing impairment have a
negative impact on work safety and increase the likelihood
of work-related injuries. Although this has been shown in
researches (34,35). In our study, the frequency of having a
work accident was found to be lower in patients with hearing
loss, in contrast with these studies. This may be because our
participants only had a history of occupational accident in
the last year.

Cayir et al. In a study they conducted, blood pressure was
found to be higher in people who were exposed to a total of
75 dB noise for 4 hours a day (36). It has been shown that
the prevalence of arterial hypertension due to noise
increases around the airport (37). Zhang et al. High
frequency hearing loss on audiometry, ECG abnormalities
and hypertension were observed more in noise-exposed
workers (38).
difference in hypertension between those who were exposed
to noise and those who were not. The presence of
hypertension in the history of the participants in our study
may be due to the verbal statements of the patients.

In our study, there was no significant

Limitations of the Research

As this was a hospital-based study, the data were taken from
the files of the workers involved.

* Some of the data, such as noise exposure, is based on the
workers' statement and may be affected by factors such as
personal sensitivity level, sociocultural level.

« The inaccessibility of workplace noise measurements and
the inability to access patients’ employment and periodic
examination information limits our information.

¢ In the outpatient clinic records, it has been questioned
whether patients used hearing protectors, and there is no
clear information about the duration they use, the type of
protector and whether it is used effectively.

CONCLUSIONS AND RECOMMENDATIONS

Noise is of great importance in occupational hearing loss in
our research and other studies. Measures to be taken to
prevent occupational hearing loss are of great importance.
Causes such as smoking, chemicals and age increase the
effectiveness of hearing loss due to noise. For this reason,
while taking the work history and medical history, it should
be questioned in detail and sufficient time should be
allocated. New research is needed for the development and
advancement of this field.

It has been shown again that the correct and effective use of
personal protective equipment such as earplugs depends on
individual factors and cannot be among the priority
protective measures. Therefore, engineering measures are
extremely important among primary protective methods
(12,33).

In order to prevent occupational hearing loss, workplace
should be performed. Workplace risk
assessment should be done. Workplace noise mapping

supervision

should be made by measuring workplace noise and
employees' personal noise exposure. Necessary technical
and engineering measures should be taken to reduce noise.
Employees should be trained to use their personal
protectors effectively. At the recruitment examination,
individuals at risk for their noisy exposure should be
identified and regular periodic examinations should be
planned according to the result of the risk assessment (13).

Since this study was retrospectively analyzed, there are
some inadequacies. Future studies are needed. This study
can guide us on what we should pay attention to when doing
future studies.
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Thesis

Occupational diseases are extremely important in that they
are almost entirely preventable diseases. Hearing loss due to
noise in the workplace is a kind of occupational disease that
can be prevented by various protective measures and
negatively affects the quality of life of the person.

The aim of our study is to select those diagnosed with noise-
induced hearing loss from all patients who applied to our
outpatient clinic, and to determine the cause of hearing loss,
if any, by revealing their demographic characteristics, to
identify additional diseases and to draw attention to the
importance of occupational protective measures.
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Abstract

Acute colonic pseudo-blockage, also known as Ogilvie syndrome, is characterized by a significant dilatation of the colon due to a loss of
function, without the presence of a mechanical obstruction that would impede the transit of intestinal contents. Treatment and diagnosis
are challenging. It frequently occurs in patients receiving various pharmacological treatments, hospitalized or living in a nursing home,
suffering from a persistent critical illness, or having insufficient mobilization during the postoperative phase. Neostigmine is commonly
used in medical treatment for this reason. Conservative treatment is tried for up to three days if the diameter of the cecum is less than 12
cm and there is no perforation-producing peritonitis. It has also been suggested that pyridostigmine and prucalopride therapies are
useful. An expert endoscopist can conduct colonoscopic decompression on individuals who do not respond to medicinal treatment. Daily
application of polyethylene glycol following treatment lowers the risk of recurrence, if resolution is possible. In contrast, surgical
intervention is necessary in cases of colonic ischemia, perforation, or peritonitis. The results of the exploratory process are used to
determine the stoma opening and resection width. This article describes a patient whose cecum measured sixteen centimeters, who
underwent ileorectal anastomosis following subtotal colectomy, did not respond to decompression, and did not benefit from four days of
medical care.

Keywords colonic pseudo-obstruction, Ogilvie’s syndrome, ileus, colectomy

Ozet

Akut kolonik psédo obstruksiyon (Ogilvie sendromu), intestinal icerigin gecisine engel olacak mekanik obstriiksiyon olmadan, kolonun
fonksiyon kaybi sonucu ileri derecede dilatasyonudur. Teghis ve tedavisinde zorluk yaganmaktadir. Siklikla hastanede ya da bakimevinde
yatan, kronik kritik hastaligi bulunan ya da postoperatif donemde mobilizasyonu yetersiz, ¢ok sayida ilag tedavisi verilen Kisilerde
gorilmektedir. Cekum ¢apinin <12 cm oldugu, peritonite neden olan perforasyonu bulunmayan durumlarda, ii¢ giin kadar konservatif
tedavi denenmektedir. Bu amag¢ i¢in medikal tedavide neostigmin yaygin olarak kullanilmaktadir. Pyridostigmine ve prucalopride
tedavilerinin de faydali oldugu bildirilmektedir. Medikal tedaviye yanit alinamayan hastalarda, deneyimli endoskopist tarafindan
kolonoskopik dekompresyon uygulanabilmektedir. Rezoliisyon saglanabilirse, tedavi sonrasinda giinliik polyethylene glycol kullanilmasi
rekiirrens olasiligini diistirmektedir. Kolonik iskemi, perforasyon ya da peritonit varliginda, cerrahi tedavi endikasyonu olugsmaktadir.
Rezeksiyon genisligi ve stoma a¢ilmasi karari1 eksplorasyon bulgularina gore verilmektedir. Biz de bu klinik duruma 6rnek olmasi
acisindan, cekum ¢apinin on alti cm’ye ulastigl, dort giinliik medikal tedaviden fayda gérmeyen, dekompresyona yanit alinamayan ve
subtotal kolektomi sonrasi ileorektal anastomoz yaptigimiz olgumuzu sunmak istedik.

Anahtar kelimeler kolonik psédo-obstriiksiyon, Ogilvie sendromu, dilate kolon, kolektomi
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INTRODUCTION

Acute colonic pseudo-obstruction (ACPO) is an uncommon
but dangerous condition that results in extensive colon
dilatation without the need for mechanical obstruction.
William Ogilvie was the first to describe in two cases. In the
literature, pseudonyms include colonic ileus, adynamic ileus,
and idiopathic colon obstruction. Although its pathogenesis
is not fully known. It is typically observed in male patients
who are extremely ill or have undergone surgical therapy
after the sixth decade. The most closely associated
underlying conditions are nonoperative trauma, infection,
heart dysfunction, and neurological diseases. Following
orthopedic surgery, patients who are immobilized for an
extended period have the highest frequency. The high death
rate of 6.4% for ACPO (1). Patients with mechanical
obstruction, toxic megacolon, fecal impaction, and chronic
intestinal pseudo-obstruction are on the differential
diagnostic list for patients exhibiting symptoms of ACPO (2).
The predominant clinical finding is abdominal distension,
which progressively rises over three to seven days before
increasing dramatically in the final one to two days. The
diameter of the cecum usually reaches ten to twelve cm by
the end of the sixth day, which is caused by ischemia brought
on by the strain on the colon wall. Thus, perforation is
observed. For diagnosis, contrast-enhanced computed
tomography (CT) imaging is considered the gold standard
(3). There is no mechanical impediment to the extremely
dilated colon loop that extends from the cecum to the splenic
flexure and occasionally to the rectum.

The ACPO
neostigmine, an acetylcholinesterase inhibitor with a
parasympathomimetic impact on the gastrointestinal tract.
Two milligrams given intravenously every five minutes can
result in a decompression rate of 85-94% (4). An expert
endoscopist may attempt decompression if the cecum's

initial medication recommended for is

width is greater than 12 cm and there is no improvement
after two to three days of treatment (4). The surgery carries
a 1% mortality rate and a 2% risk of perforation (3).
Percutaneous endoscopic colostomies of the cecum can be
done endoscopically or radiologically in situations where
decompression is unsuccessful. It can be opened; thus, if
surgery is necessary, a cecostomy or colectomy are possible
alternatives for treatment (4).

The patient was referred to the emergency clinic with a
preliminary diagnosis of sigmoid colon volvulus, however,
further examinations revealed ACPO, and conservative
treatment was not helpful.

CASE REPORT

The patient provided informed consent for this case report.
A 68-year-old male patient presented with a complaint of
being unable to pass gas or stool for four days. He was a
twenty-pack-year smoker who was also on calcium channel
blockers for critical hypertension. Our patient had
peripheral artery disease (Buerger's)), who had an
amputation. There was evidence of abdominal distension,
and a rectal examination revealed that the ampulla recti was
empty. Lactate and electrolyte levels were normal. CT
imaging revealed significant colon dilatation, with the rectal
lumen collapsing and the cecum's diameter reaching about
sixteen centimeters (Figure 1).

Figure 1. Computed tomography image in which the entire
colon is severely dilated, the diameter of the cecum reaches
approximately sixteen cm, and the rectum lumen is
collapsed. No abnormal features blocking the lumen or
impeding intestinal transit were found.

An intravenous neostigmine push of five milligrams was
given following the diagnosis of ACPO. Since there was no
response, the second five mg neostigmine dose was repeated
twenty-four hours later. Because he did not respond to
medical treatment, colonoscopy, decompression, and rectal
tube insertion were attempted but were unsuccessful. Due to
a worsening of the abdomen pain and an increase in the
acute phase response, the patient was admitted to the
operating room on the third day of treatment and six days
after the onset of symptoms. Severe dilation of the colon was
noted throughout the laparotomy examination, extending
from the cecum to the distal sigmoid colon (Figure 2).

After subtotal colectomy, an ileorectal anastomosis was
performed because the dilatation halted at the rectosigmoid
junction and the colon diameter expanded significantly
(Figure 3). The macroscopic analysis of the colon revealed no
intraluminal abnormal features. He had spontaneous gas and
defecation, the patient was released on the fourth
postoperative day without any problems.
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Figure 3. a)Macroscopic view of the piece from the side b)
Macroscopic view of the piece from the front. (White arrows:
Cecum; orange arrows: Descending colon)

DISCUSSION

ACPO can occur for a variety of reasons. However, the
process of its emergence is not completely known. There is
an impact on the autonomic nervous system. It is a clinical
disorder in which the balance between the parasympathetic
system, which excites bowel motions, and the sympathetic
system, which inhibits them, is broken in favor of the
parasympathetic system, resulting in atony.
Furthermore, the risk of occurrence increases in patients
who have been hospitalized for an extended period, have a

colon

severe disease, electrolyte imbalance, or uremia, and are
receiving a variety of medicinal treatments. Similarly, our
patient with long- term peripheral artery disease, who had
an amputation and was unable to mobilize properly, was
treated with calcium channel blockers due to hypertension.
In addition, he smoked, which might have led to issues with
perfusion. There were significant contributing variables for
the abrupt onset, quick progression, and loss of colon
dilatation and function.

In the review by Sen et al,, the conditions included in the
differential diagnosis were emphasized (2). In line with the
literature, the patient in the current case was a male in his
sixth decade who had a recognized serious illness. He did
not have gas or feces passing through, and his stomach
distension began suddenly and increased progressively.
The rectum was empty, there was no volvulus, and there
was no mechanical obstruction, according to CT imaging.
ACPO was diagnosed after severe dilatation in the segment
between the cecum and rectum. A colectomy was
performed due to a lack of benefit from medical and
endoscopic treatment and severe colon dilatation.

Decompression is the primary goal of ACPO treatment to
avoid colon ischemia and perforation. There are few
randomized and guidelines for
comparison of treatment approaches (4-6). According to
these guidelines, the diameter of the cecum and the
presence or absence of indications of ischemia, perforation,
or peritonitis are critical. When there are no indications of
peritonitis and the cecum diameter is less than 12 cm,

controlled trials

conservative care is the first course of treatment.
Neostigmine is utilized in the event of failure or when the
cecum diameter is greater than 12 cm. This results in a 40-
100% decompression success rate 6. If there is no
ischemia, or peritonitis, colonoscopic
decompression is attempted following the second dosage
of neostigmine or in situations where neostigmine is not an
option. In the presence of perforation, ischemia, and
peritonitis, colectomy is performed by opening a stoma
when necessary (4,6). In our case, where the cecum
diameter was approximately sixteen cm at the time of

perforation,

admission, there were no signs of acute abdomen.
Neostigmine treatment according to guidelines was met
with no response; colonoscopic decompression were
unsuccessful. Due to increased abdominal pain and no
regression in colon diameter, surgical intervention was
undertaken under emergency conditions. A subtotal
colectomy and ileorectal anastomosis were carried out due
to significant dilatation in the section between the
rectosigmoid junction and cecum; no stoma was opened
because there was no peritonitis. We believe that even in
the absence of peritonitis, perforation, or ischemia, surgical
therapy should be given priority when dealing with such an
advanced dilated colon. According to our assessment, colon
functions will be negatively impacted even in the case of
appropriate decompression. As an outcome to better
understand the circumstances in which surgical therapy
will be prioritized, prospective randomized controlled
studies should be conducted to uncover this situation.
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Abstract

[solated medial cuneiform fractures are extremely rare. In the literature, cases treated with conservative methods or screw fixation are
reported. However, comminuted fractures, especially those involving multiple joint surfaces, have a poor prognosis in terms of post-
traumatic arthritis and pain. In this case report, the outcomes of bridge plating for the treatment of a comminuted medial cuneiform
fracture are presented. A 19-year-old male patient presented with a comminuted displaced medial cuneiform fracture and a non-displaced
second metatarsal base fracture following a motor vehicle accident. He was treated with open reduction and bridge plating. After 1 year
of follow-up, the patient had minimal symptoms, and there were no signs of post-traumatic arthritis. Bridge plating can be an effective
surgical technique for comminuted medial cuneiform fractures. However, implant failure in weight-bearing areas must be anticipated,
and early removal may be necessary.

