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Mevlana Tip Bilimleri (Mev Med Sci) Dergisi, Necmettin Erbakan
Universitesi'nin  bilimsel, bagimsiz, hakemli, agik erisimli yayin
organidir. Her yil Nisan,Agustos ve Aralik aylarinda ti¢ say1 olarak
yayimlanmaktadir. Yayin dili Tiirkce ve Ingilizce'dir.

Mevlana Tip Bilimleri dergisi tip 6grencileri, tipta uzmanlik 6grencileri,
tip doktorlari, aragtirmacilar ve bilim adamlarindan olusan genis bir
kitleye hitap eden disiplinli bir dergidir. Temel amag genel tip alaninda
tan1 ve tedavideki giincel gelismeler, cerrahi yenilikler ve bilim diinyasina
katkida bulunacak ¢alismalarin ulusal ve uluslararasi literatiirde
paylasiminin saglanmasidir.

Temel Yayin politikasi

Derginin yaym politikasi ve siiregleri Uluslararasi Medikal Dergisi
Edit6rleri Komitesi (International Committee of Medical Journal
Editors-ICMJE), Diinya Tibbi Editorler Dernegi (World Association of
Medical Editors-WAME), Bilim Edit6rleri Konseyi (Council of Science
Editors-CSE), Avrupa Birligi Dernegi Bilim Editorleri (European
Association of Science Editors-EASE) ve Yaymn Etigi Komitesi
(Committee on Publication Ethics-COPE) ve Ulusal Bilgi Standartlar
Orgiitit  (National Information Standards Organization) (NISO)
yonergelerini takip eder.

Etik ilkeler ve Feragatname

Dergimiz ‘Seffafik ve Akademik Yaymncilik En Iyi Uygulamalar
Ikelerine’ (Principles of Transparency and Best Practice in Scholarly
Publishing) (doaj.org/bestpractice) uygundur.

Dergiye yiiklenen makalelerin daha 6nce higbir yerde yaymlanmanus ve
yayin igin baska bir dergiye gonderilmemis olmasi gerekir. Tim
caligmalarda etik kurul onayr ve bu onamimn belgelendirilmesi
gerekmektedir. Tim ¢alismalarda yazarlarin ¢alismaya katki diizeyi ve
onay1 bildirilmelidir. Caliymada veri toplanmasi, deney asamasi, yazim
ve dil diizenlemesi dahil olmak {izere herhangi bir asamasinda finansal
¢ikar c¢atismast olmadig: bildirilmelidir. Caligmada varsa ticari
sponsorluk bildirilmelidir.

Mevlana Tip Bilimleri dergisinde yayimlanan yazilarda ifade edilen
ifadeler veya goriisler yazarlarin goriisleri olup, editérlerin, yayin kurulu
ve yayincinin goriislerini yansitmaz; editorler, yayin kurulu ve yayinci,
bu tiir materyaller igin herhangi bir sorumluluk veya ytikiimliiliik kabul
etmemektedir.

Biitiin makaleler editor ve yayin kurulu tarafindan en geg i ay igerisinde
sonuglandirilacaktir. Fakat elde olmayan gecikmelerden dolay: bu siire
uzayabilir.

Yayin Ucretleri

Yazarlardan Mevlana Tip Bilimleri dergisinde yayimlanacak makalelerin
gonderim, degerlendirme ve yayimlanma olmak {izere higbir agamasinda
ticret talep edilmez. Yazarlar dergiye gonderdikleri g¢aligmalar igin
makale islem ticreti veya gonderim iicreti 6demezler. Derginin tiim
giderleri Necmettin Erbakan Universitesi, Meram Tip Fakiiltesi
Dekanlig1 tarafindan kargilanmaktadir.

Dergi I¢erigine Erisim
Mevlana Tip Bilimleri dergisi, {ticretsiz, agik erisim politikas

benimsemektedir. Yaymlanan makalelerin ozetleri ve tam metinlerine
www.mevlanamedsci.org adresinden {icretsiz erisilebilir.

YAZARLARA BIiLGi

Mevlana Tip Bilimleri dergisi (Mev Med Sci), hakemli ve agik erisimli bir
dergidir. Dergi, Tip bilimi alaninadaki makaleleri hizi ve diizenli bir
sekilde yayinlamay: hedefler. Mevlana Tip Bilimleri dergisi, tip bilimine
ve akademik ¢aligmalara katkist olan editoryal yazilari, orijinal deneysel
ve klinik aragtirma makalelerini, derlemeleri, olgu sunumlarini, editore
mektuplari ve giincel tip konularina dair makaleleri yayinlar.

Makale gonderilerde dergimize ait yazim kurallarina dikkate alinmalidir.

Yazarhik

Mevlana Tip Bilimleri Dergisisine gonderilen ¢alismalarda yazar olarak
listelenen herkesin ICMJE (www.icmje.org) tarafindan onerilen yazarlik
kosullarini karsilamasi1 gerekmektedir. ICMJE, yazarlarin asagidaki 4
kosulu kargilamasini 6nermektedir:

1-Calisgmanin konseptine/tasarimina; ya da c¢alisma igin verilerin
toplanmasina, analiz edilmesine ve yorumlanmasina 6nemli katki
saglamis olmak;

2-Yazi taslagini hazirlamis ya da onemli fikirsel icerigin elestirel
incelemelerini yapmis olmak;

3-Yazinin yayindan onceki son halini gozden ge¢irmis ve onaylamis
olmak;

4-Caligmanin herhangi bir boliminiin gegerliligi ve dogruluguna
iliskin sorularin uygun sekilde sorusturuldugunun ve ¢oziimlendiginin
garantisini vermek amaciyla ¢aligmanin her yoniinden sorumlu olmay1
kabul etmek.

Yazar olarak belirtilen her kisi yazarligin dort kosulunu karsilamalidir
ve bu dort kosulu karsilayan her kisi yazar olarak tanimlanmalidir.
Yazar olarak atanan tiim kisiler yazarlik i¢in hak kazanmali ve hak
kazanan herkes listelenmelidir. Dort kriterin hepsini karsilamayan
kisilere makalenin baglik sayfasinda tesekkiir edilmelidir. Finansman
alimi, veri toplanmasi ya da arastirma grubunun genel gozetimi, kendi
baslarina, yazarligi hakli ¢ikarmaz . Bir ya da daha fazla yazar, galisma
baslangicindan yayinlanmis makaleye kadar, biitiin olarak ¢aligmanin
biitiinligiiniin sorumlulugunu tstlenmelidir.

Cok merkezli ¢aligmalarda yazarlik bir gruba atfedilir. Yazar olarak
adlandirilan grubun tiim tyeleri, yukaridaki yazarlik kriterlerini tam
olarak kargilamalidir. Bu kriterleri karsilamayan grup tyeleri, onaylar
ile birlikte onaylarinda listelenmelidir. Mali ve maddi destek de kabul
edilmelidir.

Mevlana Tip Bilimleri Dergisi ‘'nde yayinlanan makalelerde yapilan tim
aciklama ve gorigler, yazar(lar)in gorislerini yansitmaktadir.
Reklamlarin tim sorumlulugu reklam veren kuruluglara aittir.

Dergiye makale gonderen vyazarlar bu agiklamalari okumus ve
sorumlulugunu kabul etmis sayilirlar.

Tim igerik yazarlarin sorumlulugundadir. Ulusal ve uluslararas
kanunlarla korunan, sunulan tablo, sekil ve diger gorsel materyallerin
telif haklari ile ilgili tiim mali sorumluluk ve yasal sorumluluk yazarlara
aittir. Yazarlar makaleleriyle ilgili dergiye kars: ¢ikarilan her tiirli yasal
islemden sorumludur.
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Bilimsel katkilar1 ve sorumluluklari ve yaziyla ilgili ¢ikar catigmasi
(conflict of interest - COI) konularini agikliga kavusturmak i¢in, Yazar
Katki Formu'nun tiim boliimleri ilgili yazar tarafindan doldurulmali ve
ICMJE Potansiyel Cikar Catismalari i¢in Beyan Formu tim yazarlar
tarafindan ¢evrimigi olarak doldurulmalidir. Her iki form da, orijinal
sunum sirasinda yaziya dahil edilmelidir.

Yazar isimleri Telif Hakki Devir Formu'nda listelendigi igin
yayinlanacaktir. flgili tiim taraflari korumak igin, iyelikteki degisiklikler
veya daha sonraki bir tarihte isim degisikligi yapilmayacaktir.

Diizeltme ve Yayindan Geri Cekme Talepleri

Mevlana Tip Bilimleri Dergisi tarafindan yayimlanan makaleler nihai
versiyondur. Bu nedenle yayimlandiktan sonra diizeltme talepleri, Yayin
Kurulu tarafindan COPE  yonergelerine gore  degerlendirilir.

Yazar isimleri, baglantilar;, makale basliklari, 6zetler, anahtar kelimeler ,
herhangi ibr bilgi yanlis1 ve dijital nesne animlayicilardaki [digital object
identifier (DOI)] yazim hatalari, bir “erratum” ile birlikte diizeltilebilir.
Yayindan geri gekme talepleri de Editoriin onayina tabidir.

Makale Degerlendirme Siireci

Dergiye gonderilen makalelerin hizli bir sekilde degerlendirilmesi ve
yaymlanmasi hedeflenmistir. Tiéim makaleler ¢ift kor hakem
degerlendirme siirecine tabidir. Makaleler, icgerik, 6zgiinliik, alandaki
onem, istatistiksel analizin uygunlugu ve sonuglarin ¢ikarilmas i¢in iki
tarafsiz hakem tarafindan gozden gegirilecektir. Hakemler arasinda
tutarsizhiklar olmasi durumunda, makale {igiincti yada dérdiincii bir
hakeme gonderilebilecektir. Gonderilen makalelerin kabuliine iliskin
nihai karar, bag Editore aittir.

Hakemler tarafindan bildirilen ve yazarlar i¢in faydali olduklart
degerlendirilen yorum ve degerlendirmeler yazarlara génderilir. Hakemler
tarafindan yapilan talimat, itiraz ve talepler kesinlikle yerine getirilmelidir.
Yazinin gozden gegirilmis sekliyle yazarlar, hakemlerin taleplerine uygun
olarak atilan her adimu agik ve net bir sekilde belirtmelidir. Yazar agiklama
notlari, hakemlerin degerlendirme sirasina gore numaralandirilmig olarak
listelenmelidir. Ayrica makale icerisinde de gerekli degisiklikleri yapmali
ve bunlar1 makale igerisinde belirterek (boyayarak), revize edilmis makale
ve hakem  Onerilerine  verilmis  yanitlar1  igeren  formlar
www.mevlanamedsci.org adresinden titizlikle yiiklenmelidir.

Yazilarin Génderilmesi

Yazarlar Yaym Haklari devir Formunu sisteme yiiklemelidir. Tam
yazismalar sorumlu yazara gonderilecektir. Ilgili sorumlu yazarin, tiim
diger vyazigmalar ig¢in bir e-posta adresi bildirilmelidir. Yazarlar
makalelerininin alindigindan kendisine verilen numara ile haberdar
edilirler. Bildirilen makale numarasi yapilan tim yazismalarda
kullanilmalidir.Yazarlara beyan edilir ki; edit6r ofisinin ilk degerlendirmesi
sonucu okuyucunun menfaatine doniik olarak makalelerin igerigi
dolayisiyla makalesi geri iade edilebilir. Bu hizli reddetme siireci, yazarin
bagka bir yerde makalesini yaymnlanmasina olanak  saglar.
Mevlana Tip Bilimleri Dergisine makale gonderilmesi, tiim yazarlarin,
derginin yayin politikalarini ve yaym etigini okudugu ve kabul ettigi
anlamina gelir. Makale gonderimi ve ilgili diger tim islemler
www.mevlanamedsci.org adresinden online olarak yapilacaktir.

Yazilarin Hazirlanmasi:Yazarlarin, materyallerini géndermeden o6nce
asagidaki kurallar1 okumalar1 ve makalelerini bu kurallara uygun halde
sisteme yiiklemeleri gerekmektedir:

Genel yazi1 bigimi: Tiim makaleler, her tarafta 2,5 cm genisliginde kenar
bosluklar1 bulunan standart A4 boyutunda bir word dosyas: kullanilarak
yazilmali, kaynaklar , resim sekil ya da tablolar metinde gegis sirasina gore
numaralandirilmalidir. Metin, sol hizali ve heceli satir sonlar1 olmayan 12
puntolu bir fontta ¢ift bosluk kullanilarak ve Times New Roman
karakterinde yazilmalidir. Kelimeler arasinde ve ciimle noktas
sonrasinda tek bosluk birakmaya 6zen gosterilmelidir. Paragraf i¢in sol
girintiyi sekme tusulabir kez tiklayarak ayarlanmalidir. Ol¢iim birimleri
icin Uluslararasi Birimler Sistemi (SI) kullanilmalidir. Makalenin tim
sayfalar1 sayfa sonunda numaralandirilmalidir. Ttim yazilar Tiirk¢e yazim
kurallarna  uymal;, noktalama isaretlerine uygun olmalidir.
Tim makalelerde; Kapak sayfast, On yazi (cover letter), makale dosyast,
Sekiller ve Resimler, Telif Haklar1 Devir Formu, ve gerekli ise hasta onam
formu ayr1 dosyalar olarak yiiklenmelidir Kaynaklar, sekil tablo ve
resimler

Makale boliimleri hakkinda:

1-Kapak Sayfasi: Makalenin Tiirk¢e ve ingilizce tam baghgi ve 50'den
fazla karakter icermeyen Tiirkge kisa bir baslk, tiim yazarlarin agik
sekilde adlar1 ve soyadlari, ORCID numaralari, kurumlari, sorumlu yazar
ismi is veya cep telefonu, e-posta ve yazisma adresi belirtilmelidir
(Anadili Tiirkge olmayan yazarlarin yiikledigi Ingilizce makalelerde
Tiirkge Baslik ekleme sart: mevcut olmayip opsiyoneldir).Makale daha
once teblig olarak sunulmus ise teblig yeri ve tarihi belirtilmelidir.
Yazarlar ve kurumlari hakkindaki bilgiler baslik sayfasi haricinde ana
metinde (materyal metot boliimii dahil), tablolarda, sekillerde ve video
dokiimanlarinda yer almamalidir. Herhangi bir hibe ya da diger destek
kaynaklarinin detaylar;, Makalenin hazirlanmasina katkida bulunan
ancak yazarlik kriterlerini karsilamayan bireylere tesekkiir bolimi de
kapak sayfasina eklenmelidir.

2-Ana makale dosyass; 1. Baglik , 2. Tirkge 6zet ve anahtar kelimeler, 3.
Tngilizce Ozet ve anahtar kelimeler, 4. Makale ana bolimii, 5. Kaynaklar,
6. Tablolar ve agiklamalari, 7. Resim ve Sekil agiklamalar: ile birlikte resim
ve sekiller, 8. Alt yazilar seklinde dizilmelidir:

Bagslik:
Makale Word dosyasinda en bas kisimda makalenin yazim dilinde tek
uzun baghig: yer almalidir.

Ozet:

Editore Mektup haricinde tiim yazilar Tiirkce ve Ingilizce 6zet igermelidir
(Anadili Tiirkge olmayan yazarlarin vyiikledigi Ingilizce makalelerde
Tiirke Ozet ekleme sarti mevcut olmayip opsiyoneldir). Orijinal
aragtirma makalelerinin 6zetleri Amag, Yontemler, Bulgular ve Sonug alt
bagliklarini icermelidir. Ozetler; kaynak, sekil veya tablo numarasi
icermemelidir. Sozciik sayis1 ve ozellikler i¢in Tablo 1'deki veriler dikkate
alinmalidir.

Anabhtar sozciikler:

Ozelerin sonunda en az ii¢ ile en fazla alt1 anahtar sézciik bildirilmelidir.
Anahtar sozciikler kisaltmalar olmaksizin tam olarak listelenmeli
birbirinden virgiil yada noktal virgiil kullanilarak ayrilmalidir. Anahtar
kelimeler, “T1bbi Konu Bagliklarina (MESH)” uygun olmalidir (Bakiniz:
www.nlm.nih.gov/mesh/MBrowser.html).Ozetlerde ve basliklarda
uluslararas olarak bilinenler harig kisaltmalar kullanilmamalidir.
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Makalede kullanilacak kisaltmalar, miimkiinse ulusal veya uluslararas
kabul gormiis olmaly, ilk kullanildiginda metin i¢inde tanimlanmali ve
parantez icinde yazilmalidir. Daha sonra metin boyunca o kisaltma
kullanilmalidir. Yaygin olarak kabul edilen kisaltmalar ve kullanim i¢in
lutfen “Bilimsel Stil ve Bi¢im”e bakiniz. (https://
www.scientificstyleandformat.org/Home.html). Ana metinde Bir ticari
markali ilag, tirtin, donanim veya yazilim programi ana metinde yer
aldiginda, triin bilgisi, tirinin adini, trintin imalatgisini ve sirket ile
sirket merkezinin bulundugu iilkeyi asagidaki bicimde parantez iginde
verilmelidir: “Discovery St PET / CT tarayict (General Electric,
Milwaukee, WI, ABD).

Makale ana metni:

Giris: Konuyu ve ¢alismanin amacimi agiklayacak spesifik bilgilere yer
verilir.

Yontemler,Materyal/Metot: Etik kurul karari, ¢calismanin gergeklestirildigi
yer, zaman ve c¢alismanin planlanmasi ile kullanilan elemanlar ve
yontemler bildirilmelidir. Verilerin derlenmesi, hasta ve bireylerin
ozellikleri, deneysel ¢alismanin 6zellikleri ve istatistiksel metotlar detayli
olarak agiklanmalidir. Caliymaya alinanlar ve ¢aliymay1 yiritmek icin
kullanilan tim yontemler ayrintili olarak agiklanmalidir. Kullanilan yeni
veya modifiye yontemler ayrintili olarak agiklanmali kaynak belirtilmelidir.
Maglarin ve kimyasal ajanlarin dozlari, konsantrasyonlari, verilme yollar: ve
stiresi belirtilmelidir. Elde edilen verileri 6zetlemek ve Onerilen hipotezi
test etmek igin kullanilan tim istatistiksel yontemlerin kisa bir raporu,
istatistiksel olarak anlamli farklilik i¢in belirlenen p degeri Olgiitleri de
dahil olmak tizere bir alt baghk altinda sunulmalidir. Yapilan istatistiksel
degerlendirme ayrintih olarak agiklanmalidir. Olabildigince standart
istatistiksel yontemler kullanilmalidir. Nadiren kullanilmis veya yeni
istatistiksel yontemler kullanilmigsa konuya iliskin ilgili referanslar
belirtilmelidir. Gerekirse, olagandisi, karmagik veya yeni istatistiksel
yontemlerle ilgili daha ayrintihi agiklamalar, ¢evrimici ek veri olarak
okuyucular i¢in ayr1 dosyalarda verilmelidir.

Bulgular: Elde edilen veriler istatistiksel sonuglar: ile beraber ayrintili
olarak verilmelidir. Bulgular sekiller ve tablolar ile desteklenmelidir.
Rakam ve tablolarda verilen bilgilerin gerekli olmadik¢a metinde
tekrarlanmamalsina 6zen gosterilmelidir.