Keywords: Isolated medial cuneiform fracture, comminuted fracture, bridge plating, orthopedic trauma, medial cuneiform surgical
treatment

Ozet

izole medial kiineiform kirig oldukga nadir gériilen bir olgudur. Literatiirde konservatif veya vida tespiti ile tedavi edilen olgular
mevcuttur. Ancak parcal kiriklar, ézellikle ¢oklu eklem yiizii icerdikleri i¢in, posttravmatik artroz ve agr1 agisindan koétii prognoza
sahiptirler. Bu olgu sunumunda, par¢ali medial kiineiform kirig1 tedavisinde képrii plaklama teknigi kullanilarak elde edilen sonuglar
sunulmaktadir. 19 yasinda erkek hasta, ara¢ dis1 trafik kazasi sonrasi sag ayakta medial kiineiform ¢ok parcali kirik ve 2. metatars
bazisinde nondeplase kirikla bagvurdu. Agik rediiksiyon ve kdprii plaklama ile tedavi edildi. 1 yillik takipte hastada minimal semptomlar
mevcuttu ve posttravmatik artroz bulgusu izlenmedi. Par¢ali medial kiineiform kiriklarinin cerrahi tedavisinde gecici koprii plaklama
etkili bir yontem olabilir. Ancak yiik tasiyan bdlgelerde implant yetmezligi goz oniinde bulundurulmali ve erken g¢ikarilmasi
planlanmalidir.

Anahtar kelimeler: izole medial kiineiform kirig), parcal kirik, koprii plaklama, ortopedik travma, medial kiineiform cerrahi tedavi
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GIRIS

izole medial kiineiform kirig1 nadir gériilen bir yaralanmadir
(1,2). Literatiirde vida tespiti ya da konservatif tedavi
yontemleri mevcut olsa da parcali kiriklarin prognozu
genellikle kotii olup posttravmatik artroz ve agriya neden
olabilir (3-5). Bu olgu sunumunda, medial kiineiform
kiriginin cerrahi tedavisinde uyguladigimiz koprii plaklama
tekniginin  Kklinik radyolojik  degerlendirmesini
amaglanmaktadir.

ve

OLGU SUNUMU

19 yasindaki erkek hasta, arag¢ disi trafik kazasi sonrasi goz
perforasyonu ve sag ayak agrisi ile acil servise basvurdu.
Hastanin acil serviste yapilan ilk muayenesinde sag ayakta
medial kisimda daha belirgin olan yaygin sislik ve ayagin
plantar yiiziinde ekimoz mevcuttu.Hastanin duyu muayenesi
dogaldi.Hastanin motor sinir muayenesinde ayagini hareket
ettirebildigi gorildi fakat agr1 nedeniyle hareketler
kisithydi.Ekstremitenin distal dolasimi dogal, nabizlar
palpabl ve parmaklarin kapiller dolumu dogaldi. Sag ayagin
anteroposterior (AP) ve lateral grafi (Sekil 1) ile bilgisayarh
tomografi (BT) kesitleri (Sekil 2, Sekil 3) incelendiginde;
medial kiineiform kemiginde parcali deplase, 2. Metatars
bazisinde ise nondeplase kirik oldugu gozlendi. Hastaya
uygun pozisyonda kisa bacak atel uygulamasi yapild1 ve
yaralanmasina ait detayli bilgi verildikten sonra uygun
diizenlenerek yatis verildi. Hastaya
yapilacak cerrahi miidahaleye ait riskler anlatilarak cerrahi
onam alind1. Klinik takiplerinde sag ayaktaki sisligi gerileyen
hastaya 5. Giinde operasyon uygulandu.

medikal tedavisi

Sekil 1. Ameliyat 6ncesi sag ayak bilek AP-Lateral X-ray
gorintiileri

Cerrahi teknik olarak spinal anestesi altinda saha uygun
aritim, boyama ve értiimiini takiben antibiyotik profilaksisi
altinda (1000 Mg IV sefazolin) turnike calisitirilarak
operasyona baslandi.Sag ayak anteromedialinde, medial
kiineiform tizerinde yapilan yaklasik 5 cmlik insizyon ile cilt
cilt alt1 gecildi. Tibialis anterior tendonuna ulasildi. Tibialis
anterior tendonu laterale ekarte edilerek navikula, medial
kiineiform ve 1. Metatars proksimaline ulasild.
Kuneiformdaki kirik hatti rediikte edildikten sonra 1 adet K
teli ile medial kiineiformun inferiorunda kalan major serbest
kirik fragman gecici fikse edilerek kirigin inferior eklem
ytizii restore edildi.Ardindan 7 delikli mini fragman plak
lizerinden 1. metatarsa 2 adet ve navikula distaline 2 adet
vida gonderilerek medial cuneiformdaki pargali kirik
fragmanlar koprii plak teknigine uygun olarak fikse edildi.
Daha once rediikte edilen ve k teli ile gecici tespit edilen
medial kiineiformun inferiorunda kalan major serbest kirik
fragman 1 adet 2,7x18 mm vida ile plak iizerinden fikse
edildi ve K teli ¢cekildi. Proksimal eklem yiiziinde kalan kiiglik
serbest fragman K teli yerlestirilerek sabitlendi.Fiksasyonun

yeterli oldugunun skopi kontroliiyle de goriilmesinin

ardindan operasyona son verildi ve katlar uygun sekilde
kapatildi.Postop kisa bacak atel uygulandi (Sekil 4).

Sekil 2. Ameliyat 6ncesi Bilgisayarli Tomografi Goriintiileri
(a)Coronal, (b)Sagital, (c)Aksiyal goriintiiler.

Sekil 3. Ameliyat dncesi 3 Boyutlu Bilgisayarli Tomografi
Goruntiileri
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Postoperatif yapilan takiplerinde ilk 2 haftalik stirecte yara
yerinde enfeksiyon veya iyilesme gecikmesi yasanmamasi
tizerine suturlar alindi. Hastanin kisa bacak atel uygulamasi
5. Haftaya kadar devam ettirildi. Hastaya post operatif 5.
Haftaya kadar yiik verdirilmedi.5. haftada K teli ¢ikarildi ve
hastaya parmak ucu yiik verdirildi. Bu siirecte hasta parmak
ucu yiik vermekle agr1 duymadigini ifade etmesi iizerine 8.
haftada tam ytik verdirildi ve mobilizasyon saglandi.

Sekil 4. Ameliyat sonrasi sag ayak AP-Lateral X-ray
goruntiileri

Post operatif 3. ay kontroliinde muayene sonrasi ¢ekilen sag
ayak AP ve lateral grafisi incelendiginde medial cuneiformda
bir deplasman bulgusu , kirik hattinin belirginlesmesi veya
vidalarin ¢evresinde gevseme bulgusu goriilmemesi iizerine
iyilesme stirecinin dogal seyrinde oldugu diisiiniildii. Hasta
5.ayda Kklinige kendisi basvurdu. Hastanin 5. ayda yeni
baslayan, yiik vermekle olmayan ama ayak ve ayakbilegi
hareketleri sirasinda ameliyat bolgesinde gelisen agri
sikayeti ile basvurdu. Yapilan goriintiileme yontemlerinde
implant yetmezIigi gelistigi ve tam kaynama elde edildigi
gozlendi (Sekil 5). Hastaya cerrahi planlanarak implantlar
¢ikarildi. Peroperatif ve postoperatif olarak kaynamanin
yeterli oldugu ve eklem ytizeylerinin iyi durumda oldugu
saptandi (Sekil 6).

Sekil 5. Ameliyat sonrasi implant yetmezligini gosteren sag
ayak AP-Lateral X-ray gorintiileri

TARTISMA

izole medial kiineiform kiriklar1 nadir olup, bu bdlgedeki
pargali kiriklar genellikle cerrahi tedavi gerektirir (4-6).
Vakalarda mutlaka lisfranc kirikli ¢ikigi ve lisfranc bag
yaralanmasi ekarte edilmelidir (5,6). Cerrahi planlama
oncesi vakanin izole medial cuneiform kirgr oldugu
netlestirilmelidir.

Sekil 6. implant cikarma ameliyati sonrasi 1. y1l sag ayak
AP-Lateral X-ray gortintiileri

Literatiirde bu olgularin siklikla konservatif tedavi edildigi
cerrahi gerekliliginde ise vida tespiti ile fiksasyon yapildig
gorilmistir (4,6). Baz1 olgularda vida tespiti ile birlikte
staple ile fiksasyon yapildig1 gériilmiistiir (7). intraartikiiler
kiriklarda kemik eklem
ylzeylerinin net bir sekilde goriilerek yapilan miidahalenin

uzunlugunu saglamak ve
gelecekte gelisecek olan eklem artrozunun kisitlanmasi veya
adina daha etkin olacagi vaka bazinda
diisiiniilerek koprii plaklama teknigi uygulanmistir. Ayrica
acik cerrahi sirasinda eklem yiizey kiriklarina K-teli ile
miidahale etmekte daha kolay olmustur. Koprii plaklama
teknigi, pargall rediiksiyonunda ve
stabilizasyonunda iyi bir secenek olabilir. Ancak, ozellikle
yiuk tasiyan bolgelerde yetmezligi  riski
bulunmaktadir. Bu nedenle, implantlarin erken dénemde
cikarilmasi gerekebilir. Bu sebeple yeterli kaynama
saglandigr  goriilmesi  sonrast  implant yetmezligi
beklenmeden implantlar c¢ikarilabilir Literatiirde genellikle

onlenmesi

kiriklarin

implant

konservatif tedavi ya da vida tespiti Onerilse de (3-5)
calismamizdaki klinik ve radyolojik degerlendirme ele
alindiginda parcali medial kiineiform kiriklarinda kopri
plaklama teknigi etkili bir yontem olabilir. Daha fazla hasta
sayisinda, daha uzun takip siiresi ile yapilacak olan
degerlendirmeler teknigin par¢ali medial kiineiform
kirigindaki etkinligi ile ilgili daha dogru bilgi verilmesini

saglayacaktir.
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Koprii plaklama, parcali medial kiineiform kiriklarinin
tedavisinde etkili bir yontemdir.Agik cerrahi sirasinda eklem
ylizeyinin tam goriintiileyebilme imkani ve eklem ytlizeyine
K-teli uygulanmasi gibi ek cerrahi tekniklere izin vermesi
acisindan diger tekniklere gore avantajhidir.Ancak, uzun
donemde implant yetmezligi onilinde
bulundurulmali ve diizenli takiplerle implantin ¢ikarilmasi
planlanmalidir.

riski  goz
Etik Beyanlar

Etik kurul onay1 alinmasina gerek yoktur.
Bilgilendirilmis Onam

Calisma retrospektif olarak tasarlandigindan hastalardan
yazili onam formu alinmamaistir.

Cikar Catismasi Beyani

Yazarlarin beyan edecekleri ¢ikar ¢atismasi yoktur.
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Abstract

Marginal zone lymphomas are low-grade non-Hodgkin lymphomas originating from post-germinal center B cells. The disease is
subdivided into extra-nodal, nodal, and splenic marginal zone lymphomas. The features, clinical course, and treatment of the disease vary
considerably depending on the location of involvement. Here, we present a case of a patient who underwent surgery for a mass causing
compression in the spinal cord and was diagnosed with marginal zone lymphoma. A patient presented to the neurosurgery clinic with
complaints of back pain and a mass was detected on lumbar magnetic resonance imaging at the lumbar level that significantly narrowed
the spinal cord. Excisional pathology of the mass was consistent with lymphoid follicle structures with prominent germinal centers and
expanding marginal zones, and immunophenotyping was performed. The present case is a case of advanced-stage marginal zone
lymphoma with extra-nodular involvement. Marginal zone lymphomas usually tend to involve areas with high antigenic stimulation such
as the skin, ocular adnexa, and salivary glands, but in our case, the site of involvement was the spinal cord and has been rarely reported
in the literature.

Keywords: Non-Hodgkin Lymphoma, Marginal Zone Lymphoma, Spinal Cord

Ozet

Marjinal bolge lenfomalari, post-germinal merkez B hiicrelerinden kaynaklanan diisiik dereceli non-Hodgkin lenfomalardir. Hastalik,
ekstra-nodal, nodal ve splenik marjinal bolge lenfomalar: olarak alt béliimlere ayrilir. Hastaligin 6zellikleri, klinik seyri ve tedavisi,
tutulumun yerine bagh olarak 6nemli 6l¢lide degisir. Burada, omurilikte basiya neden olan bir kitle nedeniyle ameliyat edilen ve marjinal
bolge lenfoma tanisi konulan bir olguyu sunuyoruz. Sirt agrisi sikayetiyle ndrosiriirji poliklinigine basvuran ve lomber manyetik rezonans
goriintillemesinde, lomber seviyede omuriligi 6nemli 6l¢iide daraltan bir kitle tespit edildi. Kitlenin eksizyonel patolojisi belirgin germinal
merkezler ve genisleyen marjinal zonlara sahip lenfoid folikiil yapilari ile uyumlu bulunmus ve immiinfenotipleme yapilmistir. Mevcut
vaka, ekstra-nodiiler tutulumu olan ileri evre marjinal zon lenfoma vakasidir. Marjinal zon lenfomalar: genellikle cilt, okiiler adneksler,
tiikiiriik bezleri gibi yiiksek antijenik uyarim olan yerleri tutma egilimindedir ancak vakamizda tutulum yeri omurilikti ve literatiirde
nadir olarak bildirilmistir.

Anahtar kelimeler: Non-Hodgkin Lenfoma, Marjinal Bélge Lenfomasi, Omurilik
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INTRODUCTION

Marginal zone lymphomas are low grade non-Hodgkin
lymphomas that originate from post-germinal center B
cells. The disease is subdivided into extra-nodal, nodal,
and splenic marginal lymphomas. Disease
characteristics, clinical course and treatment vary
significantly depending on the location of involvement
(1). Herein, we present a case operated upon due to a
mass causing compression in the spinal cord and
diagnosed as marginal zone lymphoma.

zone

CASE REPORT

Fifty-one-year-old male patient without any chronic
disease and no history of regular medication applied to
the neurosurgery outpatient clinic with the complaint of
back pain for the last six months and that has been
irresistible in recent days. The pain was extending to the
left knee. In the lumbar magnetic resonance imaging of
the patient, whose neurological examination did not
reveal any pathology, a mass constricting the spinal cord
significantly at the lumbar level and exerting pressure on
the filum terminale and cauda equina anterior fibers was
detected. Excisional pathology of the mass was
consistent with lymphoid follicle structures with
prominent germinal centers and expanding marginal
zones. In the immunophenotype, expression of CD20 was
seen without CD5 or CD10 expression. The Ki-67
proliferation index was 5-10% suggestive of marginal
zone lymphoma. The patient was referred to our clinic.
He had no B symptoms but had a complaint of urinary
incontinence for the last three days. His family history
was unremarkable for any hematological disease. There
was no palpable
hepatosplenomegaly in physical examination. Complete

lymphadenopathy or

blood count and liver and renal biochemistries were
normal. LDH was found to be 124 U/L (below the upper
limit of normal). Repeat neurological examination was
normal and the changes in repeat lumbar magnetic
resonance imaging performed upon
incontinence complaints, were secondary changes
associated with the previous surgery. For staging,

urinary

positron emission tomography was performed that
demonstrated 18- flouro-deoxyglucose uptake of lymph
nodes above and below the diaphragm. SUVmax values
were ranging between 2.93 and 3.60. Lymphoma
involvement was not detected in the bone marrow
biopsy.  Cytogenetic
hybridization test results were not gathered yet.

and fluorescence in-situ

Rituximab combined with bendamustine regimen was
started and planned to be given for six cycles.

Figure 1. Spinal mass at L3-L4

DISCUSSION

The current case is an advanced stage marginal zone
lymphoma with
Although the marginal zone lymphoma tends to involve
the locations with high antigenic stimulation like skin,
ocular adnexa, salivary glands; herein the involvement
site was the spinal cord. There are primary marginal zone

case extra-nodular involvement.

lymphomas reported in the literature involving the
spinal cord or relapsing in the spinal cord (2, 3). The
indication for systemic treatment was the threatened
end-organ function. Rummel et al showed better
progression free-survival and better tolerability with
bendamustine-rituximab compared to CHOP-rituximab
regimen. Thereby, preferred bendamustine-
rituximab in the current case.

we
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Abstract

Coronary artery anomalies (CAAs) include congenital conditions characterized by abnormal origin or course of any of the 3 major coronary
arteries. The course of the epicardial arteries can vary significantly between individuals. Coronary angiography performed on a 63-year-old female
patient who applied to the emergency department with angina and dyspnea revealed that right coronary artery (RCA) originated from the left
sinus of Valsalva. Following the procedures, the patient was discharged with medical treatment. No invasive intervention was needed. Most CAAs
have no clinical significance, but some may have potential serious sequelae. The fact that the RCA originates from the left and courses between the
aorta and the pulmonary artery is called "malignant course”. It should not be forgotten that this anomaly can cause angina, dyspnea, and more
importantly, sudden cardiac death in the absence of atherosclerosis.

Keywords Coronary artery anomaly, hypertension, beta blocker

Ozet

Koroner arter anomalileri (KAA'lar), 3 ana koroner arterden herhangi birinin anormal kokeni veya seyri ile karakterize edilen konjenital
durumlarn igerir. Epikardiyal arterlerin seyri 6nemli 6lciide bireyler aras1 degiskenlik gosterebilir. 63 yasinda anjina, dispne ile acil servise
basvuran kadin hastada yapilan koroner anjiografide Sag koroner arter’in (RCA) sol siniis valsalvadan koken aldig1 goriildii. Hasta yapilan
islemlerin ardindan medikal tedavi diizenlenerek taburcu edildi. Girisimsel miidahaleye ihtiya¢ duyulmadi. KAA’larin ¢ogunun klinik énemi yoktur
ancak bazilarinda potansiyel ciddi sekeller olabilmektedir. RCA'nin sol kdkenli olmas1 ve aort ile pulmoner arter arasinda seyretmesi "malign
seyir" olarak adlandirilir. Bu anomalinin ateroskleroz yoklugunda anjina, dispne ve daha énemlisi ani kardiyak oliime neden olabilecegi
unutulmamahdir.

Anahtar Kelimeler Koroner arter anomalisi, hipertansiyon, beta
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GIRiS
Koroner arter anomalileri (KAA'lar), 3 ana epikardiyal
koroner arterden herhangi birinin anormal kdkeni veya
seyri ile karakterize edilen ¢esitli konjenital durumlariicerir.
Iskemik kalp hastahigimin degerlendirilmesinde invaziv ve
noninvaziv koroner goriintiileme ydntemlerinin yaygin
kullanimy, yetiskinlerde siklikla rastlantisal bulgular olarak
goriilen koroner arter anomalilerinin yayginligini artirmistir
(1). Goglis agrisi olan hastalar icin koroner bilgisayarh
tomografi anjiyografisinin (BTA) giderek daha fazla
uygulanmasiyla hem koroner arter anomalileri hem de
varyantlariyla ~daha sik  karsilasilmasi
goriinmektedir. Epikardiyal arterlerinin seyri ve kollateral
dallarin dagilimi 6nemli ol¢lide bireyler arasi degiskenlik
gosterebilir, bu nedenle cesitli fenotipler normal varyantlar
olarak tanimlanmistir. Genel niifusun %1'inden fazlasinda
gorlilen anatomik veya normal varyantin aksine, KAA’lar
niifusun %1'inden azinda goriilen gelisimsel bir bulgudur
(2). KAA'lar cesitli varyantlarda gortlebilir. Bunlar sol
koroner siniisten kaynaklanan sag koroner arter (RCA), sag
koroner siniisten kaynaklanan sol 6n inen arter (LAD) ve sag
koroner sinilisten kaynaklanan sol sirkumfleks arter (LCX)
seklinde olabilir. Sag koroner arter (RCA)'nin sol siniisten
kaynaklanmasi, LAD'nin sag siniisten kaynaklanmasindan ti¢
kat daha yaygindir (3). KAA'larin prognoza iliskin
cikarimlar: yeterince anlasilmamistir ve kilavuzda onerilen
tedavi Kkararlar1 diisiik diizeyde bilimsel kanitla
desteklenmektedir (4,5). KAA’larin ve varyantlarinin
cogunun klinik 6nemi yoktur; ancak bazilari anormal arterin
akis smirlayicl etkileri nedeniyle miyokardiyal iskemiye
neden olabilir. Bu 6zel anomalilerin hemodinamik 6nemi,
sadece anormal arterin miyokarda ulasmadan 6nce izledigi
yola degil, ayn1 zamanda anormal seyrin arterin sekli ve
ostiumu tizerindeki etkisine de baglidir. Anormal arterin
seyri pulmoner arterin tamamen oOniinde (pre pulmonik)
veya aortun tamamen arkasinda (retro aortik)
hemodinamik bozulma meydana gelmez. Ancak, anormal
arterin seyri pulmoner arter ile aort arasindaysa, yani
interarteriyel seyir olarak bilinirse, koroner arter ostiumu
veya limeni iizerinde olumsuz bir etki varsa akis bozulmasi
meydana gelebilir (1,3). Hemodinamik olarak o6nemli
anomaliler, g6giis agrisi, miyokard enfarktiisii, konjestif kalp
yetmezligi veya hatta ani kardiyak olime (AKO) neden

mimkiin

ise

olacak kadar miyokard perfiizyonunu degistirebilir. KAA'lar,
spor yapan gen¢ bireylerde AKO
iliskilendirilmistir (6). Klinik olarak 6nemli olanlar1 ve
miidahale gerektirebilecekleri, hasta i¢in ¢ok az veya hig risk

ozellikle ile

olusturmayan tesadiifi
ayirmak énemlidir.

koroner arter varyantlarindan

Vakamizda klinik bulgular ve sikayet ile basvuran hastaya
yaklasimimizi anlatarak koroner arter anomalilerinin

6nemini vurgulamayi amagladik.
OLGU

63 yasinda anjina, dispne ile acil servise basvuran kadin
hasta troponin I degerinin 1854 pg/mL (cut off 0-15,6)
olmasi tlizerine NSTMI tanisiyla koroner yogun bakim
Unitesine yatirildi. Hastanin basvuru esnasinda o6lgiilen
tansiyonu 180/110 mmHg idi. Hastanin alinan anamnezinde
gecmisinde hipertansiyon (HT) oykiisii oldugu, koroner
anjiografi (KAG) ve perkiitan koroner girisim (PKG) odykiisii
olmadigi 6grenildi. Yapilan prekordiyal oskiiltasyon ve fizik
muayene bulgular1 normaldi. Yogun bakim iinitesine kabul
sonrasi asetilsalisilik asit 100 mg, klopidogrel 75 mg,
atorvastatin 40, zofenopril 30 mg ve metoprolol 50 mg
seklinde tedavisi baglandi. Ust ekstremite proksimal ven
yoluyla alinan kan orneklerinden calisilan biyokimyasal
parametrelerden iire 22,4 mg/dl, kreatinin 1,11 mg/dl,
alanin aminotransferaz (ALT) 6,2 U/L, aspartat transferaz
(AST) 22,7 U/L, sodyum 142 mmol/L, potasyum 3,98
mmol/L, glukoz 101 mg/dl idi. Hemogramda ise beyaz kiire
(WBC) 8,33 x 10 3 /uL, hemoglobin (Hb) 13 g/d], platelet
(PLT) 292000, notrofil (NEU) 4,78 x 10 3 /ul, lenfosit (LYM)
2,9 x 10 3 /ulL olarak saptandi. Yapilan transtorasik
ekokardiyografik (TTE) goriintiilemede Simpson yontemiyle
hesaplanan sol ventrikiil ejeksiyon fraksiyonu (LVEF) %55
idi ve sol atriyum ¢apr ise 39 mm olarak oOlgiildi.
Premedikasyon ardindan kateter laboratuvarina alinarak
sag femoral arterden 6-French (F) sheath yoluyla Judkins left
coronary catheter (JL) ile sol ana koroner arter (LMCA)’ya
selektif oturuldu. Alinan goriintiilerde RCA‘nin sol siniis
valsalvadan kéken aldigi goriildii (Sekil 1,2).

Sekil 1: Alinan goriintiilerde RCA'nin sol sintis valsalvadan
koken aldig: goriildii.
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Sekil 2: Alinan goriintiilerde RCAnin sol siniis valsalvadan
koken aldig1 goriildii.

Daha sonra yapilan BTA’da RCA’'nin sol siniis valsalvadan
orjin almakta ve interatrial seyir gostererek normal
anatomik lokalizasyonuna ulagsmakta oldugu goriildii (Sekil
3). Bununla birlikte RCA proksimalinde %1-25 hafif diizeyde
darlik tespit edildi. Kalsiyum skoru Agatston sistemine gore
Olgiilerek 111 olarak hesaplandi ve koroner arter hastalig
acisindan orta riskli olarak degerlendirildi. Hasta yapilan
islemlerin ardindan baslanan medikal tedavisi diizenlenerek
taburcu edildi. Ek girisimsel miidahaleye ihtiya¢ duyulmadi.