Tartigma: Calismanin sonuglar1 literatiir verileri ile karsilastirilarak
degerlendirilmeli, yerel ve/veya uluslararasi kaynaklarla desteklenmelidir.
Yaziyla alakasiz veya gereksiz genel bilgiler eklenmemeli, yazinin amacina
uygun yeterli uzunlukta olmalidir.

Kaynaklar:

Kaynaklar ayr1 bir sayfaya yazilmalidir. Kaynaklar Vancouver sistemine
uygun olarak belirtilmelidir. Buna gore, kaynak numaralari ciimle sonuna
nokta konmadan ( ) icinde verilmeli, nokta daha sonra konulmalidir.
Kaynak yazar isimleri ciimle i¢cinde kullaniliyorsa ismin gegtigi ilk yerden
sonra ( ) icinde kaynak verilmelidir. Birden fazla kaynak numarasi
veriliyorsa arasina “,”, ikiden daha fazla ardigik kaynak numarasi veriliyor
ise rakamlar1 arasma “-” konmalidir [6r. (1,2), (1- 3)gibi. Kaynaklar
metindeki kullanilis sirasina gore numaralandirilip listelenmelidir. Atif
dogrulugu, yazarin sorumlulugundadir. Kaynaklar orijinal yazim, aksan,
noktalama vb. ile tam olarak uyumlu olmalidir. Metin igindeki tim
kaynaklar  belirtilmelidir. ~ Kaynak listesinde = miikerrer  yazim
yapilmamalidir. Farkli yayimn tiirleri i¢in kaynak stilleri asagidaki
orneklerde sunulmustur:

Arastirma Makalesi: Kocakusak A, Yiicel AF, Arikan S. Karina nafiz delici
kesici alet yaralanmalarinda rutin abdominal eksplorasyon yonteminin
retrospektif analizi. Van Tip Dergisi 2006;13(3):90-6. Vikse BE, Aasard K,
Bostad L, et al. Clinical prognostic factors in biopsyproven benign
nephrosclerosis. Nephrol Dial Transplant 2003;18:517-23.

Tek Yazarli Kitaplar:Danovitch GM. Handbook of Kidney
Transplantation. Boston: Little, Brown and Company (Inc.), 1996: 323-8.
Kitap Boliimii: Soysal Z, Albek E, Eke M. Fetiis haklari. Soysal Z, Cakalir
C, ed. Adli Tip, Cilt IILIstanbul Universitesi Cerrahpasa Tip Fakiiltesi
Yayinlar, stanbul, 1999:1635-50.

Davison AM, Cameron JS, Griinfeld JP, et al. Oxford Textbook of
Clinical Nephrology. In: Williams G, ed. Mesengiocapillary
glomerulonephritis. New York: Oxford University Press, 1998: 591- 613.
Baskidan o6nce ¢evrim i¢i olarak yayimlanan dergi makalesi:
Dogan GM, Sigirct A, Akyay A, Uguralp S, Giiveng MN. A Rare
Malignancy in an Adolescent: Desmoplastic Small Round Cell Tumor.
Turkiye Klinikleri J Case Rep. 10.5336/caserep.2020-77722. Published
online: 31 December 2020.

Cai L, Yeh BM, Westphalen AC, Roberts JP, Wang ZJ. Adult living
donor liver imaging.DiagnIntervRadiol. 2016 Feb 24.doi: 10.5152/
dir.2016.15323. [Epub ahead of print].
Toplantt Raporlari: Bengisson S. Sothemin BG. Enforcement of data
protection, privacy and security in medical informatics. In: Lun KC,
Degoulet P, Piemme TE, Rienhoff O, editors. MEDINFO 92. Proceedings
of the 7th World Congress on Medical Informatics; 1992 Sept 6-10;
Geneva, Switzerland. Amsterdam: North-Holland; 1992. pp.1561-5.
Bilimsel veya Teknik Rapor: Cusick M, Chew EY, Hoogwerf B, Agrén E,
Wu L, Lindley A, et al. Early Treatment Diabetic Retinopathy Study
Research Group. Risk factors for renal replacement therapy in the Early
Treatment Diabetic Retinopathy Study (ETDRS), Early Treatment
Diabetic Retinopathy Study Kidney Int: 2004. Report No: 26.
Tez: Kaplan SI. Post-hospital home health care: elderly access and
utilization (dissertation). St Louis (MO): Washington Univ; 1995.
Web sayfasi ve Sosyal Medya araclari: Yazar. Baglik. Erisim linki: URL.
Erisim tarihi ve yili

Tablolar ve aciklamalari:

Tablolar, ana makale metinine dahil edilmelidir, kaynak listesinden sonra
sunulmali ve ayr bir sayfada olmalidir. Ana metinde yer alan siraya gore
numaralandirilmalidir. Her bir tablonun tizerine agiklayici bir bashk
konulmalidir. Tabloda kullanilan kisaltmalar, tablonun altinda
dipnotlarla tanimlanmalidir (ana metin igerisinde tanimlanmis olsa bile).
Tablolar kolay okunmasi igin agik bir sekilde diizenlenmelidir. Tablolarda
sunulan veriler, ana metinde sunulan verilerin tekrar1 olmamali, ancak
ana metni desteklemelidir.

Sekil ve Resimler:

Sekil, grafik ve resimler makale gonderim sistemi araciligiyla ayri
dosyalar (TIFF veya JPEG formatinda) halinde yiiklenmeli ilaveten ayr1
bir sayfada tablolardan sonra ana metin iginde de gosterilmelidir.
Sisteme ayr1 olarak yiiklenmeyen sadece makale igerisinde gegen resimler
kabul edilmeyecektir Sekil ve resimler mutlaka isimlendirilmeli ve
numaralandirilmali, metin  iginde swralamaya dikkat edilerek
belirtilmelidir. Ana metine eklenecek resim, sekil ve grafik altina
agiklamalar1 da eklenmelidir. Resimler minimum 300 dots per inch (dpi)
¢oztinirliigiinde ve net olmalidir. Sekil ve resim altlarinda kisaltmalar
kullanilmig ise, kisaltmalarin agilimi alfabetik siraya gore alt yazinin
altinda belirtilmelidir. Mikroskobik resimlerde bityiitme orani ve teknigi
agiklanmalidir.  Yayin kurulu, yazinin 6ziinti degistirmeden gerekli
gordugu degisiklikleri yapabilir. Sekil alt birimleri oldugunda, alt
birimler tek bir goriintii olugturmak i¢in birlestirilebilir. Sekiller, alt
birimleri gostermek igin isaretlenmeli ve her birinin aciklamalari (a, b, ¢,
vb.) yazilmalidir. Sekilleri desteklemek igin kalin ve ince oklar, ok uglar,
yildizlar, yildiz isaretleri ve benzer isaretler kullanilabilir. Makale igerigi
gibi sekiller de kor olmalidir. Bir birey ya da kurumu tanimlayabilecek
resimlerdeki olasi bilgiler anonimlestirilmelidir.
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Hasta fotografi paylagimlarinda kimligin birebir taninmamasina 6zen
gostermeli, hastaligi  belirlemeye yetecek yeterlilikte goriinti
paylagilmalidir. Hastanin kimligini agik eden resim paylagimlar igin,
hastanin resminin paylasimina izin verdigi onam formu sarttir.

Tablo 1. Makale tirlerine gore sinirlamalar

Makale trd Sozclk sinir Ozetsinir Kaynak sinir, Tablo siniri Sekil sinin

Arastirma Makelesi 3500 300 50 6 6
Derleme 5000 300 80 6 10
Olgu Sunumu 1500 200 15 3 5

Editore Mektup 1000 Ozeticermez 8 Tablo icermez Sekiligermez

Makale Tiirleri:Mevlana Tip Bilimleri Dergisi'nde asagida kisaca
agiklanan makale tiirleri yayinlamaktadur:

Arastirma Makaleleri: Orijinal arastirmalara dayanan yeni sonuglar
saglayan en 6nemli makale tiiriidiir. Orijinal makalelerin ana metni Giris,
Yontemler, Bulgular, Tartigma, Sonu¢ ve Kaynaklar alt baghklariyla
yapilandirilmalidir. Sézciik sayisi ve Ozellikler icin liitfen Tablo 1'e
bakiniz.Istatistiksel analiz genellikle sonuglari desteklemek icin gereklidir.
Istatistiksel analizler uluslararasi istatistik raporlama standartlarina uygun
olarak yapilmahdir (Altman DG, Gore SM, Gardner MJ, Pocock S]J.
Statistical guidelines for contributors to medical journals. Br Med ]
1983:7;1489-93). Istatistiksel analizler hakkinda bilgi Materyaller ve
Yontemler boliimiinde ayri bir alt baslik ile saglanmali ve siire¢ boyunca
kullanilan istatistiksel yazilim belirtilmelidir. Birimler Uluslararasi
Birimler ~ Sistemine  (SI) uygun  olarak  hazirlanmalidir.
Makalenin kisithliklari, sakincalar ve eksik yonler, sonu¢ paragrafindan
once Tartigma bolimiinde belirtilmelidir.

Derleme Makaleleri: Yeterli sayida bilimsel makaleyi tarayip, konuyu
bugiinkii bilgi ve teknoloji diizeyinde 6zetleyen, degerlendirme yapan ve
bulgular1 kargilagtirarak yorumlayan yazilar olmalidir. Temel ve
uygulamali bilim alanlarinda tim gelismeleri ile birlikte son bilimsel
caligmalardaki teknik ve uygulamalar degerlendirilir. Belirli bir alan
hakkinda kapsamli bilgi sahibi olan ve bilimsel gegmisi yiiksek atif
potansiyeli olan yazarlar tarafindan hazirlanan derlemeler dergimiz
tarafindan kabul edilecektir. Bu yazarlardan makale kabul sekli davet
yontemiyle de olabilir. Ana metin Giris, Klinik ve Arastirma Sonuglar1 ve
Sonug boliimlerini igermelidir. Sozciik sayist ve ozellikler igin litfen
Tablo 1'e bakiniz.

Olgu Sunumlar:: Tani ve tedavide zorluk teskil eden, yeni tedaviler sunan
veya literatiirde yer almayan bilgileri ortaya koyan nadir olgu veya
durumlar hakkinda egitici olgu sunumlar1 dergimizde yaymlanmak igin
kabul edilir. Olgu sunumu, Giris, Olgu Sunumu ve Tartisma alt
bashklarini icermelidir. Ilging ve sira digt resimler degerlendirme
stirecinde bir avantajdir. Hasta tanimlayici resimlerde hasta kimligi agik
ediliyorsa resmin paylasiminaizin veren hasta onami mutlaka olmalidir.
Sozcik sayist  ve Ozellikler igin lutfen Tablo 1'e bakiniz.
Editére Mektuplar: Bu yazi tiiri, daha 6nce yaymlanmis bir makalenin
onemli kisimlarini, gézden kagan yonlerini veya eksik kisimlarin: tartigir.
Derginin dikkatini ¢ekebilecek konular basta olmak tizere, okuyucularin
dikkatini ¢ekebilecek konular hakkinda makaleler, ozellikle egitici
konularda Editore Mektup seklinde sunulabilir. Okuyucular, yayinlanmis
yazilar hakkindaki yorumlarini Editore Mektup olarak da sunabilirler.

Editore mektuplar;Ozet, Anahtar Sozciikler ve Tablolar, Sekiller,
Goriintiller ve diger medya eklenmemelidir. Metin alt baglklar:
igermemelidir. Sozciik sayisi ve ozellikler igin litfen Tablo 1'e bakiniz.

Sorumluluk Reddi

Mevlana Tip Bilimleri Dergisi bagimsiz ve ii¢ ayda bir yaymlanana
bilimsel bir dergidir. Ucretsiz olarak basilmaktadir. Dergide ifade edilen
gortgler, sponsor ila¢ sirketlerinin kendi yaymlanmig literatiiriinii
yansitmayabilir. Dergide yer alan bir sirketten bahsetmek teklif veya
talep nedeni degildir.Hakem Raporu Sonrasinda Degerlendirme
Yazarlar hakem raporunda belirtilen diizeltme istenen konulari
maddelendirerek bir cevap olarak kendilerine ayrilan cevap boliimiine
yazmalidirlar ve ek bir dosya seklinde www.mevlanamedsci.org .
adresinden yiiklenmelidir. Ayrica makale igerisinde de gerekli
degisiklikleri yapmali ve bunlar1 makale igerisinde belirterek
(boyayarak) online olarak tekrar gonderilmelidir.

Son Kontrol

1. Yaymn hakki devir ve yazarlarla ilgili bildirilmesi gereken konular
formu geregince doldurulup imzalanmas,

2. Ozet makalede ve olgu sunumunda gerekli kelime sayilar1 agilmamis
3. Yeterli sayida anahtar kelime eklenmis,

4. Baglik Tiirkge ve Ingilizce olarak yazilmis,

5. Kaynaklar kurallara uygun olarak yazilmus,

6. Tablo, resim ve sekillerde biitiin kisaltmalar agiklanmig olmalidir.

Online Yiikleme Basamaklar1

https://www.mevlanamedsci.org sayfasinda;

1. Makale tiirii *

2. Tiirkge ve Ingilizce bashk *

3. Kisa baslik *

4. Tiirkge ve Ingilizce 6zet*

5. Tiirkge ve Ingilizce anahtar kelimeler *

6. Yazarlar®

7. Hakem onerileri’

8. Yiiklenmesi gerekli béliimler (On mektup, word makale dosyast,
Kapak sayfasi, copyright formu, ek dosyalar (resim, sekil ve tablolar)
etik kurul belgesiv(arastirma makalelerinde) seklinde 9 basamakta
tamamlanmalidir.
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Saygideger Okurlar;

Mevlana Tip Bilimleri Dergimizin Agustos 2023 sayisini ilginize sunuyoruz. NeiiPress ¢atist altinda
profesyonel bir sekilde yayin hayatimizi stirdiiriityoruz. Calismalarinin yayinlanmasi i¢in dergimizi
tercih eden degerli yazarlarimizin makalelerini titiz bir hakemlik siireci ve editoryal degerlendirmeler
ardindan dergimizde yaymnlamaya devam ediyoruz. Yayin politikamiz, bilimsellik, 6zen ve kalite
tizerine kuruludur. Yayin siireglerimizi bu cergevede siirdiirmekte ve ortaya koydugumuz kaliteden
taviz vermeden bilimsel literatiire katki yapmaya devam etmekteyiz. Amacimiz; bu disiplinle devam
ederken kaliteli bilimsel indekslerde yer almak ve yayinlarimizin daha genis tabanli olarak
ulagilabilirligini saglamaktir. Kurum i¢i yazarlarimiz yanisira kurum dis1 ¢ok sayida yazarin tercih
ettigi bir dergi olmaktan dolayr mutluyuz.

Yayinda olan Agustos 2023 sayimizda; 6 arastirma makalesi, bir derleme ve 4 olgu sunumu
bulunuyor.

Aksiller lenfadenopatili olgularda patolojik tanilarin analizi makalemizin, aksillada lenf nodu
bliytimesi ile gelen hastalarimizin olasi tanilar1 hususunda 1s1k tutacagmni disiiniiyorum.
Tocilizumab'in  kritik covid-19 vakalarindaki etkilesimini ele alan aragtirma ve laboratuvar
parametreleri ve prognostik skorlarin yogun bakim {initesinde coronaviriis hastaligi-19 hastalarina
yapilan kardiyopulmoner resiisitasyonda etkisinden bahseden makalelerimiz pandemi sona ermesine
karsin boyle donemlerde karsilagilabilecek sorunlara kars: yapilmasi gerekenleri ele almaktadur.

15, 16 ve 17 yasindaki ¢ocuklarin ilgili psikososyal gelisim o6zelliklerini ortaya koyarak, bu yas
grubunun saglik problemlerinin hangi kliniklerde yapilmasi gerektigini analiz eden ¢alismamiz saglik
hizmetlerinde sorun yaganan bu alanina 151k tutmaktadur.

“Meniere hastalarinda intratimpanik gentamisin enjeksiyonunun vertigo kontroliinii saglamadaki
etkinligi” ve “servikal preinvaziv lezyonlarin yonetimi hakkinda kadin hastaliklar1 ve dogum
uzmanlarinin genel goriis ve tutumlart” hakkindaki arastirma makalelerimizin, dis hekimligi
mesleginde {i¢ boyutlu diisiinme ve mental rotasyon becerilerinin 6nemini ele alan derlememizin ve
birbirinden ilging dort olgu sunumumuzun ilginizi ¢ekecegini diisiiniiyorum.

Her sayimizda oldugu gibi bu sayimizda da makaleleri i¢in dergimizi tercih eden yazarlarimiza,
stirecin en 6nemli kahramanlar1 olan hakemlerimiz ve editér kurulumuza ve destekleri icin Necmettin
Erbakan Universitesi Bilimsel Yayinlar koordiintorliigiimiize ¢ok tesekkiir ederim.

Saygilarimla,
Dog¢.Dr.Pembe Oltulu

Editor
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OZET

Amag: Bu ¢alismada, erigkinlerde aksiller lenfadenopati yapan benign ya da malign nedenlerin lenf nodu
say1sl1 ve ¢apl, yas, cinsiyet ve hastanin malignite 6ykiisii ile iligkili olup olmadigini saptamay1 amagliyoruz.
Gereg ve Yontemler: Bu retrospektif ¢aligmaya hastanemize koltuk altinda sislik sikayeti ile bagvuran ve
patolojik lenf nodu saptanan 264 hasta dahil edildi. Olgular patolojik tanilarina gére kategorize edilerek
belirtilen kriterler agisindan karsilagtirildi.

Bulgular: Tanilar 134 (%50,8) olguda benign, 130 (%49,2) olguda malign olarak saptandi. Lenf nodu ¢ap1
ile taninin benign veya malign olmas: arasinda istatistiksel olarak anlamli bir iliski saptandi (p=0,004).
Kadinlarda sirasiyla benign degisiklikler (%59,5), metastazlar (%24,5), lenfomalar (%16) goériliirken
erkeklerde lenfomalar (%47,5), benign degisiklikler (%36,6) ve metastazlar (%15,9) gorildii.

Sonug: Aksiller lenfadenopatiler %50,8 benign durumlar, %27,9 lenfomalar, %21,3 metastazlar nedeniyle
karsimiza ¢ikar. Malign nedenlere yash erigkinlerde ve lenf nodu biiyidiik¢e daha sik rastlanir.
Unutulmamalidir ki malignite nedeniyle izlenen hastalarda aksiller lenfadenopatinin nedeni reaktif
olabilecegi gibi niiks veya ikinci bir malignite bulgusu da olabilir.

Anahtar Kelimeler: Aksilla, lenfadenopati, lenfoma, metastaz
ABSTRACT

Aim: In this study, we aimed to determine the causes of axillary lymphadenopathy in adults, and to
determine whether benign or malignant causes are related to the number and diameter of lymph nodes,
age, gender, and malignancy history of the patient.

Materials and Methods: This retrospective study included 264 patients who presented at our hospital with
the complaint of underarm swelling and were determined with a pathological lymph node. The cases were
categorised according to the pathological diagnoses, and compared with the specified criteria.

Results: The diagnoses were reported as benign in 134 (50.8%) cases and malignant in 130 (49.2%). A
statistically significant correlation was determined between lymph node diameter and the diagnosis being
benign or malignant (p=0.004). Benign changes (59.5%), metastases (24.5%), lymphomas (16%) were seen
in females, respectively, while lymphomas were observed in males 47.5%, benign changes (36.6%) and
metastases (15.9%).

Conclusion: Axillary lymphadenopathy occurs due to benign conditions in 50.8%, lymphomas in 27.9%,
and metastases in 21.3%. Malignant causes become more prominent in older adults and as the lymph node
grows in size. It must not be forgotten that just as the growth of axillary lymph nodes may be reactive in
patients followed up because of malignancy, it may also be a sign of recurrence or second malignancy.
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INTRODUCTION

Lymphadenopathy (LAP) is the general name given to the
changes in number, size, and shape occurring in the lymph
nodes for any reason. Lymphadenopathies may develop
associated with benign causes such as infectious agents,
reactive conditions, autoimmune connective tissue diseases
etc. and also malignant causes such as metastatic diseases
and lymphomas (1,2). In addition, some primary tumours
may not be able to be determined with imaging methods and
present with LAP. Sometimes the primary focus of tumours
such as malignant melanoma and germ cell tumours is
exhausted or regressed and they are determined with lymph
node involvement (3). The majority of lymphadenopathies
in children and young adults develop associated with viral
or bacterial infections, and in adults the main cause of
lymphadenopathy is malignant diseases (4).

The vast majority of published studies on this subject
are related to whether or not a tumour is determined in the
sentinel lymph nodes in patients with breast cancer. However,
there are more different and complex causes in the differential
diagnosis of non-sentinel axillary LAPs (5). There are few
studies in literature that have examined the histopathological
differential diagnosis of non-sentinel lymph nodes, and those
studies have included low numbers of patients. The aim of this
study was to be of help in using laboratory, radiological and
pathological facilities in the most effective way to reach the
diagnosis, by determining the causes that should first come to
mind according to age and gender in patients presenting with
axillary LAP. It was also aimed to determine what clues are
given about the etiology by patient age, gender, and clinical
history, and the size or number of excised lymph nodes.

MATERIALS AND METHODS

This retrospective study conducted in the Pathology
Department of Antalya Training and Research Hospital
included 264 patients of all ages who presented at the hospital
in the last eight years with the complaint of underarm swelling
and were determined with a pathological lymph node (>1 cm)
following clinicoradiological examinations. The pathological
lymph node was excised to investigate the etiology of axillary
LAP in these patients. The patients included in the study were
those with a known malignancy and those who developed
axillary LAP during the follow-up period. Patients were
excluded from the study if axillary lymph node dissection
was performed at the same time as primary diagnosis, if
mastectomy was performed because of breast carcinoma or
dissection was applied to mastectomised axillary lymph node,
or those with sentinel lymph node dissection.

The cases were categorised according to the pathological
diagnoses, and investigations were made as to whether the
age, gender, oncological history, and number and diameter of
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lymph nodes were associated with the diagnoses. When the
diagnosis was malignant, the radiology reports were examined
to determine whether or not tumour cells had spread to other
lymph nodes or organs in the body.
Statistical Analysis

Data obtained in the study were analyzed statistically
using SPSS vn. 24 software (Statistical Package for Social
Sciences version 24, IBM, Armonk, NY, USA). Patients with
missing values in an outcome variable were excluded from any
analysis on that variable. Descriptive statistics were expressed
as mean, standard deviation (SD), minimum-maximum
values, frequency, and percentile. Conformity of the data to
normal distribution was assessed using the Kolmogorov-
Smirnov test. As the data did not show normal distribution,
non-parametric tests were applied to numerical variables.
The Mann Whitney U-test, Kruskal Wallis test, and Chi
Square tests were used to evaluate the relationships between
parameters. Pearson correlation analysis was applied. A value
of p<0.05 was considered statistically significant with a 95%
confidence level.

RESULTS
Age and Gender

Evaluation was made of 264 patients comprising 163
(61.8%) females and 101 (38.2%) males, giving a female:
male ratio of 1.6:1. The mean age of all the patients was
53.94+16.83 years, as mean 54.2+16.04 years in females, and
mean 53.36+18.11 years in males. A statistically significant
correlation was determined between gender and benign
or malignant pathological diagnosis. Of the causes of
lymphadenopathy, malignant diagnoses were determined at a
higher rate in males.
Lymph node diameter, number, and spread

The diameter of the lymph nodes removed was found to
be mean 2.96+1.60 cm (min. 1 cm, max. 15 cm). The diameter
of the excised lymph nodes was determined to be mean
2.64+1.22 cm in cases with a benign diagnosis and 3.26+1.87
cm in cases with a malignant diagnosis. The diameter of
axillary lymph nodes diagnosed as malignant in males was
found to be statistically significantly larger (p=0.013). A
statistically significant correlation was determined between
lymph node diameter and benign or malignant diagnosis
(p=0.004, z=-2.865). The lymph node diameter was found to
be larger in cases with a malignant diagnosis than in those
with a benign diagnosis (Table 1).
Oncological history

Of the total 264 cases, 194 (73.4%) had no history
of known malignancy. Of the 70 patients with known
malignancy, the previous diagnoses were breast carcinoma
in 32 (11.7%), lymphoma in 19 (7.1%), malignant melanoma
in 4 (1.5%), and other carcinomas in 15 (5.3%). The invasive
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Table 1. Clinical features of axillary lymphadenopathies in cases

Gender Localization Number Diameter(cm)
Unilateral Bilateral Total Single Multiple Total
Female Benign 69 (%71.1) 28 (%28.9) 97(%100) 9 (%40.2) 58 (%59.8) 97(%100) 2.66+1.28
Malign ~ 47(%71.2) 19(28.8) 66(%100) 15(%22.7)  51(%77.3) 66(%100) 2.90+1.27
Male  Benign  26(%68.4) 12(%31.6) 38(%100) 16(%42.1)  22(%57.9) 38(%100) 2.60+1.06
Malign  27(%42.9) 36(%57.1) 63(%100) 12(%19) 51(%81) 63(%100) 3.64+2.29

carcinoma diagnoses of the 32 patients with previous breast
carcinoma were invasive ductal carcinoma (n:22), invasive
lobular carcinoma (n:7), medullar carcinoma (n:2), and
apocrine carcinoma (n:1). The previous diagnoses of the 19
patients with lymphoma were Hodgkin lymphoma (n:7),
diffuse large B-cell lymphoma (n:4), follicular lymphoma
(n:3), chronic lymphocytic lymphoma (CLL) (n:3), marginal
zone lymphoma (n:1), and Burkitt lymphoma (n:1). The
primary tumours categorised as other carcinomas were GIS-
origin carcinoma (n:4), squamous cell carcinoma (n:2), lung
adenocarcinoma (n:2), infiltrative urothelial carcinoma (n:2),
basal cell carcinoma (n:1), endometrium carcinoma (n:1),
renal cell carcinoma (n:1), thyroid papillary carcinoma (n:1),
and seminoma (n:1).
Pathological diagnoses

Of all the cases in the study, 134 (50.8%) were reported as
benign (figure 1), and 130 (49.2%) as malignant (Table 2). Of
the axillary lymph nodes diagnosed as malignant, lymphomas
(figure 2) were determined in 56.9%, and metastases (figure

3) in %43.1. Pathological diagnoses by gender are shown in
Table 3.

In female patients with no oncology history, reactive
lymph node hyperplasia (44.7%), lymphoma (17%),
malignant epithelial tumour metastasis (16.3%), non-
necrotising granulomatous lymphadenitis (7.3%), necrotising
granulomatous lymphadenitis (3.3%) were determined. In
the female patients with an oncology history, the diagnoses
were reactive lymph node hyperplasia (43.5%) malignant
epithelial tumour metastasis (43.5%), lymphoma (10.9%) and
non-necrotising granulomatous lymphadenitis (2.1%). In the
male patients with no oncology history, the diagnoses were
lymphoma (48.9%), reactive lymph node hyperplasia (26.3%),
malignant epithelial tumour metastasis (7.5%), malignant
melanoma metastasis (2.5%), rhabdomyosarcoma metastasis
(2.5%), neuroendocrine carcinoma metastasis (1.3%) and
other benign causes.

In the male patients with a known oncology history, the
diagnoses were lymphoma (37.6%), reactive lymph node

Table 2. Histopathological diagnosis of excised axillary lymph nodes

Pathological diagnoses

Number of cases Percent %

Benign
Reactive lymph node hyperplasia
Non-necrotising granulomatous lymphadenitis
Necrotising granulomatous lymphadenitis
Tuberculous lymphadenitis
Sinus histiocytosis
Dermatopathic lymphadenopathy
Foreign body associated lymphadenitis
Cat scratch disease
Castleman's disease
AIDS-related lymphadenitis
Progressive transformation of germinal centers
Malign
Metastatic carcinomas
Breast carcinoma
Lung carcinoma
GIS-origin carcinoma
Squamous cell carcinoma
Renal cell carcinoma
Lymphoma
Hodgkin lymphoma
Non-Hodgkin lymphoma
Metastatic malignant melanoma
Rhabdomyosarcoma metastases

98 37.1
11 4.1
6 2.2
4 1.5
5 1.8
4 1.5
1 0.3
1 0.3
2 0.7
1 0.3
1 0.3
37 14
7 2.6
3 1.1
2 0.7
1 0.3
19 7.1
55 20.9
4 1.5
2 0.7
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Pathologic diagnoses of axillary lymphadenopathies

Figure 1. Benign diagnoses in axillary lymph nodes
A. Reactive lymph node hyperplasia (H&E, x100)
B. Dermatopathic lymphadenopathy (H&E, X40) C.
Necrotising granulomatous lymphadenitis (H&E, x40)
D. Non-necrotising granulomatous lymphadenitis
(H&E, x100).

hyperplasia (33.3%), malignant epithelial tumour metastasis
(12.5%), malignant melanoma metastasis (8.3%), non-
necrotising granulomatous lymphadenitis (4.2%), and AIDS-
related lymphadenitis (4.2%). Metastases determined in the
screenings of patients after pathological diagnosis. In the
screenings of the patients diagnosed with breast carcinoma

Figure 2. Cases diagnosed with lymphoma in the axillary
lymph node. A. Hodgkin lymphoma (x200), positive for
Fascin. B. Diffuse large B-cell lymphoma (x200), positive
for CD20 C. Follicular lymphoma, Grade 3 (x100),
positive for BCL2. D. Chronic lymphocytic lymphoma
(x100), positive for CD5.
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Figure 3. Cases with metastasis to axillary lymph
nodes. A. Metastatic breast carcinoma, positive for
Mammoglobulin. B. Metastatic lung adenocarcinoma,
positive for Napsin A. C. Metastatic colon
adenocarcinoma, positive for CDX2. D. Metastatic
malignant melanoma, positive for HMB45. (Original
magnification x40)

metastasis following axillary lymph node excision, bone
metastasis was determined in three, brain metastasis in
two, lung metastasis in two, and widespread lymph node
involvement in the whole body in one. In five of these eight
patients, breast carcinoma was diagnosed for the first time
due to the axillary lymph node excision.

Lung, brain, bone and liver metastases were detected
in patients with malignant melanoma metastases. Brain,
bone marrow, bones and surrenal gland metastases were
determined in patients with lung carcinoma metastases. In the
screenings of patients diagnosed with lymphoma, metastases
were determined in the bone marrow, spleen, bone, lung and
liver.

DISCUSSION

The vast majority of studies of lymphadenopathy etiology
in Turkey have been conducted on the paediatric age group
(6,7). In studies of adults, lymphadenopathies in other regions
of the body have been included and the axillary region has
been studied in lower numbers of samples (3,8). The current

Table 3. Distribution of benign and malignant

pathological diagnoses by gender

Gender Benign Malign Total
Primer Metastasis

Female 97 (%59.5)  26(%16) 40(%24.5)  163(%100)

Male 37(%36.6)  48(%47.5)  16(%15.9)  101(%100)
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study focussed on the causes of lymphadenopathy only in the
axillary region with a large number of patients.

In a study by Giil et al.(8) investigating the causes of
peripheral lymphadenopathy in adulthood, 67 cases were
evaluated and axillary LAP was present in 36 patients. The
pathological diagnoses were grouped in order of frequency as
malignancies, caseified granulomatous lymphadenites, non-
specific lymphadenites, and other causes. The distribution
of malignancies was reported as Non-Hodgkin lymphoma
(16.4%), Hodgkin lymphoma (10.4%), and metastases (7.5%).
In another study which investigated the primary tumour
focus of metastatis in lymph nodes, the tumours metastising
to axillary lymph nodes in 6 patients who presented with LAP
were found to be malignant melanoma, breast carcinoma,
ovarian serous carcinoma, and papillary thyroid carcinoma,
respectively (3). In the current study of 264 patients with
axillary LAP, benign changes were determined in 50.8%,
lymphomas in 27.9%, and metastases in 21.3%. A diagnosis
was made of Non-Hodgkin lymphoma in 20.8% of the
lymphomas and Hodgkin lymphoma in 7.1%.

There are very few studies in literature that have examined
non-sentinel axillary lymph nodes (9,10). In a study by
Schwab et al.,(9) 51 female patients were evaluated with no
mass determined in the breast on USG or mammography, but
with suspicion of lymph node in the axilla. Benign causes were
determined in 33 of these patients and malignant causes in
18. Of the 33 patients determined with benign changes, these
were determined to be non-specific inflammatory changes
in 18, tuberculosis in four, HIV lymphadenopathy in two,
and other causes in nine (SLE, cat scratch disease, chronic
granulomatous lymphadenopathy).

In the current study, the benign changes observed in
134 (50.8%) of the 264 cases without gender differentiation
were reactive lymphoid hyperplasia (37.1%), non-
necrotising granulomatous lymphadenitis (4.1%), necrotising
granulomatous lymphadenitis (2.2%), sinus histiocytosis
(1.8%), tuberculosis lymphadenitis (1.5%), dermatopathic
lymphadenopathy (1.5%), foreign body-related lymphadenitis
(0.3%), Castleman disease (0.7%), cat-scratch disease (0.3%),
AIDS-related lymphadenitis (0.3%), and germinal center
transformation (0.3%).

In an extensive cohort study of 1165 non-sentinel axillary
lymph nodes, Huang et al.(8) reported benign changes
(41.2%), breast carcinoma (37.8%), lymphoma (16.7%), other
carcinomas (2.4%), metastatic melanoma (1.5%), and sarcoma
(0.4%) in females, and lymphoma (61.8%), benign changes
(23.6%), metastatic melanoma (8.7%), other carcinomas
(4.4%), breast carcinoma (0.9%), and sarcoma (0.6%) in males.
Similarly in the current study, benign changes (n:97, 59.5%),
metastases (n:40, 24.5%), and lymphoma (n:26, 16%) were
observed in females, and lymphoma (n:48, 47.5%), benign
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changes (n:37, 36.6%) and metastases (n:16, 15.9%) in males.

In a study of 62 patients with no abnormal breast lesion,
Ogawa et al.(5) reported malignant lymphadenopathy in two-
thirds of the patients and benign changes in one-third. Bello
et al.(11) studied 59 patients who presented with axillary
mass and no history of breast cancer, and determined the
causes of the axillary mass to be congenital in eight (13.6%)
patients, reactive/infectious in 20 (34.6%), and neoplastic in
31 (52.5%). Of the 11 patients with non-Hodgkin lymphoma,
seven were found to have diffuse large B-cell lymphoma,
two lymphoblastic lymphoma, one small lymphocystic
lymphoma, and one Burkitt lymphoma. Metastatic carcinoma
was determined in five (16.1%) cases, and the primary focus
of these was found to be the nasopharynx (n:2), the lungs
(n:1), thyroid (n:1), and oesophagus (n:1). In the current
study, of the 74 cases with a diagnosis of lymphoma, 19
were diagnosed with Hodgkin lymphoma and 55 with non-
Hodgkin lymphoma. The distribution of the non-Hodgkin
lymphoma diagnoses was follicular lymphoma (n:20), diffuse
large B-cell lymphoma (n:15), small lymphocytic lymphoma
(n:6), marginal zone lymphoma (n:4), anaplastic large cell
lymphoma (n:4), mantle zone lymphoma (n:3), Burkitt
lymphoma (n.2), and peripheral T-cell lymphoma (n:1).
Metastasis was determined in 56 of the axillary lymph nodes
in the current study. Of these cases, the primary focus in 50
(18.9%) of the metastatic carcinomas was the breast (n:37,
14%), lungs (n:7, 2.6%), GIS (n:3, 1.1%), skin (n:2, 0.7%)
and kidney (n:1, 0.3%). The other six cases of metastasis
were metastasis of malignant melanoma in four cases and of
rhabdomyosarcoma in two.

It must not be forgotten that just as the growth of axillary
lymph nodes may be reactive in patients followed up because
of malignancy, it may also be a sign of recurrence or second
malignancy. For example in a case in the current study with
a history of signet ring cell carcinoma in the stomach, breast
carcinoma metastasis was determined in the axillary lymph
node. In another of the current study cases with a history of
infiltrative urothelial carcinoma in the bladder, the axillary
lymph node diagnosis was reported as follicular lymphoma.
Of the 32 patients with previously known breast carcinoma,
breast carcinoma metastasis was observed in 17 (53.1%),
reactive lymphoid hyperplasia in 12 (37.5%), SLL in 2 (6.3%),
and marginal zone lymphoma in 1 (3.1%). Of the 19 patients
with previously known lymphoma, reactive lymph node
hyperplasia was determined in 7 (36.8%), non-necrotising
granulomatous lymphadenitis in 1 (5.3%), AIDS-related
lymphadenitis in 1 (5.3%), Hodgkin lymphoma in 6 (31.6%),
CLL in 2 (10.5%), diffuse large B-cell lymphoma in 1 (5.3%),
and follicular lymphoma in 1 (5.3%).

The axillary lymph node dissections or sentinel lymph
node excisions were not performed in this study because of
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breast carcinoma, but to evaluate patients who presented with
the complaint of under-arm swelling and were determined
with pathological lymphadenopathy. This is the first study
in literature to present the pathological diagnoses of axillary
LAP together with age, gender, oncological history, diagnosis
and distribution of the lymph nodes, and the results of patient
body scanning after the diagnosis.

In conclusion, the results of this study demonstrated that
malignant causes become more prominent in older adults and
as the lymph node grows in size. Metastases were observed
to be the most common malignant causes in females, and
lymphomas in males. Sometimes the presence of malignancy
is first signalled with the excision of the pathological axillary
lymph node. In these patients, screening should be performed
rapidly and treatment should be started. In the approach
to patients, knowing previously diagnosed malignancies
will help in the effective use of histopathological and
immunohistochemical methods at the diagnosis stage and
thus a result can be reached in a short time. However, it must
be kept in mind that secondary malignancies can develop in
these patients.

Etik Kurul: This study was reviewed and approved by the ethics committee
of Antalya Training and Research Hospital (Approval number: 11/ 16, Date:
23/07/2020).

Cikar Catigmast: Caligmada herhangi bir ¢ikar ¢atismast yoktur.