Sekil 3: BTA’da RCA'nin sol siniis valsalvadan orjin almakta
interatrial seyir gostererek anatomik
lokalizasyonuna ulagmakta oldugu gorildii

ve normal

TARTISMA

KAA, nadir olarak goriiliir ve toplumun <%1’inden azinda
goriiliir. Genellikle gelisen ve artan goriintiileme yontemleri
ile insidental olarak saptanir. Ancak hastamizda oldugu gibi
kimi olgularda gogiis agrisi nefes darlig1 yapabilmekte hatta
sporcularda AKO’ye de neden olabilmektedir (7). RCA’nin sol
sinlisten ¢ciktig1 vakalar LAD’nin sag siniisten koken aldigi
vakalardan 3 kat daha sik goriilmektedir. Yayinlanan bir olgu
sunumunda 42 yasinda bir kadin hastanin sol siniis orjinli
RCA nedeniyle atipik anjina ataklar1 yasadigi ve
nitrogliserine yanit alinamayan olguda basariyla perkiitan
koroner girisim yapildig bildirilmistir (8). Hastamizda ciddi
koroner arter darligi saptanmamis ve medikal tedavi tercih
edilmigtir. Yapilan bir baska vaka
paroksismal supraventrikiiler tasikardi ataklari ile basvuran
42 yasindaki hastada sol siniis orjinli RCA goriilmiis ve
medikal tedavi ile takip edilmesine karar verilmistir (9).
Taylor ve ark tarafindan yapilan ve 52 hastanin takip edildigi
bir ¢aligmada 35 yas iizeri hastalarin higbirinde AKO
gorilmemis, bu hastalar semptomatik tedavi altinda takip
edilmistir, yine Kaku ve ark tarafindan yapilan ve 56
hastanin takip edildigi bir baska c¢alismada beta blokdr
tedavisi altinda 35 yas iizerinde AKO gdriilmemistir (10,11).
Bu nedenle bu hastalar beta blokér tedavi altinda takip
edildiginde ileri yaslarda AKO riskinin diisiik oldugu
diisiiniilmektedir. Hastamizda da RCA sol siniisten koken
almakta ve pulmoner arter ile aorta arasinda seyrettikten
sonra normal anatomik lokalizasyonuna ulasmaktadir. Bu
tip vakalarda AKO, anjina, dispne olabilmektedir hastamiz da
anjina ve dispne semptomlari ile acil servise basvurmustur.
Medikal tedavi baslanmasinin ardindan KAG o6ncesi dahi
sikayetleri gerilemis ve girisimsel tedavi diisiiniilmemistir.
Bu sonuglarla ciddi koroner darlik olmayan KAA
durumlarinda aort ve pulmoner arter arasinda seyreden
koroner arterler de dahi medikal tedavinin etkili
olabilecegini diisiindiirdi. Mevcut sikayetlerine ek olarak
Avrupa Kalp Toplulugu (ESC) hipertansiyon siniflamasina
gore 3. derece hipertansiyon
hipertansiyonun yiiklenme sonucu aort ve pulmoner arter
basincini artirarak RCA’ya basi yapmis olabilecegi ve bu
nedenle anjinaya neden olabilecegini diisiinmekteyiz.

sunumunda ise

ile bagvuran hastada
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Taburculuk esnasinda 6nceki vakalarda da onerildigi gibi
beta blokor ve antihipertansif zofenopril tedavisi baslanmis
ve klinik takibinde sikayeti olmamistir. Hipertansiyonun
ileri yaslarda goriilme ve koroner arter hastaligina eslik
etme siklig1 distiniildiigiinde koroner anomali vakalarinda
neden olabilecegi basing artisi ile anjina ve efor dipnesi gibi
klinik prezentasyonlara yol acabilecegi beklenebilir.
Hastamizda hipertansiyon tedavisi erken sathada baslandi
ve semptomlarin geriledigini goriildii. Hipertansiyonun eslik
ettigi hastalarda antihipertansif tedavinin ters g¢ikish
koroner anomali hastalarinda sikayetleri azaltabilecegi
diistintldi. Vakamizda, 63 yil sikayeti olmadan yasayan ve
BTA’da RCA’da ciddi diizeyde darlik gdzlenmeyen hasta i¢in
beta blokdr ve anti hipertansif tedavi ile konservatif bir
stratejiye karar verildi.

SONUC

KAA’larin ¢ogunun klinik énemi yoktur ancak bazilarinda
ciddi potansiyel ciddi sekeller olabilmektedir. RCA'nin sol
valsalva sintisiinden ¢ikmasi ve daha sonra aort ile pulmoner
arter arasinda seyretmesi "malign seyir" olarak adlandirilir.
Bu anomalinin ateroskleroz yoklugunda anjina, dispne ve
daha da 6nemlisi AKO’ye neden olabilecegi unutulmamaldir.
Mevcut semptomlarla basvuran hastalarda akilda tutulmali
ve  gelisen tanida
faydalanilmalhdir.

gorintiileme  yontemlerinden

Etik Beyanname

Hastadan bilgilendirilmis goniillii onam formu imzalatilmis
olup c¢alisma uluslararasi deklarasyon, kilavuz vb. uygun
gerceklestirilmigtir .

Cikar Catismasi

Yazarlarin herhangi bir ¢ikar ¢atismasi yoktur.

141



Hippocrates Medical J. 2024/4(3):138-142
DUYGU et al. : Sintis Valsalva Orjinli RCA

o

REFERENCES

1.Gentile F, Castiglione V, De Caterina R. Coronary Artery
Anomalies. Circulation. 2021 Sep;144(12):983-96.

2.Pursnani A, Jacobs JE, Saremi F, et al. Coronary CTA
assessment of coronary anomalies. J Cardiovasc Comput
Tomogr. 2012 Jan;6(1):48-59.

3.Agarwal PP, Dennie C, Pena E, et al. Anomalous
Coronary Arteries That Need Intervention: Review of Pre-
and Postoperative Imaging Appearances. Radiographics.
2017 Apr;37(3):740-57.

4.Stout KK, Daniels CJ, Aboulhosn JA, et al. 2018 AHA/ACC
Guideline for the Management of Adults With Congenital
Heart Disease: A Report of the American College of
Cardiology/American Heart Association Task Force on
Clinical ~ Practice  Guidelines.  Circulation. 2019
Apr;139(14):e698-800.

5.Baumgartner H, de Backer J, Babu-Narayan S V., et al.
2020 ESC Guidelines for the management of adult congenital
heart disease. Eur Heart J .2021 Feb;42(6):563-645.

6.Corrado D, Basso C, Rizzoli G, Schiavon M, Thiene G.
Does Sports Activity Enhance the Risk of Sudden Death in
Adolescents and Young Adults? J Am Coll Cardiol. 2003
Dec;42(11):1959-63.

7.Maron BJ, Doerer JJ, Haas TS, Tierney DM, Mueller FO.
Sudden deaths in young competitive athletes: analysis of
1866 deaths in the United States, 1980-2006. Circulation.
2009 Mar;119(8):1085-92.

8. Bagur R, Gleeton O, Bataille Y, Bilodeau S, Rodés-Cabau
J, Bertrand OF. Right coronary artery from the left sinus of
valsalva: Multislice CT and transradial PCIl. World J
Cardiol. 2011 Feb;3(2):54-6.

9.Narayanan SR, Al Shamkhani W, Rajappan AK.
Anomalous origin of RCA from left coronary sinus
presenting as PSVT and recurrent acute coronary
syndromes. Indian Heart J. 2016 Mar;68(2):208-10.

10.Kaku B, himizu M, Yoshio H, et al. Clinical features of
prognosis of Japanese patients with anomalous origin of the
coronary artery. Jpn Circ J. 1996 Oct;60(10):731-41.

11.Taylor AJ, Byers JP, Cheitlin MD, Virmani R. Anomalous
right or left coronary artery from the contralateral coronary
sinus: “high-risk” abnormalities in the initial coronary
artery course and heterogeneous clinical outcomes. Am
Heart J. 1997 Apr;133(4):428-35.

142



gth- CASE REPORT/OLGU SUNUMU

Splenic Recurrence of Renal Cell Carcinoma After
Nephrectomy: A Case Report

Renal Hiicreli Karsinomun Splenik Metastazi Olgu Sunumu

Kamil Oztiirk', Mustafa Ormeci?, Bayram Tiirkes®, Volkan Dogru’, Muhittin Yaprak!
1 Akdeniz University Hospital, Department of General Surgery, Antalya, Tiirkiye
2 Bandirma Research and Training Hospital, Department of General Surgery, Balikesir, Tiirkiye
3 Bigadig Public Hospital, Department of Genearal Surgery, Balikesir, Tiirkiye

Yazisma Adresi/ Correspor_ldence:
Mustafa ORMECI

Bandirma Research and Training Hospital, Department of General Surgery, Balikesir, Tiirkiye

E-posta/E-mail: musti orme 07@hotmail.com

Gelis Tarihi/Received: 30.11.2024 Kabul Tarihi/Accepted:03.12.2024
Kamil OZTURK https://orcid.org/ 0009-0008-6443-1674 drkamil.ozturk@hotmail.com

Mustafa ORMECI https://orcid.org/ 0000-0001-5819-8484 musti orme 07@hotmail.com
Bayram TURKES https://orcid.org/0000-0002-3949-1148 turkbay@widowslive.com
Volkan DOGRU  https://orcid.org/0000-0002-6468-622X vlkn dogru@hotmail.com
Mubhittin YAPRAK https://orcid.org/0000-0002-0432-6361 muhittin.yaprak@gmail.com
Hippocrates Medical Journal / Hippocrates Med ], 2024, 4(3):143-146 DOI: 10.58961/hmj.1593811

Abstract

The incidence of Renal Cell Carcinoma (RCC) is increasing progressively and the most common metastasis of RCC is the renal lobe. Spleen
metastasis is very rare and early surgery provides a good prognosis. In this case we evaluated 74-year-old patient who had an unusual metastasis

after RCC surgery and recurren operation.

Keywords Renal cell carcinoma, Spleen, Metastasis

Ozet

Renal Hiicreli Karsinom (RCC) giinden giine insidansi artmakta ve en sik metastazini renal oba yapmaktadir. Dalak metastazi ¢ok nadir goriilse
de, erken cerrahi girisim iyi prognozla iliskilidir. Bu olgu sunumunda 74 yasinda erkek hastanin RCC operasyonu sonrasinda goriilen dalak

rekiirrensi ve operasyonundan bahsedilmistir.

Anahtar Kelimeler Renal Hiicreli Karsinom, Dalak, Metastaz
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INTRODUCTION

The incidence of kidney cancer has been increasing at a rate
of 2-3% per year since the early 1990s, and most are
discovered incidentally due to the increased use of computed
tomography (CT) scans. Renal cell cancer accounts for the
majority of kidney tumors. RCC include adenocarcinomas of
the renal tubular epithelium, but also clear cell (accounting
for 70-80% of all RCC), papillary (10-15%), chromophobe
and collecting duct carcinoma (6% or less, collectively)
(1).Surgery (radical or partial nephrectomy) remains the
mainstay of RCC treatment. An mTor inhibitor is used as
adjuvant therapy.

Unfortunately, local or distant metastatic disease recurs in
approximately one-third of patients who undergo surgical
resection for localized disease. Therefore, active follow-up
with regular CT scanning within the first five years after
resection is recommended. In this case report, we present a
patient who underwent total nephrectomy for RCC in 2019
and developed splenic metastasis on follow-up CT scan in the
4th year. To the best of our knowledge, splenic metastasis of
RCCis arare condition and has an significant relevance in the
literature due to the small number of publications.

Permission

Written informed consent was obtained from the patient for
publication of this case report and accompanying images. A
copy of the written consent is available for review.

CASE PRESENTATION

In this case, a 74-year-old white patient was operated for left
RCCin 2019, the pathology was interpreted as Fuhrman Gr2
and completed sunatinib treatment. In his 3-month routine
controls, while there were no pathological findings during
CT scans, a newly developing 5cm diameter mass lesion in
the spleen, which was not present before, was noticed in the
non-opaque tomography in February of the 4th year. The
patient, who was followed up more closely for potential
metastasis and did not have any clinical complaints, was
decided to undergo surgery 2 months later when he
mentioned a 72x60mm metastatic lesion in the spleen on
opaque CT (Fig.1 and Fig. 2). Laparoscopic splenectomy is
performed successfully. No other pathology was found when
intra-abdominal organs were evaluated.

Figure 1. Transverse-plane computer tomography images
revealing splenic metastasis originating from renal cell
carcinoma

Figure 2. Coronal plane computer tomography images
revealing splenic metastasis originating from renal cell

carcinoma.

The patient was discharged from the clinic on the 2nd
postoperative day without any problems and spleen
vaccines were prescribed.

Splenic pathology was concluded as malignant epithelial
tumor metastasis (Fig. 3). Preoperative blood test results
are displayed in Table 1.
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Figure 3. Microscopic evaluation of the pathological
specimens including magnified images captured at varying
levels: (A) 10x magnification, (B) 100x magnification with
hematoxylin (H&E) staining, (C) 100x
magnification with amacr staining, and (D) 100x
magnification with cd10 staining.

and eosin

Table 1. Preoperative blood test results.

Hg(g/dl) 11.9
White blood cell 10180
Platelets 308.000
Creatine (mg/dl) 1.23

Gfr (mL/dk/1.73m2) 61
Ca(mmol/L) 1.11
Albumin (g/L) 45.9

DISCUSSION

The spleen is usually involved in hematologic malignancies
and solid organ metastasis is very rare. The reported
incidence of metastatic tumors in the spleen varies between
0.3% and 7.3% (2). Rhythmic contractions of the splenic
sinusoids and its physiological effects of phagocytosis and
immunological
preventing tumor seeding in the spleen. The sharp angle of
the splenic artery with the celiac axis may also prevent large

antineoplastic effect may be factors

tumor emboli from entering the artery (2,3).

Primary tumors reported to metastasize to the spleen
include breast, lung and malignant melanoma (2). Although
the incidence of metastatic spread from renal cell carcinoma
was reported to be 4.6% in an autopsy series(4), there are
only a few case reports of isolated splenic metastasis in RCC
in clinical settings. Detection of splenic metastasis is
clinically important for disease staging and treatment
planning, and high tumor burden can lead to sudden death
due to splenic rupture(2,5).

In the majority of cases, splenic metastases are detected
simultaneously or shortly after the primary tumor during
follow-up imaging studies(2,5). Patients usually do not
manifest symptoms when metastasis. In the present case,
the splenic capsule was intact, suggesting a metastatic lesion
that occurred during follow-up.