Finansal Cikar Catigmasi: Calismada herhangi bir finansal ¢ikar ¢atismast
yoktur.
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OZET

Amag: COVID-19 hastalarinin yaklagik tigte biri kritik hastalia yakalanmaktadir. Modifiye Glasgow
prognostik skoru(mGPS) ve modifiye sistemik inflamasyon skoru(mSIS), sistemik inflamasyonu gosterir.
Bu galismanin amaci, COVID-19 olan ve kardiyopulmoner resiisitasyon(CPR) girisiminde bulunan
hastalarda kan degerlerinin karsilagtirilmasiyla mGPS, mSIS ve CPR sonucu(spontan dolagimin geri
doniisii ya da 6liim) arasindaki iliskiyi degerlendirmektir.

Gereg ve Yontem: COVID-19 nedeniyle yogun bakimda yatis1 gereken ve CPR uygulanan 65 hasta geriye
doniik olarak tarandi. Hastalar CPR sonrasi 6len hastalar: kapsayan GroupEX (n=45) ve spontan dolagimin
geri dontisi saglanan hastalar1 kapsayan GroupROSC (ROSC) (n=20) olarak iki gruba ayrildi. Hastalarin
mGPS ve mSIS degerleri hesaplandi.

Bulgular: GrupROSC’ da nétrofil yiizdesi, INR ve bilirubin anlamli diigitk; monosit yiizdesi ve albumin
anlamli yiiksek olarak saptandi (p< 0.001, p=0.01, p=0.04, p=0.01, p=0.004, p<0.001 sirasiyla). Ek olarak,
iki grup arasinda mGPS' de anlamli bir fark vardi (p=0,032). ROC analizinde mSIS ve mGPS, GroupEX'te
daha yiiksek puanlar gdsterdi. mSIS duyarlilig1 ve 6zgilligii sirasiyla %83,7 ve %68,4 (p=0,34) ve mGPS
duyarlilig: ve 6zgilliigii sirasiyla %95,3 ve %68,4 (p=0,09) olarak saptandi.

Sonug: Sonuglarimiza gére mGPS ve mSIS, CPR sonu¢ tahminine katkida bulunabilir.

Anahtar Kelimeler: COVID-19, mGPS, mSIS, serum biyokimyasi, resiisitasyon
ABSTRACT

Aim: COVID-19 causes critical illness in nearly one-third of patients. Modified Glasgow prognostic score
(mGPS), and modified systemic inflammation score (mSIS) indicate systemic inflammation. The aim of
this study was to assess the association between mGPS, mSIS and cardiopulmonary resuscitation(CPR)
result(return of spontaneous circulation or death), through the comparison of blood test results among
patients with COVID-19 and attempted CPR.

Material and Methods: Sixty-five patients who required hospitalization in an ICU due to COVID-19,
and attempted CPR were screened retrospectively. Patients were separated into two groups; GroupEX
covering deceased patients(n=45), and GroupROSC covering patients who attained return of spontaneous
circulation(ROSC) (n=20). mGPS and mSIS of patients are calculated.

Results: In GroupROSC, neutrophil percentage, INR, and bilirubin values were found to be significantly
low; monocyte percentage and albumin values were found to be significantly higher (p< 0.001, p=0.01,
p=0.04, p= 0.01, p=0.004 , p<0.001 respectively). Additionally, there was a significant difference in mGPS
between the groups(p=0.032). In the ROC analysis, mSIS and mGPS showed higher scores in GroupEX.
mSIS sensitivity and specificity were detected at 83.7% and 68.4%, respectively (p=0.34), and mGPS
sensitivity and specificity were detected at 95.3% and 68.4%, respectively (p=0.09).

Conclusion: To our results, mGPS and mSIS can contribute to CPR result prediction.

Key words: COVID-19, mGPS, mSIS, serum biochemistry, resuscitation
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INTRODUCTION

The disease (COVID-19) caused by SARS Cov-2 was
declared as pandemic by World Health Organization on
February 11, 2020. (1) There is still limited information on the
clinical and post characteristics of the disease, particularly in
critically ill patients diagnosed with COVID-19. The disease
causes critical illness in nearly 1/3 of the patients. These
patients need intensive care unit (ICU) admission which
has been reported as 5 - 32% in patients hospitalized for
COVID-19. (2, 3)

The impact of COVID-19 on cardiac arrest (CA) cases is
reported at least 10% of all out of hospital CA(OHCA) and
16% of in hospital CA (IHCA). Also it is reported that, 30-
day mortality in COVID-19 cases was increased 3.4 fold
in OHCA and 2.3 fold in IHCA. (4) Hypoxemia caused by
acute respiratory distress syndrome, viral myocarditis-related
cardiogenicshock, sepsis-related vasoplegic shock, thrombotic
complications and arrhythmias caused by drug interactions
should be considered among cardiac arrest mechanisms of
COVID-19 patients (5-7). Once the hemodynamic condition
collapses and cardiac arrest occurs, the requirement of
cardiopulmonary resuscitation (CPR) arises.

Modified Glasgow Prognostic Score (mGPS) calculated by
serum albumin and C-reactive protein (CRP) levels indicating
systemic inflammation has related to many cancer types and
heart failure so far (8,9). As COVID-19 was related to an
infectious process activating systemic inflammation process,
it was considered in our study that mGPS could be indicating
on the result of CPR in critically ill COVID-19 patients.
Modified systemic inflammation score (mSIS) is an index
which is calculated by serum albumin and lymphocyte-to-
monocyte ratio (LMR) and is presented to have a prognostic
value in different clinical conditions ranging between tumors
and inflammatory processes (10,11).

In the literature, we did not encountered studies conducted
on mGPS and mSIS to predict the outcomes of the CPR in
patients with COVID-19 to fasten the desicion making. The
aim of this study was to assess the effects of mGPS and mSIS
on CPR outcome, through the comparison of biochemical,
hematological and inflammatory markers among patients
who were hospitalized and followed-up with COVID-19 and
resulted with ROSC and/ or death.

METHODS

Institutional ethics board approval was obtained for all
aspects of this study in accordance with institutional policies
(approval number: 2021/3067). The study protocol is in
accordance with the World Medical Association Declaration
of Helsinki.

900 patients who were admitted to the hospital with typical
complaints and were hospitalized due to COVID-19 between
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11.03.2020 and 08.03.2021 scanned; data of the patients
who were admitted to ICU and required CPR were included
in the study(n=65). A minimum of 45 minutes of CPR was
attempted in accordance with ERC and/or AHA guidelines.
Exclusion criteria: Patients who were pregnant; age under
18; COVID- 19 negative and not CA emerged (so were not
performed CPR) were excluded.

Patients who were performed CPR were separated into
two groups as GroupEX covering died patients (n=45) and
GroupROSC covering ROSC emerged patients (n=20).
Methods: Demographic data, complete blood count,
biochemical and coagulation parameters’ levels on the ICU
admission day of the patients were retrospectively collected.
Demographical data were recorded as age and gender.
Among complete blood count parameters; white blood cell
(WBC), neutrophil, neutrophil%, lymphocyte, lymphocyte%,
monocyte, monocyte%, eosinophil, eosinophil%, basophil,
basophil%, red blood cell, hemoglobin, platelet, neutrophil-
to-lymphocyte ratio (NLR), platelet-to-lymphocyte ratio
(PLR) and LMR values were recorded. Among biochemical
parameters; eGFR, urea, creatinine, uric acid, sodium,
potassium, calcium, lactate dehydrogenase (LDH), creatine
phosphokinase (CPK), albumin, CRP, CRP/ albumin ratio,
aspartate aminotransferase (AST), alanine aminotransferase
(ALT), alkaline phosphatase (ALP), gama glutamyl
transferase (GGT), total bilirubin and direct bilirubin values
were recorded. Among coagulation parameters; fibrinogen,
D- Dimer and INR values were recorded. Among prognostic
scores; mGPS, was calculated as 2, in patients with CRP > 19
mg/L and hypoalbuminemia (<35 g/L); as 1 in patients with
increased CRP or hypoalbuminemia; and 0 in patients with
no CRP increase or hypoalbuminemia (12). And mSIS, was
calculated using serum albumin and LMR. Values of albumin
> 40 g/L and LMR > 3.4 were evaluated as mSIS 0, values of
albumin < 40 g/L and LMR > 3.4 were evaluated as mSIS 1
and values of albumin < 40 g/L. and LMR < 3.4 were evaluated
as mSIS 2 (13).

Statistical analysis

Statistical analysis was performed with SPSS, v.23.0
statistical software (SPSS, Inc., Chicago, IL, USA). The
categorical variables were described as frequencies and
percentages. Continuous variables were presented as mean
and standard deviations. Chi-square (x2) tests were used to
evaluate the relationship between categorical variables of
study subgroups. Independent T test and Mann Whitney U
test for the comparison of two groups were the tests used in
continuous variables. The area under the curve was calculated
by receiver operating characteristic (ROC) regression
analyses. We calculated sensitivity, specificity, positive
predictive value (PPV) and negative predictive value (NPV)
(95% confidence intervals (Cls)) of mGPS and mSIS to assess
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tests performance and p values below 0.05 were considered
statistically significant.

RESULTS

Mean age in groupEX and groupROSC was found as
70.6(+13.1) and 73.4(+13.0), respectively and there was
no significant difference between the groups(p=0.41, p=

0.43, respectively). Among hematological parameters;
neutrophil percentage was found 86.17(+9.82) in groupEX
and 71.13(+23.27) in groupROSC, monocyte percentage
was found 4.08 (+3.90) in groupEX and 9.08(+9.42) in
groupROSC and these difterences were significant (p< 0.001,
p=0.004, respectively). There was no significant difference in
hematological parameters (p>0.05). INR among coagulation

Table 1. Details on demographic. hematological. biochemical and coagulation parameters

GroupEX(n=45) GroupROSC(n=20) P
Demographics
Age (meantSD) 70.6(+13.1) 73.4(+13.0) 0.43
Gender (%)
Male 62.2%(28) 50.0%(50) 0.41
Hematological Parameters (mean+SD)
WBC 12.80(+7.51) 16.66(+24.7) 0.34
NEU# 11.26(+6.65) 8.7(+5.71) 0.129
NEU% 86.17(+9.82) 71.13(+23.27) <0.001
LYM# 1.01(+1.17) 1.62(+1.73) 0.10
LYM% 8.63(+7.24) 15.8 (+15.1) 0.12
MO# 0.60(+0.59) 0.98(+0.98) 0.06
MO% 4.08(+3.90) 9.08(+9.42) 0.004
EO# 0.05(+0.08) 0.06(+0.08) 0.81
EO% 0.67(+1.16) 0.49(+0.62) 0.51
BA# 0.01(+0.01) 0.01(0.02) 0.18
BA% 0.13(+0.22) 0.14(+0.12) 0.89
RBC 3.37(+0.81) 3.64(1.01) 0.27
HGB 9.60(+2.08) 10.64(+2.92) 0.10
PLT 148.77(+120.26) 203.75(149.10) 0.12
NLR 53.75(+227.16) 8.52(+6.17) 0.39
PLR 388.20(+886.34) 221.78(+185.08) 0.42
Coagulation Parameters (mean+SD)
Fibrinogen 481.18(+293.24) 409.6(+203.8) 0.38
D- Dimer 3609.18(£7453.01) 3493.73(£2540.88) 0.95
INR 2.00(+1.02) 1.41(+0.43) 0.01
Biochemical Parameters (mean+SD)
eGFR 58.52(+43.52) 51.12(+56.22) 0.56
BUN 130.16(+84.67) 113.87(+74.94) 0.46
Creatinin 10.74(+60.42) 2.48(+1.69) 0.54
Uric Acid 9.32(+20.97) 6.24(+2.17) 0.55
Na 135.43(+21.20) 136.9(+6.65) 0.76
K 7.48(+19.32) 4.67(+0.95) 0.52
Ca 8.13(+1.31) 8.09(+0.96) 0.88
LDH 639.95(+603.10) 802.8(+899.7) 0.4
CPK 325.58(+487.5) 136.80(+94.7) 0.4
Albumin 25.8(+5.8) 31.7(+5.6) <0.001
CRP 162.15(+150.10) 138.41(+11.-6) 0.53
CRP/Albumin 5.96(+3.80) 4.83(+4.47) 0.30
AST 334.47(+982.72) 341.33(+860.77) 0.97
ALT 100.18(+234.8) 66.64(+161.14) 0.56
ALP 188.04(+179.69) 122.2(+75.5) 0.04
GGT 142.15(+276.93) 97.75(+106.36) 0.50
Total Bilirubin 2.14(+2.35) 1.24(+1.07) 0.04
Direct Bilirubin 1.62(+2.05) 0.75(+0.74) 0.01

Abbreviations: WBC: white blood cell. NEU: neutrophil. LYM: lymphocyte. MO: monocyte. EO: eosinophil. BA: basophil. RBC: red blood cell. HGB: haemoglobin. PLT:
platelet. NLR: neutrophil lymphocyte ratio. PLT: platelet lymphocyte ratio. INR: international normalized ratio. eGFR: estimated glomerular filtration rate. BUN: blood urea
nitrogen. Na: sodium. K: potassium. Ca: calcium. LDH: lactate dehydrogenase. CPK: creatine phosphokinase. CRP: C- reactive protein. AST: aspartate amino transferase. ALT:

alanine amino transferase. ALP: alkaline phosphatase. GGT: gamma glutamyl transferase
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parameters was found as 2.00(+1.02) in groupEX and
1.41(+0.43) in groupROSC and this difference was statistically
significant (p=0.01). There were significant difference in
albumin, total and direct bilirubin levels among biochemical
parameters between groupEX and groupROSC. The results in
groupEX and groupROSC were 25.8(+5.8) and 31.7(+5.6) for
albumin, 2.14(+2.35) and 1.24(+1.07) for total bilirubin and
1.62(+2.05) and 0.75(+0.74) for direct bilirubin, respectively
(p<0.001; p=0.04; p= 0.01, respectively). There was no
difference of the remained parameters regarding coagulation
and biochemical. Details on demographic, hematological,
biochemical and coagulation parameters are shown in Table
1.

For mGPS; in GroupEX 6.7%(n=3) of the patients had a
score of 1 and 93.3%(n=42) had a score of 2. In GroupROSC;
30%(n=6) of the patients had a mGPS score of 1 and 70%
(n=14) had a mPGS score of 2. It was detected that GroupEX
had higher mGPS scores and mGPS values presented a
significant difference among the two groups(p=0.032). As
for mSIS; in groupEX 17.8%(n=8) of the patients had a mSIS
score of 1 and 82.2%(n=37) of the patients had a mSIS score
of 2. In groupROSC; 30% (n=6) of the patients had a score of
1 and 70% (n=14) of the patients had a score of 2. Although
GroupEX has higher mSIS results, this difference was not
significant among the groups (p=0.26) (Table 2).

The correlation analysis showed that albumin levels
presented a negative correlation with LMR, CRP, ALP, INR,
total bilirubin and potassium levels and a positive correlation
with calcium, RBC and HGB. CRP/ albumin rate and
creatinine level showed a positive correlation. It was found
that LMR value had a negative correlation with albumin and
a positive correlation with WBC, neutrophil, PLR, monocyte

Table 2. Details on mGPS and mSIS
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Figure 1. ROC analysis of mGPS( red line) and mSIS(
blue line)

count, fibrinogen, INR, total bilirubin and direct bilirubin
(all parameters p<0.05). In the ROC analysis performed to
determine the prognostic value of mSIS and mGPS showed
higher score on death result (Figure 1); while mSIS sensitivity
was 83.7% and specificity was 68.4% (p=0.34), mGPS
sensitivity was 95.3% and specificity was 68.4% (p=0.09).
Details for prognostic values of mSIS and mGPS scores are
shown in Table 3.

DISCUSSION
COVID-19 is a serious disease with high ICU admission
rates. Based on a meta-analysis, 1/3 of the patients are

mGPS n(%) Group EX Group ROSC p

0 0 0

1 3(6,7) 6 (30,0) 0.032
2 42 (93,3) 14(70,0)

mSIS n(%)

0 0 0

1 8 (17.8) 6 (30) 0.26
2 37 (82,2) 14 (70)

Abbreviations: mGPS: modified Glasgow prognostic score; mSIS: modified systemic inflammation score

Table 3. Details of prognostic values of mSIS and mGPS scores

Sensitivity(%) Specificity(%) Positive Predictivity(%) Negative Predictivity(%) AUC% p
mGPS 95.3 68.4 75 66.6 63.6 0.09
mSIS 83.7 68.4 72.5 42.8 57.6 0.34

Abbreviations: mSIS: modified systemic inflammation score; mGPS: modifies Glasgow prognostic score
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hospitalized in intensive care unit and more than 1/3 of the
patients hospitalized in intensive care unit are died (14). In
the study of Graselli et al. ICU mortality rates were reported
as 26% (15). These high rates reported, drived us to focus
our study on mGPS and mSIS - prognostic scores using
hematological parameters- which can possibly contribute to
predict and determine CPR outcomes and duration in cardiac
arrest emerged COVID-19 patients.

Many studies are focused on neutrophil and lymphocyte
count related to COVID- 19 in the literature and especially
increased neutrophil and decreased lymphocyte counts and
NLR were found to be related to severe disease (16). In our
study, the overall population had a serious disease, thus it was
considered that a significant difference did not form among
neutrophil count, lymphocyte count and NLR. In a study
evaluating monocyte percentage in COVID-19 patients, it was
found lower in severe disease group (17). Similar to this study,
it was also found to be significantly low in the death group
following CPR (groupEX) in our study. A similar significant
difference is also available in neutrophil percentage. Thus we
think that neutrophil and monocyte percentage among the
parameters which may be unnoticable in hemogram, may be
considered in ROSC attainability.

In some studies evaluating hematological parameters
of COVID-19 patients, LMR levels were found to be
significantly lower in critical disease compared to other non-
critical disease groups (17,18). A difference was not detected
among the relatively more critical (GroupEX) and less critical
(GroupROSC) patient groups in our study (p=0.41). The
reason of this result may be the fact that all patients in our
study population had a severe disease with critical conditions.

COVID-19 brings along bleeding risk together with
prothrombotic effects. In COVID-19 patients, INR level
was shown to be higher in case of severe disease (19,20). A
difference in INR levels among death and survival groups was
reported previously(19). In line with literature, INR level was
found high in groupEX in our study (2 vs 1.41, p=0.01). Based
on our results, high INR levels had a negative relationship
with ROSC attainment after CPR.

Albumin and CRP were both related to normal aging but
high levels of these parameters were also related to increased
morbidity and mortality risk (21,22). CRP/albumin ratio is a
parameter with shown predictive value as an early reachable
predictor in COVID-19 in addition to many inflammatory
and infectious diseases (23). (Hypoalbuminemia and
increased CRP were found to be related to severe disease and
death in COVID-19, alone (3, 24). CRP/ albumin ratio was
shown to be more valid compared to only CRP level in the
prediction of 28 day mortality in critical disease compared to
non- critical (25). In the present study, CRP/ albumin ratio
did not show a difference among the two groups as both of the
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groups are consisted of critical patients, so it is considered not
to be an indicative in terms of CPR result.