Approximately 25 to 30% of patients with RCC have
metastases at initial presentation and almost 50% of
patients with low-stage disease develop metastases after
nephrectomy. The most common sites of metastasis are the
lungs and bone, followed by the liver (6,7). The site of
metastasis and disease volume affect prognosis (6). Single
site metastasis is associated with a better prognosis and the
best treatment for an isolated lesion is surgery. In the
presence of metastasis, surgery can be performed with open
or closed procedures depending on the location of the lesion.
Follow-up is performed with ultrasonography, CT and PET

(3)-

It's important to remember that the exact mechanisms of
metastasis can be complex and multifactorial, and each case
may have unique contributing factors. Further research and
clinical studies are needed to better understand the specific
factors thatlead to splenic metastasis in renal cell carcinoma.
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Abstract

Feeding and eating disorders are psychiatric disorders with skin symptoms. Skin symptoms can be guiding for early diagnosis. These symptoms
may occur due to nutritional deficiencies, accompanying physical and psychiatric comorbidities, and use of laxatives, diuretics, and emetics. The
most common skin symptom in all eating disorders is xerosis. More than 90% of patients with eating disorders are female. The age of onset of
anorexia nervosa (AN) and bulimia nervosa (BN) is adolescence and young adulthood. It is difficult to explain the relationship between eating
disorders and dermatological diseases specific to this period, such as acne vulgaris. The severity of dermatological symptoms can be informative
about the prognosis of the eating disorder. Dermatological symptoms may also disappear with the treatment of the eating disorder. Skin symptoms
in bulimia nervosa are similar to AN, and these symptoms are often xerosis, acne, alopecia, dental caries, hypertrichosis, and Russell's sign. This
symptom is the pathognomonic sign of self-induced vomiting and is common in BN. Hand examination of an eating disorder patient may provide
many clues such as xerosis, acrocyanosis, carotenoderma, Russell's sign, and artifact dermatitis. Skin symptoms related to deficiency of trace
elements such as iron and zinc may be observed in pica. Burton's lines may occur in the gums due to lead intoxication. Skin symptoms of obesity
are observed in binge eating disorder. Eating disorders should be addressed with a multidisciplinary approach by dermatologists and
psychiatrists. In this way, early diagnosis and treatment may be possible for eating disorder patients who tend to deny their illness. Treatment of
the underlying eating disorder will also facilitate the resolution of dermatological problems. In this study, dermatological symptoms in AN, BN,
binge eating disorder, pica, and avoidant/restrictive food intake disorder are reviewed.

Keywords Eating Disorders, Skin, Signs and Symptoms, Diagnosis

Ozet

Beslenme ve yeme bozukluklari deri belirtileri olan psikiyatrik bozukluklardir. Erken tani i¢in deri belirtileri yonlendirici olabilir. Bu belirtiler
beslenme yetersizligine, eslik eden fiziksel ve psikiyatrik es tanilara, laksatif, diiiretik, emetik ila¢ kullanimina bagh ortaya ¢ikabilir. Tlim yeme
bozukluklarinda en sik goriilen deri bulgusu kserozistir. Yeme bozuklugu olan hastalarin %90’dan fazlasini kadin hastalar olusturmaktadir.
Anoreksiya nervoza (AN) ve bulimiya nervozanin (BN) baslangi¢ yas: ergenlik ve geng eriskinlik donemidir. Akne vulgaris gibi bu doneme 6zgii
dermatolojik hastaliklarla yeme bozukluklari arasindaki iligkiyi agiklamak gii¢tiir. Dermatolojik belirtinin siddeti, yeme bozuklugunun prognozu
hakkinda bilgi verici olabilir. Yeme bozuklugunun tedavisi ile dermatolojik belirtiler de ortadan kalkabilir. Bulimiya nervozada deri belirtileri AN
ile benzer olup, bu belirtiler siklikla kserozis, akne, alopesi, dis ¢iiriikleri, hipertrikozis ve Russell belirtisidir. Bu belirti kendi kendine kusturmanin
patognomonik bulgusudur ve BN’da yaygindir. Yeme bozuklugu hastasinin el muayenesi kserozis, akrosiyanoz, karotenoderma, Russell belirtisi,
artefakt dermatiti gibi pek ¢ok ipucu sunabilir. Pika hastaliginda demir, ¢inko gibi eser elementlerin eksikligine bagh deri belirtileri goriilebilir.
Dis etlerinde kursun intoksikasyonuna baghi Burton cizgilenmeleri meydana gelebilir. Tikinircasina yeme bozuklugunda obezitenin deri
belirtilerine rastlanir. Yeme bozukluklar1 dermatologlar ve psikiyatrlar tarafindan multidisipliner bir yaklasimla ele alinmahdir. Bu sayede
hastaliklarini inkar etme egiliminde olan yeme bozuklugu olgulari igin erken tani ve tedavi sansi dogabilir. Altta yatan yeme bozuklugunun tedavisi
ile dermatolojik sorunlarin ¢oziimii de kolaylasacaktir. Bu ¢alismada AN, BN, tikinircasina yeme bozuklugu, pika, kagingan/kisitlayici yiyecek
alim1 bozuklugundaki dermatolojik belirtiler géozden gecirilmistir.

Anahtar Kelimeler Yeme Bozukluklari, Cilt, Belirti ve Bulgular, Tani
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GiRiS

Deri ve sinir sisteminin ortak germ yapragl olan
ektodermden koken almasi dermatolojik ve psikiyatrik
hastaliklar arasindaki iliskiyi anlamada o6nemli bir yol
gostericidir (1,2). Viicudun en biiyiilk organi olan deri,
sistemik ve ruhsal hastaliklarla iliskili pek ¢ok bulguyu
yansitan bir ayna goérevi goriir (3). Yeme bozukluklar: (YB)
yol actiklari fiziksel sorunlarin yani sira, besin eksikligi ya da
fazlahigina bagh ortaya ¢ikan cok sayida dermatolojik
belirtiye yol acgabilir. Tyler ve ark.(2002) YB tanili hastalarda
gorillen 40 dermatolojik belirtiyi tanimlamiglardir (4).
Etyopatogenezi heniiz net olarak aciklanamasa da bu
belirtiler YB’larinin o6nciil belirtileri olabilir (5). Yeme
bozukluklarinin gortiniir ipuglar1 1980'li yillardan beri
arastirilmaktadir (6). Ancak bu alanda yapilan ¢alismalar
sinirhidir. Gupta ve ark.(1987) YB'larinin deri belirtilerini
dort grupta incelemistir: yetersiz beslenmeye bagh
olusanlar; kendi kendini kusturmaya bagh olusanlar;
laksatif, diiiretik ya da emetik kullanimina bagh gelisen
dermatozlar; ve psikiyatrik es tanilar (6rn. sik el yikamaya
bagh el egzemas), onikofaji, trikotillomani gibi) (7). Bu
alanda yapilan diger incelemeler de dermatolojik belirtiler
ile yeme bozukluklari arasindaki iliskiye 1sik tutmaktadir.
Dermatolojik belirtiler YB icin tani aract olarak kabul
edildiginde dermatologlar, erken tani ve tedavide kilit rol
oynamaktadir. (8) Psikiyatrik nedenlerle ortaya cikan diger
dermatolojik hastaliklarda oldugu gibi, YB tanili hastalar da
siklikla psikiyatrlar yerine dermatologlara basvururlar.
Bunun nedeni YB hastalarinin i¢ gori eksikligi veya yeme
bozukluklarinin psikiyatrik belirtiler ile ytlizlesmekten ve YB
tedavisinden kaginmalar1 olabilir (6). Hastalar cogunlukla
yeme bozukluklarini inkar etmekte ve beden algilarinin
bozulmus olmasi nedeniyle dermatolojik sorunlariyla asir
ugras halindedirler. Dermatologun bir YB tanili hastadaki
dermatolojik ipuglarina odaklaniyor olmasi YB i¢in erken
tani ve tedavisine olanak saglamasi yaninda, deri bulgularina
yonelik agresif tedavilerden kacinmasina da katkida
bulunacaktir. Bu derlemenin amaci yeme bozukluklarinda
goriilen dermatolojik belirtilerin 6nemini vurgulayarak, YB
erken tan1 ve tedavisinde multidisipliner bir yaklasimin
kazanilmasina katki sunabilmektir.

Bu ¢alisma Google Akademik ve PubMed veri tabanlarinda 1
Eyliil 2024’e kadar Tiirkce ve Ingilizce dilinde yayinlanan
hakemli orijinal arastirma makaleleri, derleme ve olgu
sunumu ¢alismalari
sirasinda “yeme bozukluklar1”, “dermatolojik belirtiler”
anahtar terimlerinden yararlanilmistir. Bu alanda yapilan
daha o6nceki derleme tiirii ¢alismalardan farkli olarak bu
calismada deri belirtileri, yeme bozukluklarinin bes alt tipine

taranarak hazirlanmistir. Arama

gore ayri1 ayri ele alinmistir. Deri belirtilerine siklik sirasina
gore yer verilmistir.

BESLENME VE YEME BOZUKLUKLARI
Tanimi

Yeme bozukluklary;; bozulmus yeme ve Kkilo kontroli
davranislari ile seyreden, kisinin fiziksel ve ruhsal saghgini
yonde  etkileyen  karmasik  psikiyatrik
bozukluklardir (3). Beden algisindaki bozulma ve diisiik
benlik saygis1i nedeniyle olgular, dis goriinisleri
kilolariyla yogun bir zihinsel ugras icindedirler (9).

olumsuz

ve

Ruhsal Bozukluklarin Tanisal ve Sayimsal El Kitabi-5 (DSM-
5) beslenme ve yeme bozukluklarini; anoreksiya nervoza
(AN), bulimiya nevroza (BN), tikinircasina yeme bozuklugu
(TYB), pika, ruminasyon bozuklugu, kagingan/kisitlayici
yiyecek alimi bozuklugu (KKYAB), diger belirtilen beslenme
veya yeme bozuklugu ve belirtilmemis beslenme veya yeme
bozuklugu olmak iizere sekiz alt gruba ayirmistir (10).
Anoreksiya nervoza

William W. Gull'un "sinirsel istah kayb1" olarak tanimladig:
AN ile ilgili ilk klinik bilgiler, Richard Morton tarafindan 17.
ylzyilin sonlarinda bildirilmistir (11).

Anoreksiya nervoza siklikla ergenlik doneminde baslayan
kilo alma korkusu ile kisitlayici yeme tutumuna neden olan,
olimctl sonuglara yol acabilen bir yeme bozuklugudur.
Hastalar yas ve boy oranlarina gére normal aralikta bir
beden agirliginda reddederler. Ciddi kalori
kisitlamalar1 ve yogun egzersizler nedeniyle hizla Kkilo
kaybetmelerine karsin halen kilolu olduklarini diisiiniirler

(6).

Bulimiya nervoza

olmay1

Bulimiya s6zciiglintin "6kiiz kadar, bir 6kiiz yiyecek kadar a¢
olmak" anlamina geldigi belirtilmistir (bous: 6kiiz ve limos:
achk) (5). 1k kez 1979'da Russell tarafindan klinik
ozellikleri tanimlanmistir. Bulimiya nervoza, kontrolsiiz
tikinircasina yeme ataklar1 ve ardindan telafi edici
davranislarla seyreder. Davranisin temelinde AN'de oldugu
gibi kilo alma korkusu vardir. Daha ¢ok normal kilodaki
kisilerde ortaya ¢ikmasina karsin, BN hastalar1 normal,
duisiik veya yiiksek kilo araliginda olabilirler (11).

Pika

Pika kelimesi latince “buldugu her seyi saklayip biriktiren bir
kus olan saksagan kusu” "magpie"
kelimesinden koken almistir (5).

anlamina gelen
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Pika; toprak, kil, kagit veya boya gibi besin olmayan

maddelerin bir ay ve/veya daha uzun siireyle tiiketilmesiyle
karakterizedir (12).

Genellikle cocuk yas grubunda ortaya ¢ikar. Anemi belirtileri
ve pikaya yol acan diger tibbi durumlar ile tiiketilen
maddelerin yol a¢tigi komplikasyonlara bagh cesitli klinik
bulgularla seyredebilir. Zihinsel yetersizlik ve otizm gibi
gelisimsel bozukluklarla iligkili oldugu belirtilmistir (12,13).

Kacingan/Kisitlayici yiyecek alimi bozuklugu

Kagingan/kisitlayici yiyecek alimi bozuklugu besinlere karsi
ilgisizlik; koku, kivam, tat gibi duysal hassasiyetler ve agri,
bulanti, kusma gibi somatik belirtilerden kaginmak i¢in
beslenmeyi kisitlama ve smirl yiyeceklerle beslenmeyle
bir yeme bozuklugudur. Diger yeme
bozukluklarindan ayirt edici 6zelligi olan kilo alma ve dis
gortintimle ilgili kaygl ve artmis bir zihinsel ugras KKYAB

karakterize

olgularinda yoktur. Ayrica diger yeme bozukluklarindan
daha erken yaslarda, bebeklik ve kii¢iik cocukluk déneminde
daha yaygindir (14).

Tikinircasina Yeme Bozuklugu

Tikinircasina yeme bozuklugu, Albert Stunkard tarafindan
"belirli bir zaman aralifinda ve benzer kosullarda" bir
kisinin yiyebileceginden cok daha fazla miktarda yiyecegin
kontrolsiiz tekrarlayici sekilde tiiketildigi yeme
bozuklugu olarak tanimlanmistir (5). Bulimiya nervozadan
farkl olarak TYB'da kontrolsiiz yeme davranisi sonrasinda
hastalarda sugluluk hissi olmasina ragmen, telafi edici
kusma davranisi goriilmez. Olgularda asir1 kalori alimina
bagli olarak obeziteye ikincil saglik sorunlar1 gortliir (15).

ve

Epidemiyolojisi

Yeme bozukluklar1 hastalarinin %90'dan fazlas1 kadindir
(16). Ozellikle cocuk ve ergen yas grubunda siklig1 artmistur.
Yapilan ¢alismalar YB insidansinin arttigini bununla birlikte
gorilme yasinin ise gittikce azaldigini géstermistir (56).
Bulimiya nevroza i¢in baslangi¢ yasinin AN'ye gore daha ileri
yas oldugu belirtilmistir (16). Gelismis tllkelerde ve beyaz
irkta goriilme insidansi daha yiiksektir (17). Ancak son
ylllarda Asya iilkelerinde de sikliginin arttig1 bildirilmistir
(9). Yeme bozukluklarina siklikla diger psikiyatrik es tanilar
eslik eder. Yeme bozukluklarinin genel toplumda prevalansi
%1-5'tir (17). Kadinlarda AN prevalansi1 %1,4, BN prevalansi
ise %1,9 olarak bildirilmistir (18). Erkekler icin ise AN ve BN
prevalansi sirasiyla %0,2 ve %0,6'dir (18).

Tikinircasina yeme bozuklugu eriskinlerde en sik goriilen
yeme bozuklugudur (16). Anoreksiya nervoza ve BN'de
kadin/erkek oranlar1 10:1 iken, bu oran TYB'nda 2,8:1
olarak bildirilmistir (15).

Kagingan/kisitlayici yiyecek alim bozuklugu yeni bir tani
olup, epidemiyolojik ¢alismalar1 smirhdir. Ancak klinikte
yaygin olarak karsilasildigr ve daha ¢ok cocukluk ¢aginda
goruldigi belirtilmistir (14).

Almanya’da yapilan bir ¢alismada 7-14 yas araliginda pika
prevalansi % 4,98 olarak bildirilmistir. (19) Ayni ¢calismada
pikanin diger yeme bozukluklarindan farkli olarak pikanin
erkeklerde daha yaygin goriildigii de belirtilmistir.
Anoreksiya nervoza ve BN batili tilkelerde sik goriiliirken
pikanin daha cok Afrika kitasinda goriildigi belirtilmistir
(12). Gebelik doneminde pika sikliginin arttigini gosteren
calismalar mevcuttur (20, 21). Gebelik ve dogum sonrasi
doénemde pika davranisini arastiran bir meta analizde pika
prevalansi %27,8 olarak bildirilmistir (22).

Etiyolojisi

Yeme bozukluklar1 etiyolojisi multifaktdriyeldir (23). Bu
faktorler arasinda genetik yatkinlik, ndrotransmitter
disregiilasyonu, kisilik  ozellikleri (6rn.
miikemmeliyetci, anksiydz, depresif), diisiik benlik saygisi,
beden imajiyla ilgili olumsuz disiinceler, ailevi 6zellikler,
olumsuz c¢ocukluk deneyimleri (6rn. ihmal,
zorbaliga maruz kalma), kilo verdirici aktivitelere katilim,
cevre baskisi gibi sosyokiiltiirel faktorler sayilabilir (9,11).
Cevresel faktorlerin pek ¢ok hastalikta oldugu gibi YB'da da
epigenetik degisikliklere yol actig1 bilinmektedir.

bireyin

istismar,

Kisilik 6zellikleri ile yeme bozukluklarina yatkinlik arasinda
giiclii bir bag vardir. Ornegin, TYB tanisi olan  bireylerde
dirtusellik 6n plandadir. Hastalar yeme ataklar1 sirasinda
yeme kontroliinii kaybederler. Yiiksek kalorili besinlere ilgi
ve aclik olmaksizin normalden hizli bir sekilde yemek yeme
6zelligi mevcuttur (55). Anoreksiya nevroza tanili hastalarda
ve ailelerinde obsesif kompulsif kisilik 6zellikleri belirgindir
(24). Yeme bozukluklar1 etiyolojisinde genetik yatkinlik
onemlidir. Ozellikle AN, BN ve TYB'nda kalhtsal gecis 6n
plandadir. ikiz calismalarinda, monozigot ikizlerin benzer
yeme tutum ve davranisi sergileme oranlarinin yiiksek
oldugu bildirilmistir (23).

Bir ikiz c¢alismasinda ise monozigotik ikizlerle dizigotik
ikizler arasinda BN icin anlaml bir farklilik bulunmamistir
(25). Baska bir deyisle AN'da genetik katkinin BN'ya gore
daha biiytik rol oynadig séylenebilir.
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Daha 6nce yapilan ¢aligmalar da BN'da ¢evresel faktorlerin

AN'ya gore daha on planda oldugunu gostermektedir
(11,23).

Yeme bozukluklar1 pek ¢ok psikopatolojiye eslik edebilir.
Anksiyete bozukluklari, depresif bozukluklar, obsesif
kompulsif bozukluk gibi ruhsal hastaliklarin bir sonucu ya da
nedeni olabilmektedir. Diger yandan istah degisiklikleri, kilo
kaybi gibi belirtiler bir¢ok ruhsal hastaligin tani belirtegleri
arasinda yer almaktadir. Yeme bozukluklari olgularinin
ailelerinde de duygudurum bozukluklarinin yaygin oldugu
bildirilmistir (26).

KLINiK GORUNUMU
1. Anoreksiya Nervoza ve Dermatolojik Belirtiler

Kserozis (cilt kurulugu), tiim yeme bozukluklarinda ve her
yas grubunda en sik goriilen dermatolojik bulgudur (27, 28).
Kserozisin goriilme sikligi AN hastalarinda diger YB'larina
gore daha yiiksektir (6). Cesitli calismalarda AN tanih
hastalarin %58 ile %70'inde kserozis varlif1 saptanmistir
(28,29). Kserozis, dermatoloji kliniginde en sik rastlanilan
bulgulardan biridir. Yeme bozuklugundan siiphelenilen
olgularda eslik eden diger deri belirtileri ile birlikte tanida
son derece 6nemli bir yeri vardir (8). Yeme bozukluklarinda
goriilen kserozisin nedenleri arasinda uzayan achga bagh
protein enerji malnutrisyonu, fonksiyonel hipotiroidi,
dehidratasyon, elektrolit diizensizlikleri, vitamin ve mineral
eksiklikleri (6rn; demir eksikligi) yer alir (6).

Anoreksiya nervoza tanili hastalarda kasintinin etiyolojisi
tam olarak aydinlatilamamistir. Bir ¢alismada AN tanili
hastalarin %57'si kasint1 yakinmasinin oldugu bildirilmistir
(30). Daha sonra yapilan ¢alismalarda ise kilo alimiyla
hastalardaki kasinti yakinmasinin geriledigi gosterilmistir
(8). Kasinti ve kizariklik, ayn1 zamanda kserozisin bir
komplikasyonu olarak da ortaya ¢ikabilir. Olgularin biytk
bir kisminda, kasintiy1 aciklayabilecek hepatik, renal ve
tiroid fonksiyon bozuklugu olmaksizin kasintinin ortaya
cikabilecegi goriilmiustiir (30). Anoreksiya nervoza tanisina
eslik eden kompulsif el yikama davranisi da kasintinin bir
nedeni olabilir.

Anoreksiya nervozada fonksiyonel hipotiroidi ile vitamin ve
eser elementlerden fakir beslenme telogen effluviumun (TE)
nedenleri olabilir (8). Hastalarda ag¢liga bagl fiziksel ve eslik
eden psikiyatrik es tanilara ikincil psikolojik stresin; TE ve
alopesi areataya (AA) yol acabilecegi bildirilmistir (4). Bir
¢alismada AN hastalarinin yarisinin TE'dan miizdarip oldugu
bildirilmistir (31).

Cesitli calismalarda hastalarin %17 ile %61'inde alopesi,
kuru ve kirilgan sa¢ goériiniimii oldugu bildirilmistir (29,30).
Anoreksiya nervozada goriilen tirnak bulgular1 arasinda
onikosizi (yariklanma), kirilganlik, pitting, koilonisi (kasik
tirnak), renk degisiklikleri, longitudinal c¢izgilenme,
onikokriptoz (batik tirnak) ve periungual eritem sayilabilir
(32). Tirnak bulgular1 onikomikozu taklit edebilir (6).

Lanugo benzeri viicut killari, 6zellikle sirt, 6n kollar, yiiz ve
boyunda gériilen ince ve hafif pigmentli tilylerdir. Ozellikle
gen¢ AN tanili olgularda sik gorilen bir dermatolojik
bulgudur. Uzun siireli aglikta deri alt1 yag dokusu kaybina ve
hipotiroidiye ikincil 1s1 kaybini kompanse etmek igin
koruyucu bir tabaka olarak gelistigi diisiiniilmektedir (31,
32). Patogenezde hipotiroidizme bagh 5-a-rediiktaz enzim
aktivitesindeki azalmanin da rol oynadig bildirilmistir (6).

Olgularin yaklasik yarisinda akne vulgaris bildirilmistir (31).
Akne lezyonlar siklikla yiiz ve sirtta, ekskoriye lezyonlardir.
Her iki hastaligin da siklikla ergen yas grubunda goriliiyor
olmasi aknenin yayginhgini degerlendirmeyi
zorlastirmaktadir. Akne, a¢ligin bir sonucu olabilecegi gibi,
ozellikle ergen kiz grubunda AN icin tetikleyici bir faktor
olabilir (6). Bunun yaninda daha ¢ok geng kizlar akne ¢ikisini
onlemek icin "akne diyeti" uygulayabilirler.

Eritema ab igne; retikiiler formda, hiperpigmente yamalarla
karakterize bir deri bulgusudur. Anoreksiya nervoza tanil
hastalarda, a¢liga bagl hipotermiyi engellemek amaciyla
ylzeyel isiticilarin uzun siire kullanimina bagh gelistigi
diisiiniiliir (33). Iyi huylu bir tablo olmasina ragmen
pigmentasyon degisiklikleri kalici olabilir, nadir de olsa
zemininden malignite gelistigi bildirilmistir (4).

Hastalarda soguk intoleransinin bir belirtisi olarak siklikla
ellerde ve ayaklarda akrosiyanoz goriilebilir (32). Olgularin
icte birinden fazlasinda akrosiyanoz bildirilmistir(28).
Akrosiyanozun AN siddetiyle iliskili olabilecegi ve kilo
alimiyla gerileyebilecegi belirtilmistir (6).

Bazi AN tanili hastalar (6zellikle saglik ¢calisani olanlar), kilo
kaybetmek icin kendi davranisi
gosterebilirler. Nedeni agiklanamayan anemi ve ¢oklu igne

kendine flebotomi
izleri varhiginda YB’dan siiphelenilmelidir (34). igne izleri
siklikla antekiibital fossa yerlesimlidir.

Anoreksiya nervozaya eslik eden psikiyatrik es tanili
durumlar siktir. Diger YB'lar1 ile karsilastirildiginda, artefakt
dermatitinin 6zellikle AN tanili ¢ocuk ve ergenlerde daha sik
oldugu bildirilmistir (28).
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Karotenoderma, serum karoten seviyesinin 250 pg/dL
lzerine ¢iktigi durumlarda, iclerinde ve ayak
tabanlarinda sarimsi1 renk degisikligi ile karakterize bir
bulgudur. Karotenoderma ile AN arasindaki iliski, hastalarin

siklikla diisiik kalorili ve B-karotenden zengin sebzeleri
titketmeleriyle agiklanmistir (29).

avug

Anoreksiya tanii  bir hastanin  elinden
taninabilecegini "Anorektigin  Eli"
kullanilabilecegini belirtilmistir (6). Kserozis, akrosiyanoz,
karotenoderma, Russell belirtisi, artefakt dermatiti gibi pek

cok deri belirtisinin el muayenesi ile tespiti olasidir.

nervoza

ve taniminin

Niasin eksikligi olan pellegra kisith gida alimina bagh olarak
AN’ bir komplikasyonu olarak kabul edilebilir (52).

2. Bulimiya Nervoza ve Dermatolojik Belirtiler

Bulimiya nervozada AN ile benzer deri belirtileri goriiliir. En
sik goriilenler sirasiyla kserozis, akne, alopesi, dis ¢iiriikleri,
hipertrikozis ve Russell belirtisidir (28). Kserozisin
yayginlig1 BN'da AN'ya gore daha dusiiktiir. Ancak, tiim yeme
bozukluklarinda oldugu gibi kserozis, BN'nin da en sik
goriilen deri belirtisidir (6).