The presence of negative correlation between albumin and
LMR, CRP, ALP, INR, total bilirubin and potassium in the
correlation analysis performed, was associated to albumin's
role as one of the main negative acute phase proteins. Liver
functions were shown to be indirectly affected through
cholangiocytes in COVID-19 (26). Additionally, it is also
known that liver dysfunction may develop through hypoxic
damage. Paliogiannis and Zinellu stated that bilirubin levels
were found higher in COVID-19 (27). Total and direct
bilirubin levels were found to be significantly high in groupEX
in our study, also (p=0.04; p= 0.01, respectively). When it is
considered that our patients are hypoxemic and in a critical
condition, needing intensive care and taking multiple drug
treatments, high total and direct bilirubin levels can be related
to many factors. Still, the presence of this difference in the
patients who were performed CPR while being treated under
the same conditions in ICU, makes us consider that total and
direct bilirubin may be guiding in the prediction of CPR
result.

High mortality rates of the disease particularly in patients
requiring ICU care, make the identification of prognostic
scores which can predict mortality, more considerable. A
simple score, mGPS, has been identified as a useful indicator
of prognosis in cancer related systemic inflammation and
postoperative infectious complications (12). COVID-19
is an infection disease but it has common characteristics
with cancer such as systemic inflammatory response, loss of
appetite, cachexia and prothrombotic effects. Thus, with its
prognostic value shown in many cancer types and systemic
inflammation, it was considered that mGPS has the potential
of having a significant value on predicting ROSC attainment
in COVID-19 patients who had CPR. In COVID-19, which
causes an intense systemic inflammatory response formation
similar to cancer, the effect of mGPS on CPR results has not
been studied before. This study will be the first report on this
subject.

Nagasako et al. stated that mGPS had a prognostic value
on predicting death in advanced cancer patients in palliative
care units (28). Bolat and Biteker reported that mGPS could
be used to predict prognosis in heart failure patients with
preserved ejection fraction in their study and they excluded
patients related with cancer and inflammatory phases (9).
Studies in different fields of medicine showed that mGPS is
a practical and simple scoring system which is important for
prognosis (9,10). In our study, a significant difference was
detected in mGPS among the groups and more patients with
high mGPS scores were existed at death group (p=0.032). This
result has lead us consider that mGPS can be promising in
prognosis of COVID-19 patients who had CPR.
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COVID-19 is an infectious disease inducing inflammatory
processes. Different studies defined mSIS as an important
prognostic factor of inflammation (13). According to our
results, there was not a significant difference in terms of mSIS
between the groups. Advanced level of inflammation due
to the presence of severe COVID-19 in the patients in both
groups may be the reason for this. In addition, relatively high
rates of the sensitivity and specificity of mGPS and mSIS in
the ROC analysis are promising for the prediction of CPR
outcome performed on COVID-19 patients getting treated
in ICUs. The Canadian COVID-19 Emergency Department
Rapid Response Network (CCEDRRN) Mortality Score is a
valuable mortality predicting system but is mostly designed
for level of care discussions with patients for the first referral
of the patient for emergency department arrival in case of
resource constraints which involves physical examination
findings (29). Differently, our study was conducted on mGPS
results of ICU patients whose primary treatments had already
given and CPR requirement had arised; and has aimed to
point out an easily applicapable score with minimal close
contact.

Study Limitations

The potential limitations in our study are the single-
centered design of the study, limited demographic and monitor
data, small sample size and focusing on probability of ROSC
achievement which is not assessing long term outcomes.

In conclusion, to sum up, a significant relationship was

detected between mGPS and CPR outcome. Additionally,
sensitivity and specificity of mGPS and mSIS in CPR of
COVID- 19 related death prediction were found high. Based
on our results, consideration of especially neutrophil and
monocyte percentage, INR, total and direct bilirubin levels
in addition to the prognostic scores mentioned above can
contribute to CPR outcome prediction. Further, prospective
designed studies with larger patient series are required to
support our findings.
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OZET

Amag: Ulkemizde saglik kuruluslarina bagvuran ergenlik dénemindeki cocuklara verilen saglik hizmetinde
bir standart oturtulamamistir. Bu hastalarin, ¢ocuk kliniklerinde mi yoksa yetiskin kliniklerinde mi
yatirilarak tedavi edilmesi gerektigi konusundaki belirsizlik devam etmektedir. Bu galijmanin amaci 15,
16 ve 17 yasindaki ¢ocuklarin bu konuyla ilgili psikososyal gelisim 6zelliklerini ortaya koymaktir. Bunun
yaninda hem ¢ocugun hem de ebeveynin, ¢ocuk kliniginde mi yoksa yetiskin kliniginde mi tedavi olmak
istedigini belirlemektir.

Hastalar ve Yontem: Bu ¢alisma, Erzincan Universitesi Tip Fakiiltesi Mengiicek Gazi Egitim ve Arastirma
Hastanesi Cocuk Cerrahisi klinigine yatis1 olan 15-17 yas arasindaki ¢ocuklar ve ebeveynleri ile yapilan
kesitsel bir anket g¢alismasidir. Toplam 50 gocuk ve ebeveynden, adolesanin psikososyal analizinde
kullanilan standardize 6lgeklerin doldurulmas: ve ¢ocuk kliniginde mi yoksa yetiskin kliniginde mi
yatmak istedigi sorusunun cevaplanmas: istendi.

Bulgular: Hastalarin %62’si erkek (n=31), %38’i (n=19) kiz ve yas ortalamasi 15.84+0.84, idi. Onyedi
yasindaki ¢ocuklar i¢in ebeveynlerin %81.2si erigkin servislerini tercih etti (p=0.044). Ergenlerin agresif
davranis skorunun 17 yasindakilerde 15 yasindakilere gore daha yiiksek oldugu, ebeveynlerin doldurduklar:
6lgeklere gore ige g¢ekilme/depresyon skorlarinin 16 yasindakilerde 17 yasindakilere gore daha yiiksek
oldugu, somatik yakinmalar, kural bozan davranis ve ige atim sorunlar: skorunun 16 yasindakilerde 15
yasindakilere gore daha yiiksek oldugu saptandi.

Sonug: Ergenlik dénemi, cocukluk ¢aginin farkli yaklagim gerektiren énemli bir dsnemidir. Ozellikle 17 yas
grubundaki adolesanlar, hem kendileri hem de ebeveynleri tarafindan yetiskin olarak kabul edilmektedir.
Bu hastalar i¢in ayr1 adolesan kliniklerinin olusturulmas: yararli olacaktir. Bu hastalara, tedavi olacag:
klinigi se¢me hakkinin verilmesi, sorunun ¢6ziimiinde faydali olacaktir.

Anahtar Kelimeler: Adolesan, anksiyete, goriisme
ABSTRACT

Objective: A standard has not been established in the health service provided to adolescent children who
apply to health institutions in our country. Uncertainty remains about whether these patients should be
hospitalized in pediatric or adult clinics. The aim of this study is to reveal the psychosocial developmental
characteristics of children aged 15, 16, and 17. In parallel with this; We aimed to determine the tendencies
of both the child and the child's parent regarding whether the treatment process is carried out in the
pediatric or adult clinic.

Patients and Methods: This is a cross-sectional survey study conducted with children aged 15-17 admitted
to Erzincan University Medical Faculty Mengiicek Gazi Training and Research Hospital Pediatric Surgery
Clinic and their parents. A total of 50 children and parents were asked to fill in the standardized scales
used in the psychosocial analysis of the adolescent and to answer the question of whether they wanted to
be hospitalized in the pediatric or adult clinic.

Results: 62% of the patients were male (n=31), 38% (n=19) were female, and the mean age was 15.84+0.84.
For seventeen-year-old children, 81.2% of parents preferred adult services (p=0.044). Adolescents'
aggressive behavior scores were higher in 17-year-olds than in 15-year-olds, and withdrawal/depression
scores were higher in 16-year-olds than 17-year-olds, according to the scales filled in by their parents. It
was determined that the scores of somatic complaints, disruptive behavior and introjection problems were
higher in 16-year-olds than in 15-year-olds.

Conclusion: Adolescence is an important period of childhood that requires a different approach.
Adolescents, especially in the age group of 17, are accepted as adults by both themselves and their parents.
It would be beneficial to establish separate adolescent clinics for these patients. Giving these patients the
right to choose the clinic where they will be treated will be beneficial in solving the problem.

Key words: Adolescent, anxiety, interview
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GIRIS

Cocuklar, dogumdan eriskinlik ¢agina kadar farkh
donemlerden geger. Yetiskinlik Oncesi donem adolesans
olarak adlandirilir. Adolesans donemi 12-18 yaslar1 olarak
kabul edilir. 12-14 yas erken adolesans, 15-18 yas orta
adolesans, 18 yas ve tzeri ge¢ adolesans donemleri olarak
adlandirilmaktadir. Adolesans donemi, fiziksel ve ruhsal
agidan ¢ocukluk doneminden farkli oldugu gibi adolesans
donemi de kendi iginde farkliliklar igermektedir (1).

Ergenlik donemi, fiziksel ve psikososyal degisikliklerin
hizli yasandigr bir zaman dilimi olma o6zelliginden dolayz,
saglik caliganlar1 ve ergenlerle calisan diger disiplinler
tarafindan detayli olarak incelenmeli ve diger ¢ocukluk
donemlerinden ayr1 tutulmalidir (2).

Guntimiizde  ozellikle gelismekte olan  ilkelerde
adolesanlar, ozellikle de kizlar, ¢ocukluklarini erkenden
birakarak fiziksel ve ruhsal olarak hazir olmadan eriskin
roliinii tistlenmeye zorlanmaktadirlar. Geng kizlarin tgte
birinden fazlas1 18 yasina gelmeden evlenmekte ve onda
birinden ¢ogu da 15 yasina ulagsmadan evlendirilmektedir.
Adolesanlara verilen saglik hizmeti yaklagimi da yeterli
diizeyde degildir. Yenidogan tiniteleri harig biitiin ¢ocuklar
ayni departmanlarda hizmet almaktadir (3).

Bu ¢alismada, hastanede ¢ocuk servisinde yatarak tedavi
goren 15, 16 ve 17 yagindaki adolesanlarin ve ebeveynlerinin
memnuniyeti incelendi.

HASTALAR VE YONTEM

Bu c¢alisma 2016-2018 tarihleri arasinda, 15.12.2016
(10/01) sayili etik kurul karari ile Erzincan Universitesi Tip
Fakiiltesi Mengiicek Gazi Egitim ve Arastirma Hastanesi
Cocuk Cerrahisi klinigine yatist olan 15-17 yas arasindaki
cocuklar ve ebeynleri ile yapilan kesitsel bir anket ¢alismasi
olarak planlandi. Toplam 50 ¢ocuk ve ebeveynden,
adolesanin psikososyal analizinde kullanilan standardize
olceklerin doldurulmasi istendi. Ayrica gocuk kliniginde
mi yoksa yetiskin kliniginde mi yatmak istedigi sorusunun
cevaplanmasi istendi. Gengler I¢in Kendini Degerlendirme
Olgegi (Youth Self Report) (YSR), Cocuk ve Gengler Igin
Davranig Degerlendirme Olgegi (Child Behavior Checklist)
(CBCL) ve Coopersmith Benlik Saygis: Olgegi (Coopersmith
Self-Perception Scale) (CSPS) kullanildi.

4-18 yas Cocuk ve Genglerde Davranis Degerlendirme
Ol¢egi (CBCL 4-18)

Cocuk ve Genglerde Davranis Degerlendirme Olgegi
(CBCL), 4-18 yas grubu ¢ocuk ve genglerin yeterlilik alanlar
ve sorun davranislarini ana-babalarindan elde edilen bilgiler
dogrultusunda degerlendirmek amaciyla Achenbach ve
Edenbrock tarafindan 1983 yilinda gelistirilmistir (4). Melda
Akgakin ve Isik Savasir tarafindan 1985 yilinda Tirkgeye
gevrilen CBCLnin 1991 versiyonunun adaptasyon ve
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standardizasyon ¢alismasi Erol ve ark. tarafindan yapilmistir
(5,6). CBCL 20 vyeterlik ve 118 problem maddesinden
olusmaktadir. CBCLden “Ice Yonelim” ve “Disa Yonelim”
olmak tizere iki ayr1 davranis belirti puani elde edilmektedir.
[ce yonelim grubu “Sosyal Ige Doniiklik’, “Somatik
Yakinmalar’, “Anksiyete/Depresyon’, disa yonelim grubu ise
“Suca Yonelik Davraniglar” ve “Saldirgan Davraniglar” alt
ol¢eklerinin toplamindan olugmaktadir. Ayrica her iki grubun
disinda “Sosyal Sorunlar”, “Diisiince Sorunlar” ve “Dikkat
Sorunlar1” da 6lgekte yer almaktadir. Bu alt 6l¢ek puanlarinin
toplamindan “Toplam sorun puani” elde edilmektedir. Olgegin
test-tekrar test giivenilirligi 0,70 ve 0,84 olarak saptanmustir. i¢
tutarlilik degerleri ise 0,39 ve 0,86 olarak bulunmustur (6).

CBCL anne / baba / ¢ocugun yakinlar1 tarafindan
birbirinden bagimsiz olarak doldurulur ve genellikle 15-
20 dakikada tamamlanabilmektedir. Sorun davraniglart
iceren bolimde 8 maddeden fazla bos birakilan formlar
degerlendirilemez. Testi yanitlayan kisinin en az ilk okulu
bitirmis olmasinda yarar vardir. Egitim diizeyi disiik olan
ya da okuma yazmasi olmayanlara bir goriismeci tarafindan
okunarak ve yanitlar kaydedilerek 6lgek uygulanabilmektedir.
Olgekte sorular ebeveynler tarafindan son 6 ayda goriilme
sikligina gore tiglii Likert skalasi tizerinden yanitlanmaktadir.
‘dogru degil’, “bazen ya da biraz dogru” ve “cok ya da
siklikla dogru” secenekleri sirasiyla; 707, “17, “2’olarak
puanlanmaktadir (4).
Gengler icin Kendini Degerlendirme Olgegi (YSR 11-18)

CBCLnin farkli yaslar ve gruplar icin olusturulmus
formlarindan biri olan Gengler I¢in Kendini Degerlendirme
Olgegi (YSR) Achenbach ve Edenbrock tarafindan 1987de
gelistirilmistir (7). Olgegin iilkemizde Tiirkceye cevirisi,
uyarlamasi, gecerlilik ve giivenilirlik ¢alismalart Nese Erol
tarafindan 1995 yilinda yapilmistir. YSR 17 yeterlik ve 112
problem maddesi igermektedir. CBCL ve YSRniin 89 problem
maddesi ortaktir. YSR maddeleri CBCL maddeleri ile paralel
olmakla birlikte, maddeler birinci sahis olarak yazilmistir. Her
iki ol¢ek de tlkemizde ruh saglhg: alaninda epidemiyolojik
¢alismalarda kullanilmistir (8).
Coopersmith Benlik Saygist Olcegi (CSPS)

1967de Coopersmith tarafindan gelistirilen CSPSnin
kisa formunda toplam 25 madde bulunmaktadir (9).
Olgek genel benlik degeri ya da kendini kabullenme
duygularini belirleyerek genel benlik saygisini 6l¢mek tizere
diizenlenmistir. Cesitli yas gruplarina, 6zellikle yetiskinlere
uygulanabilecek sekilde gelistirilmis bir olgektir. Olgek
“benim gibi” ve “benim gibi degil” seklinde yanit segenekleri
bulunan 25 ifadeden olusmakta, bir maddeden 0 ya da 4 puan
alinmakta ve toplam puan 0 ila 100 arasinda degismektedir.
Olgekten alinan daha yiiksek bir skor daha fazla genel benlik
saygist duyumuna isaret eder. Olgegin tilkemizde giivenilirlik
ve gecerlik ¢aligmasi Tufan ve Turan tarafindan yapilmigtir
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(10).
Istatistiksel Analiz

Istatistiksel analizler, Statistical Package for Social Sciences
(SPSS) Statistics 23.0 programi araciligiyla uygulanmustir.
Degiskenlerin normal dagilima uygunlugu Kolmogorov-
Smirnov testi kullanilarak incelenmistir. Yas gruplariyla
diger kategorik degiskenlerin karsilagtirilmasi i¢in Ki-kare
ve Fishers Exact testleri kullanilmistir. Gruplar arasindaki
farkliliklar1 aragtirmak igin One-way ANOVA ve Kruskal
Vallis testleri kullanilmistir. Post hoc analiz testleri (Tukey ve
Tamhane'nin T2 testleri) ¢oklu gruplar1 karsilagtirmak igin
yapilmistir. Istatistiksel anlamlilik diizeyi p<0,05 olarak kabul
edilmistir.

BULGULAR

Calismaya 15-17 yas arasinda 50 hasta katilmustir.
Katilimcilarin yas ortalamasi 15.84+0.84'tiir, %62'si erkek
(n=31), %381 kizdr.

Calismaya katilan ergenlerin %48’i (n=24) erigkin servisine
yatmayi tercih ederken, %20si gocuk servisinde yatmayz tercih
etmekte, %32’si ise ocuk veya erigkin servisinde olmanin fark
etmedigini belirtmistir. Ayni soruya ebeveynlerin verdigi
cevaplar degerlendirildiginde ise ebeveynlerin %44’tintin
(n=22) ¢ocugunun eriskin servisine yatmasini tercih ettigi,
%42’sinin ¢ocuk servisini tercih ettigi, %147 igin ise servis
se¢iminin fark etmedigi 6grenilmistir.

Gruplara gore servis se¢imi kargilastirildiginda ise ¢ocuk
ve ebeveynlerin ¢ocuk veya erigskin servisi segimlerinin
arasinda anlamli farkhilik saptanmamakla birlikte her iki
grupta da 6ncelikle eriskin servisi tercih edilmistir (p=0.084).
Servis segimleri Tablo 1de yer almaktadur.

Yas gruplarina gore ¢ocuklarin servis secimleri
degerlendirildiginde ise gocuklarin servis se¢imi ile yaslari

Tablo 1. Gruplara Gore Servis Se¢imi

Gruplar Servis Se¢imi
Cocuk Servisi  Eriskin Servisi p
n % n %
0.084
Cocuk 10 29.4 24 70.6
Ebeveyn 21 48.8 22 51.2
*Ki-kare testi
Tablo 2. Yasa Gore Servis Se¢imi
Yas Servis Secimi
Cocuk Servisi Eriskin Servisi p
n % n %
15 13 65.0 7 35.0 0.044
16 6 50.0 6 50.0
17 2 18.2 9 81.8

*Ki-kare testi
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arasinda anlamli farklilik saptanmamuistir (Fisher- Exact test,
p=0.409). Ayni sekilde ebeveynlerin tercihlerine bakildiginda
ise 15 yasindaki ¢ocuklar1 icin ebeveynlerin %651 ¢ocuk
servisi segerken, 16 yasindaki ¢ocuklar1 i¢in bu oran %50ye,
17 yasindaki ¢ocuklari igin ise %18.2°ye diigmektedir. 17
yasindaki ¢ocuklar1 igin ebeveynlerin %81.2%i eriskin
servislerini tercih etmektedir. Tablo 2 de gortldigi gibi yas
arttikca ebeveynlerin servis segimleri ¢ocuk servislerinden
erigkin servislerine dogru kaymaktadir (p=0.044).