Akne vulgaris AN'ya goére BN'da daha sik gortiliir. Akne ve BN
arasindaki iliskiyi inceleyen ¢alismalar sinirlidir. Bulimiya
nevroza akne vulgarisin de sik goriildiigii 20'li yaslarda daha
sik goriilen bir yeme bozuklugudur (17). Bu nedenle iki
hastalik arasindaki iliskiyi aciklamak gli¢tiir. Aknenin, beden
algisi lizerine olumsuz etkilerinden dolay1 BN gelisiminde rol
oynayabilecegi Akne vulgaris hastalarinda
hastalik siddeti, yasam Kkalitesi ve yeme bozukluklarini
arastiran bir ¢alismada aknenin stres diizeyini arttirarak

diistintlur.

yeme davranisinda bozulmaya neden oldugu belirtilmistir
(35). Aynmi ¢alismada, yeme bozukluklarinin androjen
metabolizmasini etkileyerek akneyi siddetlendirebilecegi
bildirilmistir. Bu bilgi daha ©6nce androjen fazlaliginin
anabolik etkileriyle yeme bozukluguna yol agabilecegini
savunan diger c¢alismalar1 destekler niteliktedir. Artan
androjen seviyeleri yag bezlerinin asir1 aktivasyonuna neden
olur (36). Diyet ile androjen diizeylerinin azalmasi, aknenin
gerilemesine, tekrarlayan tikinircasina yeme ataklari ise yag
bezlerinin aktivasyonuna ve aknenin alevlenmesine neden
olur. Tedaviye ragmen aknenin alevlenmesi dermatologu
olast bir yeme bozuklugu acisindan siiphelendirmelidir.
McSherry, 1990 yilinda direngli aknesi ve polikistik over
sendromu olan BN tanili bir olguda hiperandrojenizm
oldugunu bildirmistir (37). Yakin tarihli bir ¢alismada ise
polikistik over sendromu ile es tanili BN arasindaki iliskiye
dikkat cekilmistir (38). Polikistik over sendromu ile BN

arasindaki iliski iki sekilde aciklanabilir. Asir1 yeme

zemin

aligkanliklarinin  polikistik sendromuna
hazirlamas1 ve polikistik over sendromuna bagh ikincil
hiperandrojenizmin BN'ya yol agmasidir (39). Polikistik over
sendromunun belirtileri olan akne, hirsutizm ve obeziteye
ikincil deri belirtilerinin beden imajini olumsuz etkileyerek

BN'y1 tetikleyebilecegi 6ne siirtilmiistir (38).

over

Obezitenin eslik ettigi BN tanili hastalarda kivrim yerlerinde

fungal ve bakteriyel asir1 cogalma, akantozis nigrikans,
strialar, periferik damar hastaliklarina bagh staz dermatiti
ve plantar hiperkeratoz gorilebilir (40). Daha o6nce
literatiirde yer bulamasa da plantar hiperkeratoz ozellikle
kilolu BN tanili hastalarda en sik goriilen bulgu olarak yerini
almistir(41). Plantar hiperkeratoz, asir1 kilonun yiiriyis
sirasinda ayaklara anormal olarak aktarilmasina bagh
meydana gelir. Plantar hiperkeratozu akantozis nigrikans,
intertrigo, akne, keratozis pilaris, seboreik dermatit, skin tag,
strialar, onikomikoz, staz dermatiti, seboreik keratoz ve
cherry hemanjiomu takip etmektedir (41).

Kendi kendine kusturmanin patognomonik bulgular1 olan
Russell belirtisi, dis ciirtimeleri ve tiikiiriik bezi hipertrofisi
BN'da yaygindir (4,7). Anoreksiya nervoza Kkisitlayic
olmayan tipinde goriilse de Russell belirtisi, AN ve BN ayiric1
tanisinda 6nemli bir bulgudur. Russell belirtisi, Gerald
Russell tarafindan tanimlanmistir (42). Kusmay1 uyarmak
icin elin dorsal yiiziinde ve ozellikle metakarpofalangeal
eklemlerde derinin iist kesici dislerle tekrarlayan travmalari
sonucu olusan nasirlagsmalardir.

Yeme hastalarinda  artefakt dermatiti,
trikotillomani ve onikofaji gibi kendi kendine zarar verme
davranislar: siklikla gorilir (4). Bu davranislar YB'larinda
ritiiel haline gelmistir. Sa¢ ¢ekmeyi durduramama ile
karakterize trikotillomani o6zellikle BN diger
siniflandirilamayan yeme bozukluklarinda bildirilmistir
(43). Bir calismada trikotillomani hastalarinin %2-14'tinde
BN, %1,6-5'inde AN ve %6-10,2'sinde TYB tanisi oldugu
bildirilmistir (44).

bozuklugu

ve

Karotenoderma diisiik kalorili
miktarda tiiketilmesi
olgularinda 6nemli bir belirte¢ oldugu goézlenmistir (28).

ve karotenden zengin

besinlerin asir1 nedeniyle BN

Bulimiya nervoza tanil olgularinda ilag kotiiye kullanimi da
yaygin goriilen bir davranistir. Hastalar laksatif, diiiretik ve
emetik tiirii ilaglar1 hatta amfetamin tiirevlerini siklikta kilo
vermek
hastalariyla yapilan bir calismada BN tanili hastalardaki
"diyet haplar1” kullanimi %64 olarak bildirilmistir (45).
Hastalarin

amaciyla kullanmaktadir. Yeme bozuklugu

sik  kullandig1
fotosensitiviteye,

tiazid grubu diiretiklerin

furosemidin urtikerden sweet
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sendromuna kadar ¢esitli ilag erlpsiyonlarina, ipeka
surubunun dermatomiyozit benzeri deri bulgularina yol
actig1 cesitli yayinlarda belirtilmistir (28,45). Bu yoniiyle ilag
erlipsiyonu olgularinda tibbi 0dykiide hastaliklariyla

uyumsuz ila¢ kullanimlari, ila¢ kotiye kullanimimi akla
getirmesi 6nem tasimaktadir.

Bulimiya nervoza tanili olgularda sik gortlen bir diger deri
belirtisi ise siddetli kusmaya bagh yiiz ve boyunda goriilen
petesi ve purpuralardir. Postemezis purpurasi da bilinen bu
tabloya "maske fenomeni" denir ve hastalar icin endise verici
bir goriiniimdiir. Petesilerin maske benzeri yerlesimiyle
karakterizedir (4).

Odem ise asir1 yeme ve kusma sikluslar1 nedeniyle bozulan
renin-anjiyotensin-aldosteron kaskadina bagh olarak BN
tanili hastalarda sik goriilen bir bulgudur (28).

3. Pika ve Dermatolojik Belirtiler

Pika davranisi AN ve BN gibi diger yeme bozukluklarinda da
rastlanilan bir durumdur. Pika siklikla demir eksikligi
anemisinin bir belirtisi olarak kabul edilse de, kalsiyum,
sodyum ve ¢inko eksikliklerinde de karsilagilabilir (46).
Hastalarda demir ve ¢inko eksikligine ait belirtilerin
yaninda, artmis oral aktiviteye bagli gelisen deri bulgulari da
mevcuttur. Cocuklarda, gebelerde, AN tanili olgularda ve
sizofreni gibi bazi psikiyatrik hastaliklarda pika goriilebilir.

Demir eksikligi anemisinde en sik goriilen sa¢ bulgusu
telogen effluviumdur. Tirnaklarda kirilganlik ve kasik tirnak
(koilonisi) belirtileri gorilebilir. Dermatoloji
kasinti yakinmasi ile basvuran hastalarin biiyiik bir
boéliimiinde demir eksikligi goriiliir. Bunun yaninda hastalar
siklikla glossit ve keilit klinige
basvurabilir.

Kklinigine

anguler nedeniyle

Cinko eksikliginde goriilen akrodermatitis enterepatika,
akral ve periorifisyel dermatit, alopesi ve diyare triadiyla
bilinir. Cinko, kollajen sentezinde C vitamini ile birlikte
onemli rol oynar. Yara iyilesmesinde ve deri, sag, tirnak
saghiginda gorev alir ve eksikliginde demir eksikligine
benzer deri bulgular: gortilebilir (3).

Pika tanili olgularda, dzellikle ¢ocuklarda, parmak emme ve
tirnak yeme gibi davramslara sik¢a rastlanir (47). Besin
degeri olmayan maddeleri yeme davranisina bagh
hastalarda dis minesi erozyonlari gortilebilir.

Kursun intoksikasyonu pika ile iligskilendirilen durumlardan
biridir (8). Plastikler ve boya maddelerinin yenilmesine bagh
dis etlerinde mavi-gri burton ¢izgilenmeleri (kursun ¢izgisi)
goriilebilir.

4. Kacingan/Kisitlayic1 Yiyecek Alimi Bozuklugu ve
Dermatolojik Belirtiler

Kagingan/kisitlayici yiyecek alimi bozuklugunda yetersiz ve
sinirl bir besin yelpazesi ile beslenmeye bagl deri belirtileri
gorilebilir. Hastalarda kasektik goriiniim, kserozis, lanugo
tlyleri, soguk ve soluk bir deri mevcuttur (14). Kisitlayici
yeme tutumu, protein enerji malnutrisyonuna neden olabilir.
Protein enerji malnutrisyonuna ikincil olarak keratinositler
epidermis  atrofiye gider (8).
Kwashiorkor'da cilt kurulugu ve atrofiye baglh deride
soyulmalar ve pigmentasyon degisiklikleri, kuru ve ¢abuk
kirilan saglar, yumusak ve incelmis tirnaklar en sik goriilen
dermatolojik belirtilerdir. Marasmus'ta ise, ddem ve deri alt1
yag dokusunun kaybina bagl kuru ve gevsek deri 6n
plandadir (48).

olgunlasamaz  ve

Deri alti yag dokunun kayb1 viicudun 1s1 dengesini
koruyamamasina neden olur. Lanugo tiiyleri, adaptif olarak
soguga direnci arttirmak icin gelisebilir. Lanugo tiiyleri
kronik beslenme yetersizliginin bir géstergesidir (3).

Cinko, biyotin ve proteinden kisith diyet; tirnak ve sag
saghgini olumsuz yonde etkiler. Cabuk kirilan tirnaklara ve
mat, kuru saclara sebep olur. Ani kilo kayiplari, akut telogen
effluvium, alopesi areata, kadin tipi ya da androgenetik tipte
sa¢ dokiilmelerine neden olabilir (49).

Demir ve B vitamini eksikligi, hastalarda soluk ve sarimsi bir
deri goriiniimiine ve glossit, oral aft gibi lezyonlara neden
olabilir.

Kisitlayici, ozellikle vegan beslenmeye bagh B12 eksikligi

bulgular1 gortilebilir. B12 vitamini eksikligine bagh
hastalarda oral aftlar, anguler Kkeilit, saclarda erken
beyazlama, deride hiperpigmentasyon, el ve ayak

tirnaklarinda kahverengi renk degisiklikleri gortlebilir (50).

Niasin (vitamin B3) eksikligine bagh ishal, demans ve
dermatitle karakterize pellegra tablosu goriilebilir.
Pellegrada, deride pullanma, kizariklik, fotosensitivite,
tirnaklarda onikoliz, transvers lokonisi, beau cizgileri ve
mukozal bulgular goriilebilir (51).

Mukokiitandz belirtilerle seyreden skorbiit, kisitlayici
beslenme sekillerinde sik¢a goriliir. Kollajen sentezinde
bozulma, yara iyilesmesinde gecikme, deride petesi ve
purpuralar, tirbiison goriintimiinde killar ve burgu saglar,

tirnak altinda splinter hemorajiler (kiymik kanamalari), dis
eti kanamalar1 ve dis kayiplar: gibi pek ¢ok bulguya neden

olabilir (53).
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5.Tikinircasina Yeme Bozuklugu ve Dermatolojik

Belirtiler

Tikanircasina yeme bozuklugunda obezite ve BN ile ortak
ozellikler goriliir. Bulimiya nervozadan farkh
hastalarda telafi edici davranislar goriilmez (54).

olarak

Tikinircasina yeme bozuklugu obezite gelisimine katkida
bulunur. Bu yeme bozuklugunda, siklikla obeziteye bagli deri
belirtileri ortaya ¢ikar. Ayrica yiiksek kalorili ve diisiik besin
degerli yiyeceklerin asir1 tiiketimine bagh olarak yetersiz
beslenmenin deri bulgulari goriilebilir (3).

Olgularda insulin direncine bagh akantozis nigrikans,
akrokordon gibi deri bulgular1 goriilebilir. Akrokordonlar
siklikla koltuk alt1, boyun gibi viicudun katlanti bélgelerinde
gortliir (4). Vicudun kivrim bolgelerinde kandidal
enfeksiyonlarin goriilme siklig1 artmistir.

Obez olgularda hiperandrojenizm ve insulin direncine bagh
olarak hirsutizm ve akne vulgaris, seliilit ve hizh kilo alip
vermeye bagh strialar yaygin olarak goriilen diger deri
belirtilerdir.

Beslenme ve yeme bozuklarinda goriilen dermatolojik
belirtiler Tablo 1'de sunulmustur.

Tablo 1. Beslenme ve Yeme bozukluklar Alt Tiplerinde
Goriilen Dermatolojik Belirtiler

Anoreksiya nervoza|Bulimiya nervoza |Pika Kacmgan/Kisitlayra| Tikinircasina yeme
yivecek almiboz. |boz.
Kserozis Kserozis Telogen effluvium  |Kserozis Insulin direncine
. . z bagh akantozis
Pruritus Akne vulgaris Tirnak bulgulan Lanugo tiyleri nigrikans,
Telogen effluvium  [Alopesi areata Glossit Soguk soluk deri akrokordon
Alopesi areata Dis ctiriikleri Anguler keilit Pigmentasyon Kivnm yerlerinde
_ degisiklikleri kandidal
Kuru kinigan saglar [Hipertrikozis Akrodermatitis enfeksiyonlar
enteropatika Deride pullanma,
Tinak bulgulan Russell belirtisi Kzankhk Hirsutizm
(onikogizi, . Yara iyilesmesinde
kinlganik, pitting, Pkos iliskl gecikme Sag ve tirnak Akne vulgaris
koilonigi, hirgutizm degisiklikleri
longitudinal Obesive sekonder |3 Tinesl St
= ziteye sekony - ¢ W
cizgilenme, batk, bulgulai Cakcaioss erozyonlan Kuru ve gevsek deri Strialar
periungual eritem) g . strialar,  |Dig etlerinde Burton |Glossit, oral aftlar,
Lanugo tiyleri kivrim yerlerinde ¢izgilenmeleri anguler keilit
ol fungal ve bakteriyel 2
Akne vulgaris enfeksiyonlar) Saglarda erken
beyazlama
Eritema ab igne Trikotillomani
= Pellegra
Akrosiyanoz Karotenoderma
Fotosensitivite
Artefakt dermatiti  [Postemezis uras
PUpOra Splinter hemorajiler
Karotenoderma Periferik damar -
hastaliklanna bagl Yara iyllegmesindo
Pellegra stazdermatiti gecikme
Plantar hiperkeratoz
Keratozis pilaris
Seboreik dermatit
Skin tag
Cherry hemanjiomu

SONUC

Yeme bozukluklarinda pek ¢ok dermatolojik belirtiye
rastlanabilir. Bu belirtiler bazen hastaligin ilk ve tek
gostergesi olabilir. Hastalar siklikla psikiyatrik yardim
arayisinda bulunmaz, daha ¢ok YB'nun goriiniir belirtileri ile
ilgilenirler. Dermatologlar, ¢ogu kez YB olgulariyla ilk
karsilasan saglik profesyonelleridir. Oysa altta yatan YB'nun
tedavisi hastalarda goriilebilen dermatolojik problemleri
ortadan kaldirabilir. Ote yandan erken evrede tani alan
YB'nun prognozu, tedaviye yaniti oldukea iyidir. Bu nedenle,
YB riski tasiyan olgularin dermatologlarca belirlenmesi
onemlidir. Bu ¢alismada 6zgiil deri belirtilerinin yani sira
pek cok etiyolojik nedene bagl olarak ortaya c¢ikabilen
dermatolojik bulgulardan s6z edilmistir. Bir¢ok bulgunun
dermatoloji kliniginde siklikla rastlanan bulgular oldugu
izlenmistir. Birden fazla bulgunun bir arada goriilmesi
stipheyi arttirabilir. Yeme bozukluklarinin erken tanisina
olanak saglayabilir. Yeme bozukluklar1 ve dermatolojik
belirtiler lizerine yapilan ¢alismalarin kisithhi1 bu ¢calismada
sinirlayict bir faktoérdiir. Gelecekte bu konu {izerine daha
genis capl ve sistematik c¢alismalarin yapilmasina ihtiyag
vardir. Bu sayede tani kriterlerinin belirlenmesine ve
vakalar1 6nlemeye yonelik arastirmalar giindeme gelecektir.

Cikar Catismasi
Yazarlarin herhangi bir ¢ikar catismasi yoktur.
Finansal Destek

Calismay1 destekleyen kurum ya da kurulus yoktur.
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Abstract

Colorectal cancer prevalence has rapidly increased due to dietary changes to Western style. The regulation of the gut
microbiota may serve as a promising approach in colorectal cancer management. The dysbiosis of the gut microbiome affects
cancer development because of its roles in inflammation and genotoxicity. Cell culture studies, animal studies, and some
novel clinical studies refer to the therapeutic potential of Bifidobacterium.

Keywords Bifidobacterium, Colorectal cancer, Apoptosis, Probiotics

..

Bati tarz1 beslenme degisiklikleri nedeniyle kolorektal kanser prevalansi hizla artig gdstermistir. Bagirsak mikrobiyotasinin
diizenlenmesi kolorektal kanser tedavisinde iimit verici bir yaklagim olarak hizmet edebilir. Bagirsak mikrobiyomunun
disbiyozu, inflamasyon ve genotoksisitedeki rollerinden dolayi kanser gelisimini etkilemektedir. Hiicre kiiltiirii calismalari,
hayvan ¢aligmalar1 ve bazi yeni klinik ¢aligmalar Bifidobakterinin terapotik potansiyeline isaret etmektedir.

Anahtar Kelimeler Bifidobakteri, Kolorektal kanser, Apoptozis, Probiyotik
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Dear Editor;
Colorectal cancer (CRC) prevalence has rapidly increased due to

dietary changes to Western style and consumption of low
carbohydrate, high protein, low fiber, and high saturated fat (1-3).
Despite the improvements in surgery and chemotherapeutic agents,
prevention and treatment of CRC remains a challenge. It is the
fourth leading cause of cancer death worldwide (4). The regulation
of the gut microbiota may serve as a promising approach in CRC
management since various studies have shown that microbiota
imbalances are closely associated with CRC occurrence (5). The
dysbiosis of the gut microbiome affects cancer development because

of its roles in inflammation and genotoxicity (6).

Probiotics and Bifidobacterium

According to the FAO/WHO definition, probiotics are live
microorganisms that provide health benefits to the host when
administered in adequate amounts (7). They can modify the host's
microbiota and thus exert beneficial health effects (5). Most
commercially available probiotics belong to the genera Lactobacillus
and Bifidobacterium spp. and they are reported to play a role in
regulating apoptosis and proliferation (2, 4, 8). Besides with the
modulation of the intestinal microbiota, beneficial effects of
probiotics also include the production of anti-tumorigenic or anti-
mutagenic compounds and improvement of the host’s immune
response (3). Probiotics were associated with decreased levels of pro-
inflammatory cytokines and better clinical outcomes in patients with
colorectal cancer (9). Bifidobacteria are widely distributed in the gut
of social animals whose offspring are dependent on parental care
(10). Human-Residential Bifidobacteria (HRB) may affect host
health via their metabolic and physiological activities. For example,
adult-type HRB facilitate the metabolism of complex carbohydrates
which can not be digested by human intestinal enzymes or by other
gut bacteria. On the other hand, infant-type HRB play significant
functional roles in physiological activities such as the production of
folate and indole-3-lactic acid and the degradation of food-derived
opioid peptides (11). Coherently with these metabolic activities,
heat-inactivated Bifidobacterium bifidum MIMBb75 (SYN-HI-001)
was shown to substantially alleviate irritable bowel syndrome and its
symptoms (12). A further study evaluated the effects of probiotics
(Bifidobacterium lactis UBBLa-70) or symbiotics (Bifidobacterium
lactis UBBLa-70 and fructooligosaccharide) on body weight and

serum metabolite profile in women with obesity. Both probiotics and
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symbiotics promoted changes in metabolites implying a decrease in
inflammation (13). Though it is not the scope of this paper,
Bifidobacterium supplementation also seems to have a role in the
management of several psychiatric pathophysiologies, possibly due
to the inflammation link and this is an innovative topic of recent
years. For instance, probiotic supplementation (Lactobacillus
rhamnosus strain GG and Bifidobacterium animalis subsp. lactis
strain Bb12) for 24 weeks was found to be associated with a lower
rate of rehospitalization in patients with mania (14). Bifidobacterium
spp. are Gram-positive, non-motile, non-spore, Y- or V-shaped,
anaerobic bacteria and the dominant member of the early-life gut
microbiome (2, 6). Lactic and acetic acids, the main metabolism
products of Bifidobacterium spp. increase the acidity in the intestine
and thus inhibit the growth and attachment of harmful
microorganisms to epithelial cells (2). The specific gut microbiota
including Fusobacterium nucleatum, Bacteroides fragilis, and
Escherichia coli is associated with adenoma and carcinoma
development due to DNA damage and impaired immune and gut
barrier functions (6). Of these members, Fusobacterium nucleatum
received widespread attention since it is one of the highly enriched
bacteria in both stools and CRC tissues of the patients. F. nucleatum
is accepted as a mutualist, infectious agent and oncogenic
microorganism. It invades the mucosa with adhesion and virulence
factors, interacts with the host immune system and thus promotes
the occurrence of CRC (15-17). F. nucleatum orchestrates a
molecular network of the Toll-like receptor, microRNAs, and
autophagy to manage colorectal cancer chemoresistance (18).
Immune checkpoint blockade therapy with anti-PD-1 monoclonal
antibody (mAb) is a treatment for CRC although some patients
remain unresponsive to PD-1 blockade. It was found that the
patients with metastatic CRC who failed to respond to
immunotherapy had a greater abundance of Fusobacterium
nucleatum and increased succinic acid. Interestingly, treatment with
the antibiotic metronidazole reduced intestinal F. nucleatum
abundance and serum succinic acid levels and resensitized tumors to
immunotherapy in vivo (19).These data prove the significance of F.
nucleatum control both to prevent CRC and better manage therapy
regimens. It seems that Bifidobacterium also has a promising
potential to inhibit this oncobacterium. A recent study evaluated the
potential effect of a novel probiotic formula (B. adolescentis, B.
longum, and B. bifidum) to reduce CRC-associated bacteria and thus
modulate CRC risk. The three individual bifidobacteria significantly
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inhibited the growth of F. nucleatum (24~65% inhibition) while the

greatest inhibitory effect (70% inhibition) was obtained with the
combination of the three (20).

Therapeutic potential of Bifidobacterium for colorectal carcinom
Cell culture studies

Various studies have proven the therapeutic potential of
Bifidobacterium for CRC. The butanol extract of Bifidobacterium
adolescentis SPM0212 dose-dependently (at 200 pg/mL) inhibited
the growth of Caco-2, HT-29, and SW480 cells by 70%, 30%, and
40%, respectively (21). Moreover, similar findings were reported in
another study and it was also shown that Bifidobacterium
adolescentis SPM0212 was able to inhibit harmful fecal enzymes (1).
It was demonstrated that cell-free supernatants (CFS) of B. bifidum
inhibited colon cancer cells (SW742) (2). Cell-free supernatants of
five species of Bifidobacteria (B. adolescentis, B. animalis subsp.
lactis, B. animalis subsp. animalis, B. bifidum, and B. angulatum)
reduced the survival rates of colon cancer cell lines (Caco-2 and HT-
29). The highest percentage of apoptosis was achieved by B. bifidum,
followed by two subspecies of B. animalis and lactis in the Caco-2

cells (4).
Animal studies

In CRC rat model, Bifidobacterium infantis was shown to attenuate
chemotherapy-induced intestinal mucositis by decreasing Thl and
Th17 response and increasing CD4* CD25" Foxp3* Tregs response
(22). Treatment with microencapsulated Bifidobacterium bifidum
and Lactobacillus gasseri individually or in combination with the
flavonoid quercetin inhibited CRC development in a CRC mouse
model (3). In MC38 colon carcinoma-bearing mice, either of two
Bifidobacterium breve strains (JCM92 and Bb03) reduced tumor
growth. One strain (JCM92) also boosted the efficiency of
therapeutics via oxaliplatin and programmed cell death protein-1
(PD-1) blockade (6).

combined of Bifidobacterium and Lactobacillus exerted anti-CRC

In CRC mice model, probiotic powder

effects. This powder increased the abundance of Bifidobacterium
animalis, reduced the abundance of Clostridium cocleatum, inhibited
Treg cell activity, and upregulated pro-apoptotic protein BAX in
tumor tissues (5). Sometimes, the use of synbiotics, a combination of
probiotics and prebiotics, maybe a better strategy for the prevention
of colorectal cancer. It was demonstrated in the study by Lin et al. (8)
who administered the combination of germinated brown rice (GBR)

and L. acidophilus and/or B. animalis subsp. lactis in rats. This

combination resulted in the inhibition of preneoplastic lesions and
regulated antioxidative enzyme and apoptosis-related proteins in the
colon. Probiotics (Bifidobacterium longum) and lycopene
supplementation in CRC mice model resulted in significant
chemopreventive effect via the modulation of insulin/insulin-like

growth factor (IGF) system (23).
Clinical studies

Intratumour Bifidobacterium spp. were detected in 30% of CRC
patients but not in the vast majority of the remainder and this was
associated with the size of the signet ring cells, indicating a distinct
tumour characteristic (24). In a clinical trial conducted with CRC
patients, the effects of six viable microorganisms of Lactobacillus and
Bifidobacteria strains for six months were investigated for clinical
outcomes and inflammatory cytokines. A significant decline in the
level of pro-inflammatory cytokines (TNF-a, IL-6, IL-10, IL-12, IL-
17A, IL-17C and IL-22) was reported in CRC patients receiving
probiotics compared to pre-treatment level. This study also implied
that probiotics administered 4 weeks after surgery for CRC were safe
since they did not result in diarrhea and also influenced pro-
inflammatory cytokine level as a health benefit (25). An other clinical
study reported that a probiotic containing eight bacterial cultures
including  Bifidobacterium  species significantly  decreased

postoperative complications while all complications were more

frequent in untreated CRC patients (26).
Conclusion

Bifidobacterium seems to have potential to serve as a
chemopreventive agent for colorectal cancer. The limitations of the
summarized studies include that most of the cell culture studies lack
of molecular mechanism investigations which need to be improved.
Afterwards, both animal and especially clinical studies must be
accelerated deeply with a focus on molecular mechanisms. In sum,
the role of Bifidobacterium species in the molecular mechanisms,
microflora balance, and biochemical parameters must be searched
more comprehensively. The summarized studies indicate that
Bifidobacterium seems as a promising coadjuvant therapeutic agent
for tailor-made approaches in the prevention and management of

colorectal cancer.

Conflict of interest: The authors report no conflict of interest.
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