Calismaya katilan ¢ocuklarin test skorlar yaslarina gore
karsilastirildiginda Gencin doldurdugu olgekte Agresivite
(Kruskal vallis test, p=0.039), Ebeveynin doldurdugu ol¢ekte
Cekilme-Depresyon (Kruskal vallis test, p=0.031), Somatik
yakinmalar (Kruskal vallis test, p=0.05), Kural bozma
(Kruskal vallis test, p=0.024), Ige atim sorunlar1 (Anova test,
p=0.042) arasinda anlamli farklilik saptanmustir.

TARTISMA

Cocukergenruhsagligiileilgilibilimsel caligmalar diinyada
ve {ilkemizde uzun yillardir yapilmaktadir. Bu ¢alismalarda
ergen yas grubunun diger ¢ocukluk doneminden biiyiik
farklilik icerdigi ve ayr1 bir kategoride ele alinmasi gerektigi
vugulanmustir. Sadece iilkemizde degil biitin diinyada, bu
konuda hizmet veren profesyonel ekiplerin yetersiz oldugu
belirtilmistir. Bilimsel arastirmalarda, bizim bu ¢alismamizda
kullandigimiz 6lgekler disinda ¢ok sayida standardize dlgek
kullanilmustir (11).

On iki yaginda baglayip eriskinlik déneminde biten
ergenlik donemi, tek bir evrede degil coklu evrelere
ayrilarak smiflandirilmistir. Ergenlik déneminin, ¢ocugun
icinde bulundugu yas ile kesin smirlariin belirlenmesinin
mimkiin olmadig1 ortaya konmustur. Adolesan i¢in
¢ocuk olmayan, fakat yetiskin de olmayan birey tabiri
kullanilmistir (1, 12). Cocukluk ve yetiskinlik arasinda kalan
adolesanlarin acaba hepsi ayn1 ozelligi mi tasiyordu? Bizim
¢aliymamizda, adolesan doneminin 15, 16 ve 17 yas grubu
incelendi. Bu yas gruplarinda yas arttikga, eriskin yoniine
daha yakin davranis sergiledikleri goriildii. Ozellikle 17 yas
grubunda, hem ¢ocuklar hem de ebeynleri eriskin servisinde
yatmay! tercih etti. Cocuklarin test skorlarini yaslarina gore
karsilastirdigimizda ¢ocugun doldurdugu 6lgekte agresivite,
ebeveynin doldurdugu olgekte ¢ekilme-depresyon, somatik
yakinmalar, kural bozma, ige atim sorunlari arasinda anlamli
farklilik saptadik. Bu durum bize yasin artmasiyla yetiskin
davranis ozelliklerinin de arttigini gosterdi.

Birlesmis Milletler Cocuk Haklarina dair sozlesmenin
1.maddesinde; “Erken yasta resit olma durumu harig, onsekiz
yasina kadar her insan ¢ocuk sayilir” ifadesi kullanilmistir. Bu
ifadeyi i¢eren metin tilkemizde 1995 yilinda Resmi gazetede
yayinlanmustir (13). “Erken yasta resit olma durumu harig”
ibaresi, 18 yasindan kiigiik ocuklarin da yetiskin olarak kabul
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edilebilecegi anlamina gelmektedir. Calisgmamizda onyedi yas
grubunun diger gruplara gore daha belirgin yetiskin ozelligi
gosterdigini tespit ettik. Eger onsekiz yas1 da ¢alismaya dahil
etmis olsaydik, diger gruplardan farkli olan onyedi yasin
yetiskin grubu ile korelasyonunu da ortaya koymus olurduk.

Ulkemizde hukuk sistemi c¢ocuklari yaglarina gore
farkli kategoride ele almustir. Tirkiyede gocuklarin ceza
sorumlugunun baslangici konusunda asgari yas sinir1 12
olarak kabul edilmistir (TCK nun 31/1 maddesi). Oniki
yasindan kiigiikk ¢ocuklar ile 15 yasindan kiigiik sagir ve
dilsizlerin (TCK nun 33. maddesi) ceza sorumlugunun
bulunmadigr kabul edilmistir. Onbes yasin1 doldurmus
olmakla birlikte 18 yasini doldurmamis olan ¢ocuklarin
(TCK nun 31/3 maddesi) ceza sorumlugunun var oldugu
kabul edilmis, ancak bu kisilerin i¢inde bulunduklar: yas
kigiikliigii sebebiyle cezalarinda bir indirim kabul edilmistir.
Benzer sekilde 4721 sayilli Tirk Medeni Kanununun
(TMK) 11. maddesinde erginlik (resitlik) yas1 18 olarak
kabul edilmis, 12. maddesinde 15 yasini doldurmus kisinin
anne ve babasinin rizasi ile ve mahkemenin onay ile ergin
kilinabilecegi kabul edilmis, yine 16 yasin1 doldurmus kisinin
hakim karar ile, 17 yasin1 doldurmus kisinin ise anne ve
babasinin rizasi ile evlenebilecegi kabul edilmistir. Gortildaga
gibi hem medeni kanun hem de ceza kanunu, biitiin
¢ocuklara ayni sorumlulugu ve haklari vermemis, yaslara
gore farkli yaklasimda bulunmustur. Ozellikle 17 yagindaki
bireyin hakim kararina gerek kalmadan ebeveynin rizasi ile
evlenebilmesi bizim ¢alismamiz ile 6rtiismektedir.

Medeni kanunun ve ceza kanununun ¢ocuklari yaslarina
gore farkli statiide ele almalarina ragmen malesef saglik
hizmetlerinde yenidogan bebekler haricinde biitiin ¢ocuklar
ayni kategoride tutulmustur. Saglik bakanliginin 2017 tarihli
genelgesinde, cocuk hastalar 18 yas alt1 olarak belirtilmis, fakat
adolesanlara ait bir yaklagim farkindan bahsedilmemistir
(14). Goraluyor ki adolesan donemi ¢ocukluk ¢aginin hassas
ve 6zel bir donemidir. Cocuk olarak kabul edilmesine ragmen
hukuken ceza alabilmekte, hatta evlendirilebilmektedir.
Halbuki biz biliyoruz ki ¢ocuklar evlenemez. Eger evlilige
izin veriliyorsa, o zaman ¢ocuk degil anlamina gelmektedir.
Yani adolesanlar gercekten de hem ¢ocuk, hem de ¢ocuk
degil realitesi ile ytizlesmekteyiz. Bu realite karsisinda, saglik
alaninda da adolesanlari farkli degerlendirmek ve buna gore
saglik hizmeti sunmak durumundayiz. Caliygmamizdaki 17
yas grubunun erigkin servisini tercih etmesi, kendilerini
yetiskin gibi hissetmelerinin bir sonucudur. Ulkemizdeki
hastanelerin ¢ogunda ayr1 adolesan kliniklerinin olmamasi
ve bu ¢ocuklara eriskin departmanlarinda tedavi olabilme
opsiyonu verilmemesi, hem gocuklarin hem de ebeveynlerin
memnuniyetini azaltmaktadur.
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SONUC

Adolesan donemi, ¢ocukluktan eriskinlige gecisteki
ozel bir donemdir. Bu 6zel donem hem ¢ocugun hem de
ebeveynin farkli davranislar sergilemesine sebep olmaktadir.
Adolesanlara hukuk alaninda oldugu gibi saghk hizmeti
alaninda da 6zel bir yaklagim gereklidir. Bunu saglamak igin
hastanelerde adolesan kliniklerinin olusturulmasi olumlu bir
girisim olacaktir. Ozellikle 17 yas grubundaki adolesanlar,
hem kendileri hem de ebeveynleri tarafindan yetiskin olarak
kabul edilmektedir. Onyedi yas grubundaki adolesanlara,
¢ocuk veya yetiskin kliniginde tedavi olabilme hakkinin
verilmesi, hasta memnuniyetini artiracaktir.

Etik Kurul: Erzincan Universitesi Tip Fakiiltesi Mengiicek Gazi Egitim ve
Aragtirma Hastanesi Etik Kurulu tarafindan onay alind1 (Tarih: 15.12.2016,
No: 10/01).

Cikar Catismasi: Caliymada herhangi bir ¢ikar catismasi yoktur.

Finansal Cikar Catigmasi: Calismada herhangi bir finansal ¢ikar ¢atismas:
yoktur.

Sorumlu Yazar: Senol Biger, Erzincan Binali Yildirim Universitesi
Tip Fakiltesi, Cocuk Cerrahisi AD, Erzincan, Tirkiye.
e-mail: drsenolbicer@yahoo.com

KAYNAKLAR

1. Hatipoglu N.§. Adolesanlarda psikososyal gelisim. Turkiye Klinikleri J
Fam Med-Special Topics 2013;4(1):12-5.

2. Gencer O. Ergenlerde problem davraniglar: Risk alma ya da riskli
davranglardan, kasith kendine zarar verme ve 6zkiyim girisimine
uzanan yelpazede. Turkiye Klinikleri ] Fam Med-Special Topics
2013;4(1):45-53.

3. Yimazer TT. Ulkemizde ve diinyada adolesan saghg. Turkiye
Klinikleri ] Fam Med-Special Topics 2013;4(1):1-6.

4. Achenbach TM, Edelbrock C. Manual for the Child Behavior
Checklist/4-18 and Revised Child Behavior Profile. University of
Vermont, Department of Psychiatry, Burlington VT, 1983.

5. Akgakin M. Gocuklarin Davranislarini Degerlendirme Olgeginin
tanitimui ve giivenirlik ¢alismast. Tirk Psikoloji Dergisi 1985;5:3-6.

6.  ErolN, Arslan BL, Ak¢akin M. The Adaptation and Standardization of
the Child Behavior Checklist Among 6-18 Year Old Turkish Children.
Ed: Sergeant ], Eunethdis: European Approaches to Hyperkinetic
Disorder. pp. 97-113, Fotoratar, Ziirih, 1995.

7. Achenbach, Thomas M, Craig S. Edelbrock. Manual for the youth self-
report and profile. University of Vermont. Department of Psychiatry,
1987.

8.  ErolN, Simsek Z. Tiirkiye Ruh Sagligi Profili: Cocuk ve Genglerde Ruh
Sagligr: yeterlik alanlari, davranis ve duygusal sorunlarin dagilim. Ed:
Erol N, Kilig C, Ulusoy M, et al. 1. Basky, s. 25-75, Eksek Tanitim Ltd.
Sti., Ankara, 1998.

9. Coopersmith S. (1967): The Antecedents of Self-Esteem. WH Freeman
(ed), San Francisco, Freeman Press.

10. Turan N, Tufan B. (1987): Coopersmith Benlik Saygis1 Envanterinin
Gegerlilik Giivenirlilik Calismasi. 23.Ulusal Psikiyatri ve Nérolojik
Bilimler Kongresi. $£.816-817, Istanbul.

11. Dursun O.B, Giivenir T, Ozbek A. Cocuk Ergen Ruh Sagligmnda
Epidemiyolojik Calismalar: Yontemsel Bir Bakis. Epidemiologic



MEVLANA TIP BiLiMLERI

12.

Studies in Child and Adolescent Psychiatry: A Review of Methodology.
Psikiyatride giincel yaklasgimlar current approaches in psychiatry
2010;2(3):401416.

Moshman D. Adolescent Psychological Development: Rationality,
Morality,and Identity, Lawrence Erlbaum Associates; Mahwah, NJ,
1999.

65

13. T.C.Resmi Gazete. 17 Ocak 1995. Say1: 22184.
14. T.C. Saghk Bakanligi. 20.07.2017 tarih ve E.02.3213 (2017/13) sayili
genelge.



NEU

PRESS

ARASTIRMA MAKALESI/RESEARCH ARTICLE

MEVLANA TIP BiLIMLERI

MEVLANA MEDICAL SCIENCES

eISSN:2757-976X
DOI:http:/dx.doi.org/10.56752/Mevmedsci.2023.34
Mev Med Sci, 2023; 3(2): 66-71

Interplay of Tocilizumab in Critical COVID-19 Cases

Tocilizumab'in Kritik COVID-19 Vakalarindaki Etkilesimi

@Hilal Akay Cizmecioglu‘,@Mevlut Hakan Goktepe‘,@Halil Ibrahim Bayraktar‘,@Ahmet Cizmecioglu?

'Necmettin Erbakan University, Meram
Medical Faculty, Department of Internal
Medicine, Konya, Turkey

*Selcuk University, Medical Faculty,
Department of Internal Medicine, Konya,
Turkey

Makale Tarihleri/Article Dates:

Gelis Tarihi/Received: 11 Nisan 2023
Kabul Tarihi/Accepted: 7 Agustos 2023
Yayin Tarihi/Published Online:

15 Agustos 2023

Sorumlu Yazar/Corresponding Author:
Ahmet Cizmecioglu,

Selcuk University, Medical Faculty,
Department of Internal Medicine, Konya,
Turkey

e mail: mdahmet2002@gmail.com

Agiklama/Disclosure: Yazarlarin higbiri,
bu makalede bahsedilen herhangi bir iriin,
aygit veya ilag ile ilgili maddi ¢ikar iliskisine
sahip degildir. Arastirma, herhangi bir dis
organizasyon tarafindan desteklenmedi.
Yazarlar ¢aligmanin birincil verilerine tam
erisim izni vermek ve derginin talep ettigi
takdirde verileri incelemesine izin vermeyi
kabul etmektedirler.

OZET

Amag: Tocilizumab (TCZ), Corona Viriis 2019 (COVID-19) pandemisi sirasinda uygulanan tedavi rejimleri
arasinda one ¢ikan bir antikor tabanli terapotik segenek haline gelmistir. Bu ¢alijmanin amaci, TCZ
uygulanan COVID-19 hastalarinda laboratuvar degisikliklerini, prognostik laboratuvar biomarkerlerini ve
TCZ uygulama zamanlamasinin mortalite Gizerindeki etkilerini degerlendirmektir.

Yontemler: Bu retrospektif, kesitsel ¢alisma, ek TCZ bazli tedavi alan COVID-19 hastalar: ile yapilmigtir.
TCZ dozu, 8 mg/kg/giin olarak uygulanmistir. Hastalarin verileri, takip kayitlarindan ve dijital hastane
bilgi sisteminden toplanmustur.

Bulgular: Toplamda 64 hastanin verileri degerlendirmeye tabi tutulmustur. Hastalarin yas ortalamas:
62.43 + 14.2 idi. Yogun bakim iinitesinde yatan hastalarin yaris1 invaziv solunum destegi almisti. Tim
hastalar favipiravir, hidroksiklorokin ve konvalesan plazma temelli tedavi almislardi. TCZ uygulama siiresi
genellikle hastaneye yatistan 7 giin sonra yapilmisti. Genel olarak, ferritin ve d-dimer seviyeleri, laboratuvar
sonuglari arasinda prognostik biyobelirtegler olarak 6ne ¢ikmaktaydi, ancak lenfopenik hastalarda akut faz
reaktanlar1 6n plandaydi. Komorbiditelerin varligi, hastanede kalis siiresi ve mortalite artisi ile iligkiliydi.
TCZ'nin erken uygulandig: hastalarda mortalitenin arttig1 gorilmustiir.

Sonug: Calismamizda da 6nceden ele alinan prognostik biyobelirtegler dikkat ¢ekiciydi. Ancak literatiirde
de erken donemde TCZ kullaniminin riskli oldugu ve mortaliteyi artirabilecegi belirtilmektedir. Bu
nedenle, erken donemde uygulama konusunda dikkatli olunmalidir.

Anahtar Kelimeler: COVID-19, hastalik siddeti, interlokin 6, mortalite, tosilizumab

ABSTRACT

Aim: Tocilizumab (TCZ) has become a prominent antibody-based therapeutic option among treatment
regimens during the Corona Virus 2019 (COVID-19) pandemic. This study aimed to evaluate laboratory
changes, prognostic laboratory biomarkers, and the effects of the timing of TCZ application on mortality
in COVID-19 patients who underwent TCZ.

Methods: This retrospective, sectional study was conducted with COVID-19 patients received additional
TCZ-based treatment. TCZ was administered at a dose of 8 mg/kg/day. The patients' data were recruited
from their follow-up records and the digital hospital information system.

Results: The data of 64 patients have been subjected to evaluation. The mean age of all patients was 62.43
+ 14.2. Half of the patients who placed in the intensive care unit had received invasive respiratory support.
All patients had received favipiravir, hydroxychloroquine, and convalescent plasma-based therapy. The
mean time of TCZ administration was 7 days after hospitalization. In general, ferritin and d-dimer levels
stood out as prognostic biomarkers among the laboratory results, whereas in lymphopenic patients, the
acute-phase reactants were favored. The presence of comorbidities was associated with an increase in
hospital stay and mortality. Mortality was found to increase in patients who received early administration
of TCZ.

Conclusion: Prognostic biomarkers previously addressed were also prominent in our study. Considering
that early TCZ administration is deemed risky in the literature and may increase mortality, caution should
be exercised in its early application.

Key words: COVID-19, disease severity, interleukin-6, mortality, tocilizumab
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INTRODUCTION

In the last three-year period, the COVID-19 pandemic
has gradually disoriented its mortality; hence the medical
world has begun to evaluate the applicability or necessity of
the treatment scenarios. Although these remedies applied
during the pandemic, which the virus effects were not
comprehensibly known, and there was not even a vaccine yet,
sometimes seem adequate, we can evaluate their efficacy and
complications more objectively with the current data.

The COVID-19 treatment regimens that are sometimes
given for palliative purposes, but some of which are aimed
to be targeted, could be roughly grouped as follows.
Antivirals, including antibody products, immunomodulators,
antithrombotic therapies, supplements and miscellaneous
drugs (1,2). Here, Tocilizumab (TCZ), which is included in
antibody-mediated therapy, is a recombinant, humanized
IgG1 monoclonal antibody against the interleukin-6 (IL-6)
receptor that leads to immunosuppressant outcomes (3). TCZ
targets and binds to both the soluble and the membrane-
bound form, thereby preventing the junction of IL-6 to
its receptor (4). This prevention disrupts IL-6-mediated
signalling (3, 4). IL-6, which has been found to have biphasic
effects, is in the interleukin pathway as a pro-inflammatory
and myokine as an anti-inflammatory (5-7).

In the COVID-19 arena, IL-6 was frequently used to
predict the cytokine storm (8). In addition, elevated IL-6
levels were reported to be linked to the disease severity of
COVID-19 (9). Furthermore, after the TCZ administration,
laboratory improvements in IL-6 levels and related clinical
healing were demonstrated in severe COVID cases (10, 11).
Many studies and reviews have been published on applying
TCZ, in particular, on the effectiveness of TCZ in preventing
cytokine storms in COVID-19 patients. Relatedly, this article
presents a single-center experience on TCZ effectiveness in
line with the literature findings.

METHODS

This retrospective, sectional study was conducted with
COVID-19 patients between 2020 and 2021. Concerted
study protocol was approved by the Ethics Committee of
Necmettin Erbakan University Medical Faculty (2022/3980).
Among the patients with PCR-identified COVID-19
positivity, those of received additional TCZ-based regimens
(a single infusion of 8 mg/kg/day) were analyzed. Patients
under 18 years old and hospitalized in clinics other than the
internal medicine department were excluded from the study.
Maximum attention was paid to the inclusion of patients with
the following characteristics: with respiratory distress, with
a respiratory rate of 30 breaths per minute or higher, SpO,
(peripheral oxygen saturation) less than 90% on room air,
PaO, (arterial oxygen partial pressure) to FiO, (fraction of
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inspired oxygen) ratio less than 300 mmHg (12).

The most predictive laboratory tests for COVID-19
(absolute neutrophil count, absolute lymphocyte count,
C-reactive protein (CRP), procalcitonin, erythrocyte
sediment rate (ESR), ferritin, fibrinogen, d-dimer, IL-6) (13)
taken at admission and after TCZ administration, the day
of TCZ infusion, and the number of days started from TCZ
administration to discharge or death time were retrieved
from the digital hospital system. Involvement in pulmonary
CTs performed at admission, recorded oxygen saturation and
respiratory rates, or hospitalization place were also noted.

Primarly, patients were evaluated in two groups according
to their health status, survivors and deceased ones. The data
were also evaluated per comorbidities and hospitalization
location.

Statistical analysis: The data were evaluated using SPSS
version 21.0 (SPSS, Inc., Chicago, IL). The Pearson correlation
test was used for regularly distributed data, and the Spearman
test was used for skewed data to evaluate correlations. Due to
the decrease in patients in group evaluations, non-parametric
tests were chosen. In this context, the Wilcoxon signed-
rank test was used in repetitive data, and the Man-Whitney
U test was used in grouped data. Chi-square or Fisher's
exact test was used to evaluate categorical data. The binary
logistic regression test was preferred to evaluate IL-6 levels
and TCZ application days on mortality. Kaplan-Meirer and
Gehan-Breslow-Wilcoxon tests did the survival evaluation,
and hazard ratios were calculated by the Mantel-Haenszel
calculation method. In all calculations, p <0.05 was accepted
as meaningful.

RESULTS

A total of 64 patients were evaluated in our retrospective
study; 54 (84.4%) were male. In general, while the mean age
was 62.43+14.2, it was 62.96+15.34 for males and 59.6+4.09
for females, respectively. Thirty-four (53.1%) patients were
treated in the internal medicine ward, and 30 (46.9%) were in
the intensive care unit (ICU). Thirty Sixteen (53.3%) of ICU
patients were intubated. The first three rows in blood group
determinations were A Rh+ with 30 patients (46.9%), 0 Rh+
with 16 patients (25%), and B Rh+ with ten patients (15.6%).
Two patients (3.1%) were mild, 4 (6.3%) moderate, and 58
(90.6%) they had severe pneumonia in the involvements of
thorax CTs performed at admission. All patients received
favipiravir, 46 (71.9%) received hydroxychloroquine, and 54
(84.4%) received convalescent plasma therapy (Table 1).

In total, the mean hospitalization time was 15.9+8.52 days.
Due to clinical progression, the mean time of the decision of
tocilizumab administration was 7.40+4.35 days. In addition,
the mean time to discharge or exitus was 10.84+7.14 days after
tocilizumab administration. This period was 10.76+5.38 in
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Table 1. Characteristics and laboratory results of the patients.

Survivors Deceased p value

Female/Male, n (%) 10 (24) / 32 (76) 0 (0) / 22 (100) 0.078
Comorbidities,n(%)
(CAD, CKD, CLD, COPD, DM, HT) 26 (61.9) 18 (81.8) 0.248
Hospitalization day, n (%) 15.71+7.0 16.27+11.27 0.696
Hospitalization in the ICU, n (%) 12 (28.6) 18 (81.8) 0.004*
Entubation, n (%) 0 (0) 16 (72.7) 0.001*
Treatment regimen

Favipiravir, 1200 mg/day 42 (100) 22 (100) na

Hydroxychloroquine, 400 mg/day 32 (76.2) 14 (63.6) 0.453

Convalescent plasma, single dose 38 (90.5) 16 (72.7) 0.189
The median day of TCZ admission 7 (5-10) 5(3-7) 0.123
Time passed after TCZ admission 10 (7-12) 8(4-11) 0.347
Absolute neutrophil count, x109/L 6.18+3.87 5.82+3.24 0.639
Absolute lymphocyte count, x109/L 0.90+0.50 0.67+0.48 0.133
Platelet, x109/L 225.10£125.62 186.5+97.99 0.558
Erythrocyte sediment rate, mm/h 62.71+28.75 66.09+33.83 0.785
C-Reactive protein, mg/dL 82 (48-175) 116 (81-185) 0.434
Procalcitonin, ng/mL 0.31 (0.09-1.61) 1.63 (0.23-6.01) 0.223
Ferritin, ng/mL 1032 (556-1651) 1942 (1374-3393) 0.025%
Fibrinogen, mg/dL 581.61+171.99 485.0+162.94 0.208
D-dimer, ng/mL 446 (170.5-886) 1054 (328-1450) 0.031%
Interleukin 6, pg/ml 36.56+14.78 45.57+16.06 0.155

Data are expressed as mean + standard deviation or median and percentiles. P values are the comparison of the groups by the Mann Whitney U, the Chi-square test and the
Fisher’s Exact Test; CAD, Coronary artery disease; CKD, Chronic kidney disease; CLD, Chronic liver disease; COPD, Chronic obsructive lung disease; DM, Diabetes mellitus;

HT, Hypertension; TCZ, Tocilizumab; na, not applicable.

patients who could be discharged. During the follow-up, 42
patients (65.6%) were discharged, while 22 (34.4%) died. The
effect of the interval from diagnosis to TCZ application on
mortality was shown in Figure la (AUC = 0.670, SE = 0.071,
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Figure 1. a. Patients' mortality rates during the time
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to hospital discharge.
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Figure 2. Comparison of prognostic laboratory values
between survivors and non-survivors.
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95% CI = 0.529 to 0.809), and the salvation outcomes of TCZ
application on mortality is given in Figure 1b.

As a main subgroup comparison, patients were evaluated
according to the discharge status, the deceased patients had
higher age (p = 0.001, n? = 0.205), ferritin (p = 0.025, n* =
0.080), and d-dimer (p = 0.031, n* = 0.074) levels than the
survivor ones (Figure 2). In addition, being treated in ICU
(p = 0.004), being intubated (p = 0.001), and having other
malignancies (p = 0.020) were more common in deceased
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Figure 3. Comparison of changes in acute phase
reactants between lymphopenic and non-lymphopenic
patients during hospitalization using the Wilcoxon
signed-rank test.
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Table 2. Characteristics of Patients with and without Lymphopenia.

Lympopenic Non-Lymphopenic p value

(n = 56) (n=28)
Gender, Female/Male, % 8 (14) / 48 (86) 2(25)/6(75) 0.581
Age, year 61.92+14.52 65.50+12.83 0.891
TCZ administration day 6.5 (4-10) 8.5 (5.5-13) 0.332
Hospitalization, day 14 (11-16.7) 18.5 (11.2-32.5) 0.491
Survivor, n (%) 36 (64) 6 (75) 0.673
Mortality, % 36 25 0.999

Data are expressed as meantstandard deviation or median and percentiles. P values obtained by the Mann Whitney U, the Fisher’s Exact Test; TCZ, Tocilizumab.

patients.

When the laboratory results of the patients at
hospitalization and after TCZ administration were compared,
a Wilcoxon signed-rank test stated that while there were
significant improvements in prognostic markers other
than ESR in survivors (p <0.05). However, there was no
statistically significant contribution of prominent markers
to disease progression except for ESR in those who died (p =
0.020). Besides ESR, CRP and fibrinogen levels were crucial
in lymphopenic patients. Accordingly, ESR (t (27) = 3.3, p =
0.004), CRP (t (27) = 4.2, p = 0.001), and fibrinogen (t (27)
= 2.7, p = 0.007) levels in lymphopenic patients were less
decreased or even in a rise compared to non-lymphopenic
ones (Figure 3). In addition, mortality rates did not differ in
lymphopenic patients (Table 2).

In another subgroup evaluation based on hospitalization
location, patients were differentiated regarding hospitalization
days, ferritin levels, and discharge status. Accordingly, those
administered in ICU had higher hospitalization days (p =
0.049), ferritin levels (p = 0.020), and mortality rates (p =
0.004) than those in the services.

Final finding was that patients with chronic diseases were

Table 3. Comparison of Patients Based on Chronic Diseases.

lower in rank than those without comorbidities regarding
age, TCZ-caused time to discharge, total hospitalization days,
CRP and D-Dimer levels, and CT involvements (p < 0.05)
(Table 3).

The convenient correlations that could be considered
logical were the following. Hospitalization location was
positively correlated with hospitalization day (p = 0.044, r =
0.358), patient comorbidities were positively correlated with
the duration after TCZ (p = 0.041, r = 0.363), and associated
hospitalization day (p = 0.015, r = 0.426).

DISCUSSION

This retrospective study evaluated the TCZ administration
process and related alterations in the prognostic laboratory
results of COVID-19 patients. Per the results, TCZ was
adequate for orienting disease progression. In line with the
previous literature outcomes, markers attributed to disease
severity had been linked to prognosis. In lymphopenic cases,
ESR, CRP, and fibrinogen levels predominated during disease
progression. As an unlike finding, early application of TCZ
may increase mortality rates.

As TCZ is a monoclonal antibody that targets and inhibits

Patients having CD Patients without CD p value

(n = 44) (n = 20)
Gender, Female/Male, % 8 (18)/36(82) 2 (10) /18 (90) 0.555
Age, year 67.68£9.99 50.90+15,70 0.003
Intubation, n (%) 12 (27) 4 (20) 0.660
TCZ administration day 6.5 (3.75-10.5) 7 (4.75-10) 0.920
Hospitalization, day 12.92+5.51 11.0+2.82 0.018
Survivor/Deceased, n (%) 26 (59) /18 (41) 16 (80) / 4 (20) 0.425
Interleukin-6, pg/ml 40.88+16.50 36.97+13.80 0.675
C-Reactive protein, mg/dL 148 (76-187) 67 (46-121) 0.025
Erithrocyte Sediment Rate, mm/h 67.63+29.04 55.6+£32.24 0.269
Ferritin, ng/ml 1651 (688-2692) 1098 (657-1456) 0.251
D-dimer, ng/ml 886 (506-1273) 209 (128-296) 0.001
Fibrinogen, mg/dl 573.54+157.38 428.5£199.97 0.287
Absolute neutrophil count, x109/L 6.30+£3.94 5.52+2.92 0.535
Neutrophil to Lymphocyte Ratio 8.47 (4.26-12.26) 4.58 (2.91-14.77) 0.646
Platelet, x109/L 218.81+£126.05 196.31£97.26 0.889
Procalcitonin, ng/ml 0.95(0.23-3.73) 0.11 (0.07-1.45) 0.058

Data are expressed as meantstandard deviation or median and percentiles. P values are the comparison of the groups by the Mann Whitney U, the Chi-square test and the

Fisher’s Exact Test; CD, Chronic disease; TCZ, Tocilizumab.
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the activity of IL-6 receptor, in conditions where IL-6 levels are
abnormally high, such as in autoimmune diseases or cytokine
release syndrome (CRS) associated with COVID-19, TCZ
can help reduce inflammation and improve symptoms (14).
Therefore, TCZ, which has already completed its 20th year
on several diseases, has become one of the drugs approved
during COVID-19 (15).

However, as with any medication, TCZ is associated with
several potential side effects, which can vary depending
on the patient's underlying disease, the dose, dose timing
and duration of treatment. The increased risk of infections,
particularly serious or opportunistic infections, are one of the
most significant risks associated with TCZ. Patients taking
TCZ are, therefore, more susceptible to infections such as
pneumonia, sepsis, and tuberculosis (16). Our data withal
revealed that patients with comorbidities had worsened
prognostic laboratory results. In addition, they also had higher
pulmonary involvements, resulting in longer hospitalization
days. Among them, diabetic cases had more sequels.

Lymphopenia is acknowledged as a notable determinant
of mortality in COVID-19 pneumonia (17). However, within
the scope of our investigation, no statistical significance
was discerned concerning mortality in the context of
lymphopenia-based evaluations, encompassing both samples
obtained during the initial diagnosis and subsequent to TCZ
(Tocilizumab) administration.

Lowering high levels of IL-6 via TCZ would be clinically
beneficial in an autoimmune or inflammation state;
nevertheless, the anti-inflammatory eftects of IL-6 would also
be suppressed. It can be expected that the levels of cytokines,
such as Interleukin-10 and Suppressor of Cytokine Signaling
3, which are increased by IL-6, will decrease, and the Nuclear
factor-«f signaling pathway, inhibited by IL-6, will be activated
(18, 19). In addition, the suppression of Type 1 T helper, which
causes an increase in the inflammatory response, and the
suppression of the response of Type 2 T helper, which reduces
inflammation, can also be anticipated (18, 20). These cascades
for reducing inflammation can unintentionally be blocked
by administering TCZ. In this scenario, the expectation
of ambiguity in achieving an appropriate inflammatory
response may not warranted. In our cases, we did not have
values indicative of decreases or increases that could be a scale
of TCZ blockade. However, the higher mortality in patients
with early TCZ administration may indirectly indicate that
anti-inflammatory steps are also inhibited. Based on our data,
we can even say that TCZs administrated in the first week of
hospitalization are associated with mortality.

Another consideration may be the duration of the effect
after the TCZ administration. Fundamentally, giving precise
timing for initiating the TCZ effect is rough. The duration
of action depends on several factors, including disease
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severity, comorbidities, the dose of TCZ and the route of
administration. The literature revealed that the effect of TCZ
starts within a few days after intravenous administration
and reaches the climax influence within 1-2 weeks (21, 22).
Correspondingly, our patients with comorbidities or poor
laboratory had a longer median time to discharge/death
than those without. In contrast, complications caused by the
potential systemic inflammation triggered by COVID-19 may
be responsible for mortality, rather than the complications
caused by drugs during the disease.

The major limitation of our study was the relatively
small sample size of the study population. Nevertheless, the
inclusion of patients who met the pre-specified enrollment
criteria, albeit from a single center, may provide sufficient
experiential evidence. Secondly, obtaining a second result of
IL-6 was not feasible for the entire cohort of patients enrolled
in the study, which would have allowed for a more accurate
interpretation of the anti-inflammatory efficacy of IL-6.

In conclusion, this study evaluated single-center
experience in TCZ administration in COVID-19 cases. In the
context of applying TCZ, ferritin and d-dimer levels may be
regarded as prioritized prognostic criteria among laboratory
tests. In lymphopenic patients, acute phase reactants (such as
ESR, fibrinogen, and CRP) appear to exhibit more significant
discriminative potential in demonstrating prognosis.
Comorbidities, as observed in many infectious diseases, exert
an adverse effect on the recovery time from infection. As
an unlike finding, we can say that early TCZ administration
seemed to increase mortality rates.

Etik Kurul: The coordinated study protocol was approved by the Ethics
Committee of Necmettin Erbakan University, Faculty of Medicine
(2022/3980).
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OZET

Amag: Medikal tedaviye direngli Meniere hastalarinda intratimpanik gentamisin (ITG) enjeksiyonunun
vertigo kontroliinii saglamadaki etkinligi ve karsilagilan problemler aragtirildi.

Geregler ve Yontem: Retrospektif olarak 2000-2015 yillar1 arasinda dosya taramas: yapildi. Klinigimizde
Meniere hastalig tanisi konulan ve ITG enjeksiyonu yapilan 12 hasta ¢aligmaya dahil edildi. Bu hastalara
Meniere hastalig1 tanis1 Amerikan Otolaringoloji Bas ve Boyun Cerrahisi Akademisi'nin olgiitlerine gore
konulmustu. ITG uygulanan hastalar en az 6 ay medikal tedaviye yanitsiz, agir sensorinoral isitme kayb:
(> 60 dB) olan hastalardi. Hastalardan bilateral etkilenenlere ITG semptomatik kulaga uygulanmisti. Bu
hastalara ITG ardisik 5 giin boyunca 40 mg/dl dozunda 0,5- 1 cc uygulanmisti. Hastalar son enjeksiyondan
6 ay sonra Amerikan Kulak Burun Bogaz-Bas ve Boyun Cerrahisi Akademisi (AAO-HNS) vertigo diizelme
kriterlerine gore degerlendirilmisti.

Bulgular: Vertigo kontroliinde tam ve 6nemli derecede kontrol saglanan hasta sayis1 11 (%92) idi. Bir (%8)
hastada kismi kontrol saglanmisti. Bes (%41) hastada tinnitus kontrolii, 8 (%66) hastada aural dolgunluk
kontroliinde bagar1 saglanmisti. On (%81) hastada akut vestibiiler yetmezlik ve vestibiiler deaferantasyon
sendromu gelismisti. Enjeksiyona bagli mirinjit, enfeksiyon, perforasyon gibi komplikasyonlar
goriilmemisti.

Sonug: Meniere hastaliginda vertigo kontrolii i¢in yapilan intratimpanik enjeksiyonlarin giivenli, ucuz,
etkili ve kolay uygulanan yontemler oldugu gériilmektedir. Intratimpanik uygulanan gentamisin dozu,
uygulama periyodu ve sekli konusunda belirli bir algoritma igin klinik ve deneysel arastirmalara ihtiya¢
vardir.

Anahtar Kelimeler: Meniere hastaligi, vertigo, intratimpanik enjeksiyon, gentamisin
ABSTRACT

Purpose: The effectiveness of intratympanic gentamicin (ITG) injection in controlling vertigo and the
problems encountered in medically resistant Meniere's patients were investigated.

Materyal ve Metod: Files were reviewed retrospectively between 2000 and 2015. Twelve patients who were
diagnosed with Meniere's disease in our clinic and who had ITG injection were included in the study.
The diagnosis of Meniere's disease was made in these patients according to the criteria of the American
Academy of Otolaryngology Head and Neck Surgery. Patients who underwent ITG were patients with
severe sensorineural hearing loss (> 60 dB) unresponsive to medical treatment for at least 6 months.
ITG was applied to the symptomatic ear in the bilateral affected patients. ITG was administered to these
patients for 5 consecutive days at a dose of 40 mg/dl, 0.5-1 cc. The patients were evaluated according to
American Academy of Otolaryngology-Head and Neck Surgery (AAO-HNS)vertigo recovery criteria 6
months after the last injection.

Results: The number of patients with complete and significant control of vertigo was 11 (92%). Partial
control was achieved in one (8%) patient. Tinnitus control was successful in 5 (41%) patients, and
aural fullness control was successful in 8 (66%) patients. Acute vestibular insufficiency and vestibular
deafferentation syndrome developed in 10 (81%) patients. Injection-related complications such as
myringitis, infection, perforation were not observed.

Conclusion: Intratympanic injections for vertigo control in Meniere's disease seem to be safe, inexpensive,
effective and easily applied methods. There is a need for clinical and experimental studies for a specific
algorithm on the dose, application period and method of gentamicin administered intratympanically.

Key words: Meniere's disease, vertigo, intratympanic injection, gentamicin
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GIRIS

Meniere 1861 vyilinda Prosper Meniere tarafindan
vertigo, kulakta dolgunluk, tinnitus, fluktuan isitme kaybi
ile tanimlanmis vertigo nedenlerinden biridir. Meniere
hastalarinda ataklar arasi donemde ditiretik, kafein ve
tuzu kisitlayan diyet, atak donemlerinde de vazodilatorler,
vestibiiler stipresanlar, minér trankilizanlar, kalsiyum
antagonistleri, betahistin, antidepresan, histamin ve
kortikosteroidler gibi birgok medikal tedavi kullanilmaktadir.
Ancak bu tedaviler hastalarin %70’inde atak kontroliinii
saglamaktadir (1, 2). Semptomlar1 medikal tedaviye yanitsiz
hastalarda meniere ataklar1 yagam kalitesinde ciddi bozulmaya
sebep oldugu icin alternatif tedavi yontemlerine ihtiyag
duyulmaktadir. Medikal tedaviye direngli hasta gurubunda
vestibiiller norektomi, endolenfatik kese dekompresyonu
ve labirentektomi uygulanan cerrahi yontemlerdir. Bu
yontemlerin etkinlikleri kanitlanmis olsa da hastanin
isitmesinin de korundugu ve minimal invaziv bir yontem
olan farmakolojik veya kimyasal labirentektomi giiniimiizde
medikal tedaviye direncli meniere hastalarinda akla gelen ilk
tedavi yontemidir. Farmakolojik veya kimyasal labirentektomi
intratimpanik gentamisin enjeksiyonu ile yapilmaktadir.
Diisiik doz uygulanan gentamisinin vertigo ataklarini azalttig
ve isitme fonksiyonunu korudugu gozlenirken yiiksek doz
gentamisinin intratimpanik uygulamasi énemli koklear risk
tasimaktadir (3, 4).

Bu c¢aliyjmada medikal tedaviye direngli meniere
hastalarinda intratimpanik gentamisin (ITG) enjeksiyonunun
vertigo kontroliinii saglamadaki etkinligi ve karsilagilan
problemler arastirildi.

GEREC VE YONTEMLER

Retrospektif olarak 2000-2015 yillar1 arasinda dosya
taramasi yapildi. Klinigimizde meniere hastaligi tanisi
konulan ve ITG enjeksiyonu yapilan 12 hasta ¢aligmaya
alindi. Bu hastalara Meniere hastaligi tanist Amerikan
Otolaringoloji Bas ve Boyun Cerrahisi Akademisinin
olgiitlerine gore konuldu. ITG uygulanan hastalar en az 6 ay
medikal tedaviye yanitsiz, agir sensorinoral isitme kaybi (> 60
dB) olan hastalardi. Hastalardan bilateral etkilenenlere ITG
semptomatik kulaga uygulandi. Bu hastalara ITG ardisik 5
giin boyunca 40 mg/dl dozunda 0,5- 1 cc uyguland1. Hastalar
son enjeksiyondan 6 ay sonra AAO-HNS vertigo diizelme
kriterlerine gore degerlendirildi.

BULGULAR

Olgularin 7si kadin, 5 erkek idi. Yas araligi 39-59, yas
ortalamasi 47 idi. Hastalarin 7 tanesinin odyometrisinde
tek tarafli 60 dB tizerinde isitme kaybi bulunmaktaydi. 5
tanesinde de bilateral isitme kayb1 mevcuttu. Temporal MR
incelenmesinde 2 hastada isitme kayb1 olan tarafta vaskiiler
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Tablo 1. ITG enjeksiyonundan 6 ay sonra hastalarin
tedavi sonuglari
Tedaviye cevap

Hasta sayis1 n(%)

Tam vertigo kontroli 11 (92)
Kismi vertigo kontroli 8 (8)
Tinnitus kontrolii 5 (41)
Aural dolgunluk kontrolii 8 (66)

loop sendromu vard1. Diger hastalarin temporal MR sonuglari
normaldi.

Hastalik kontroli ile ilgili veriler tablo 1de gosterildi. ITG
sonrasi isitmelerde 2-3 dB ‘den fazla degisiklik izlenmedi.
On (%81) hastada akut vestibiiler yetmezlik ve vestibiiler
deferantasyon sendromu gelisti. Enjeksiyona bagl mirinjit,
enfeksiyon, perforasyon gibi komplikasyonlar goriilmedi.

TARTISMA
Meniere hastaligi idiyopatik semptomatik endolenfatik
hidrops olarak da tanimlanabilir. Endolenfatik duktusun
obstriiksiyonu ve/veya endolenfatik kesenin disfonksiyonu,
veya endolenfin asir1 yapimi hidrops gelisiminin temel
nedenleridir (5). Semptomlara neden olan etkenin, riiptir
sonucu vestibiiler sinirde gelisen potasyum entoksikasyonu
oldugu belirtilmistir (6, 7). Endolenfin stria vaskularis
ve karanlik hiicreler tarafindan yapildigi bilinmektedir.
Gentamisin korti organi, néron ve gangliyon hiicrelerinde
dejenerasyon, tiylii hiicre kaybi yapar. Ayrica endolenf
yapimindan sorumlu karanlik hiicrelere de etkilidir. Coklu
enjeksiyon yapilan bazi ¢alismalarda i¢ tityli hiicrelerde
seyrelme, dis tiiyld hiicrelerde ve sinir terminallerinde sisme
gozlenmistir (8). Gentamisinin bu etkilerinden yararlanarak
endolenf yapiminin azaltilarak endolenfatik hidropsun
diizelmesi beklenmektedir. Diger bir deyisle kimyasal
labirentektomi yapilmasi amaglanmaktadir.
Menierehastalarindaintratimpanik gentamisin tedavisinin
ne zaman uygulanacag: halen tartisma konusudur. Yapilan
caligmalara gore konusmay1 alma esigi 50 dB ‘in tizerinde ve
konusmay1 ayirt etme skoru % 50 nin altinda (9), saf ses esik
ortalamasi 30 dB ve tizerinde (10), en az 6 ay medikal tedaviye
ragmen diizelmenin olmadig tek tarafli meniere hastalarina
intratimpanik gentamisin uygulanmasi onerilmektedir (4).
Bu calismada saf ses esik ortalamasi 60 dB’in tizerinde olan
ve 6 aylik medikal tedaviye ragmen semptomlar1 gerilemeyen
meniere hastalarina intratimpanik gentamisin uygulandi.
Intratimpanik gentamisin kullanilan 11 ¢aligmada isitme
kayb1 orani %0-52 arasinda degismektedir (4). Bizim de
klinigimizde bu veri goz 6niine alinarak isitme kaybina sebep
olmamak i¢in saf ses ortalama ( 500-2000 Hz ) esik degeri 60
dB’in altinda olan hastalara ITG uygulanmamaktadir .
Gentamisin uygulama yontemleri esitlilik gostermektedir.
Gentamisinin  etkili olabilmesi yuvarlak pencereden
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diftizyonuna bagli oldugu i¢in farkli yontemler arastirilmistir.
En stk kullanllan  yontem intratimpanik enjeksiyon
yontemidir. Kolay ve ucuz bir yontem olmasi diger yontemlere
gore avantajli olmasini saglamaktadir. Bizim klinigimizde de
intratimpanik enjeksiyon yolu tercih edilmektedir. Kulak
zarma tip takilarak gentamisin enjeksiyonu ise baska bir
yontemdir (11). Verilen gentamisinin doze edilmesigerektigini
savunan yazarlar ise De-Cicco (12) mikrokatater sistemini ve
Silverstein (13) microwick sistemini gelistirmislerdir.

Gentamisin uygulanan hastalarda  vestibiller tam
ablasyon gelisen olgularda isitme kayb1 %58 iken, daha az
agresif olgularda bu oran % 15 dir (14). Yapilan galismalarda
isitme kaybiyla daha az karsilasmak i¢in disik doz ve
genis intervallerle enjeksiyon faydali bulunmustur (15).
Biz ¢alismamizda hicbir hastada gentamisine bagli isitme
esiklerinde artis saptamadik. Bunda 6zellikle ortalama saf ses
eisikleri 60 dB iistiindeki hastalara ITG yapilmasinin etkisi
olabilir.

Intratimpanik gentamisin uygulamast ile Harner (15) %94,
Nedzelski (11) ve Beck (14) ise %90 oraninda vertigo kontroli
bildirmislerdir. Bizim ¢aliymamizda da bu oran %92’ dir.

Intratimpanik enjeksiyonlarda segilebilecek diger bir ilag
otorinolarengolojide pek ¢ok kullanim alani olan steroidlerdir
(16). Quaranta ve ark. 18 hastanin % 74’tinde herhangi ek
tedaviye gerek olmadan vertigo kontroliiniin saglandigin
belirtmislerdir (17). Isitme kaybi olmayan medikal tedaviye
direngli meniere hastalarinda vertigo kontroliinii saglamada
intratimpanik steroid uygulamast tercih edilmesi gereken bir
yontemdir.

SONUC

Meniere hastahiginda vertigo kontrolii i¢in yapilan
intratimpanik gentamisin enjeksiyonunun giivenli, ucuz,
etkili ve kolay uygulanan bir yontem oldugu goriilmektedir.
Intratimpanik uygulanan gentamisin dozu, uygulama
periyoduve sekli konusundabelirlibir algoritma olusturulmas:
i¢cin klinik ve deneysel arastirmalara ihtiyag vardir.

Etik Kurul: Necmettin Erbakan Universitesi Etik Kurulu tarafindan onay
alindi (Tarih: 03.09.2021, No: 2021/3392).

Cikar Catismasi: Calismada herhangi bir ¢ikar ¢catismast yoktur.

Finansal Cikar Catigsmasi: Caliymada herhangi bir finansal ¢ikar ¢atigmasi
yoktur.
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OZET

Amag: Serviks kanseri taramasi, servikal preinvaziv lezyonlarin yonetimi ve HPV asilamasi ile ilgili kadin
hastaliklar1 ve dogum uzmanlarinin giinliik pratikleri ile ilgili genel goriis ve davranislarini tespit etmek.
Metod: 10 sorudan olusan bir anket aracilig1 ile Kadin hastaliklar: ve dogum uzmanlarinin bu konulardaki
uygulamalar1 tespit edildi. Yine ayn1 program araciligiyla bu cevaplar grafik haline getirildi.

Bulgular: Katilimcilarin %30,85’i servikal prekanser6z lezyonlarin kadin hastaliklar1 ve dogum
uzmanlar: tarafindan yonetilebilecegini diisiiniiyordu. Bu tiir tedavilerin jinekolojik onkoloji uzmanlar:
tarafindan yapilmasi gerektigini diisiinenlerin orani %32,98°di. Bu konuda egitimli olan herkes tarafindan
yapilabilecegini diigsiinenlerin orani ise %36,17 idi. HPV asis1 hakkinda gok farkli uygulamalarin oldugu
gozlemlendi. Katilimcilarin %2,1’i HPV agisinin yaptirilmasini 6nermedigini belirtti.

Sonug: Servikal lezyonlarin yonetimi, serviks kanseri taramasi ve HPV asilari ile ilgili daha fazla meslek
ici egitim yapilmasinin gerekli oldugu sonucuna varildi. Ayni sekilde T.C Saglik Bakanlig1 serviks kanseri
tarama programinin, Kadin hastaliklar1 ve dogum uzmanlarina daha iyi tanitilmasi gerektigi sonucuna
varild.

Anahtar Kelimeler: Kadin hastaliklar1 ve dogum uzmanlari, jinekolojik onkoloji, servikal preinvaziv
lezyonlar, serviks kanseri taramasi, HPV asilar1

ABSTRACT

Aim: To determine the general views and behaviors of gynecologists and obstetricians about the daily
practices of cervical cancer screening, management of cervical preinvasive lesions and HPV vaccination.
Method: The practices of gynecology and obstetrics specialists on these issues were determined through
a questionnaire consisting of 10 questions. Again, these answers were graphed through the same program.
Results: 30.85% of the participants thought that cervical precancerous lesions could be managed by
obstetricians and gynecologists. The rate of those who thought that such treatments should be performed
by gynecological oncology specialists was 32.98%. The rate of those who think that it can be performed
by anyone who is educated in this subject was 36.17%. It has been observed that there are many different
applications for the HPV vaccine. 2.1% of the participants stated that they do not recommend HPV
vaccination.

Conclusion: It was concluded that more on-the-job training on the management of cervical lesions,
cervical cancer screening and HPV vaccines is necessary. Likewise, it was concluded that the Cervical
Cancer screening program of the Ministry of Health of the Republic of Turkey should be better introduced
to gynecologists and obstetricians.

Key words: Gynecologists and obstetricians, gynecologic oncology, cervical preinvasive lesions, cervical
cancer screening, HPV vaccination.
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INTRODUCTION

According to the Global Cancer Observatory
(GLOBOCAN) 2020 data, 604,127 women were diagnosed
with cervical cancer in 2020 all over the world. This number
constituted 3.1% of all female cancers (1). Risk-Based
Management Consensus Guidelines for Abnormal Cervical
Cancer Screening Tests and Cancer Precursors was released
in 2019 by the American Society for Colposcopy and Cervical
Pathology (ASCCP) (2). The main difference between the 2019
guidance and previous versions is the shift from algorithms
based primarily on test results to primarily "risk-based"
guidelines (2). According to these guidelines, HPV-based
tests should be used to estimate a patient's risk of developing
a cervical preinvasive lesion and/or cervical cancer. This can
be either HPV DNA testing alone or co-testing, that is, HPV
DNA testing and cytology together. The risk of developing a
CIN3+ (Cervical Intraepithelial Neoplasia) lesion in a patient
depends on the type of HPV present and the duration of the
resulting infection (3, 4).

Having access to a patient's current findings and medical
history allows for risk-based care that is tailored to each
individual's needs. Precancerous lesion treatment history
and current test results are used to calculate a patient's risk of
having or developing a CIN 3+ lesion. Risk-based criterion are
used in management suggestions (5). It has been decided to
include the new test methods developed and approved in the
2019 ASCCP guideline without waiting for a new guideline to
be published. Likewise, since the number of people vaccinated
with HPV and reaching the age of 25 is increasing day by day,
it has been decided to update the threshold values determined
for the risk of developing a CIN3+ lesion (2). Colposcopy
practice should follow the guidelines detailed in the ASCCP
Colposcopy Standards (6). The principal approach for
finding precancerous changes in the cervix that need further
investigation is colposcopy with targeted biopsy.

In Turkey, 2532 women were diagnosed with cervical
cancer in 2020 (1). Cervical cancer screening program
national standards have been determined by the Cancer
Department of the Ministry of Health of the Republic of
Turkey (7). Considering the country's infrastructure and
possibilities as a screening method according to this program,
the ideal method is screening with the HPV test or Pap-smear
test to be applied every five years. The relationship between
HPV DNA and cervical cancer has now been proven, and
the presence of HPV DNA has been shown in 99.9% of
patients with cervical cancer. If the HPV test is negative; The
probability of developing cervical cancer in the following
five years is very low. Regarding the target population and
screening frequency, given the country's conditions, the
achievable target is population-based screening for women
starting at age 30 and ending at age 65 (30 and 65 years will be
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included). The population to be screened should be defined
based on individuals registered with family physicians. HPV
or Pap-smear test is repeated every five years with invitation
methods to be developed. Screening should be discontinued
in women aged 65 years with the last two negative HPV or
Pap-smear tests (7).

According to the recommendations of the United States
Advisory Committee on Immunization Practices (ACIP), the
HPV vaccination should be administered routinely to both
men and women who are in the following age ranges) (8-12):

1. The recommended age for routine HPV immunization
is 11 to 12 years old. It can be utilized beginning at the age of
nine.

2.Itis advised that adolescents and adults between the ages
of 13 and 26 who have not received a previous vaccination or
have not finished the immunization series receive the catch-
up vaccine.

3. Adults aged 27 and older are not advised for routine
immunization; according to the ACIP, the choice to vaccinate
should be determined on an individual basis. The likelihood
of past exposure to HPV vaccine strains rises with age;
hence, the population benefit and cost-effectiveness of HPV
vaccination in older individuals increase with age. (13).

In this study, it was aimed whether there is a consensus
among the daily practice of obstetricians and gynecologists
on the management of cervical preinvasive lesions. As a
result of the study, it was aimed to reach a high standard in
the treatment quality of patients in the treatment of cervical
preinvasive lesion as a primary outcome. It is aimed to prevent
the progression of cervical preinvasive lesions to cervical
cancer as a secondary outcome.

MATERIALS AND METHODS

Our study used an online survey editing platform called
Survey Monkey. The questionnaire consisting of 10 questions,
which was organized through this platform, was delivered
to gynecologists and obstetricians working throughout
Turkey through social media groups. Since the survey was
conducted in electronic environment, validation study could
not be conducted for the number of participants. Therefore,
the sample size does not represent all obstetricians and
gynecologists working in Turkey. While preparing the survey
questions, the question technique of a similar study was
taken as an example(14). The contents of the questions were
prepared by a team of gynecological oncology surgeons who
are experts in their field. Thus, it was tried to learn the general
attitudes and behaviors of gynecologists and obstetricians
working in various health institutions regarding cervical
pathologies, cervical cancer screening methods, colposcopy
and HPV vaccines. The answers received from the people who
participated in the survey were also graphed using the Survey
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Monkey platform.

The IBM-Statistical Package for Social Sciences (IBM-
SPSS Inc., Chicago, IL, USA) 22.0 program was used to
analyze the data.Categorical variables were expressed as
numbers and percentages. Pearson Chi-Square Test was used
to compare categorical variables. Statistical significance level
was accepted as p<0.05.

RESULTS
94 obstetricians and gynecologists participated in the
questionnaire used in this study (Figure 1,2). The
answers given to the questions asked in the survey and the
proportions

Q1 How many years have you been working as a gynecologist and
obstetrician?

40-49 years 4.26% (n=4)
30-39 years 10.64% (n=10)\ \L

0-9 years 36.17% (n=34)

20-29 years 22.34% (n=21) —
*10-19 years 26.60% (n=25)

Figure 1. The participants' years of work as gynecologists
and obstetricians.

Q2 What type of healthcare facility do you work in?

I ] + Public Hospital 15.05% (n=14)
University Hospital 22.58% (n=21) \ /

City Hospital - Training and
Research Hospital 18.28 (n=17)

/

/
Private Hospital 44.09% (n=41)

Figure 2. Distribution of the institutions where the
participants work

Q3 Which method do you use in cervical pathology screening in daily
practice?

100%

BO%

0%

60%

>DJ- 34.04% 37.23%

Ao 25.53%

30%

20%

10%

Liquid-based
cytology

3.99%

Co-test
(smear+hpv)

Cervical HPV-DNA testing
smear test on
a classic slide
with a brush

Figure 3. Distribution of methods used by participants
in cervical pathology screening
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Q4 Do you use the ASCCP (American Society for Colposcopy and Cervical Pathology)
management guide when evaluating cervical smear screening and HPV DNA test results?

20.21%
=
Yes No

Figure 4. Rates of respondents using the ASCCP
management guide.

of these answers are as follows: (Figure 3-7) While 81.91% of
the participants did not have colposcopy training, 18.09% had
colposcopy training. While 56.4% (n=53) of the participants
performed colposcopy and cervical biopsy, 43.6% (n=41) did
not. While 30.85% (n=29) of the participants thought that the
management of cervical preinvasive lesions could be done

30

Count

-
-
-

33

3
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UoEZIeD By PIOD FdITH
21 PIOOBSSINPE20I SAEIY B2TT |

UONRZII0D 31U PIODESRINDI00IK SARIIY

Figure 5. Methods used by participants in the treatment
of cervical preinvasive lesions

Q9 Your general behavior regarding HPV vaccines is compatible with
which of the following?

,,
b
- R
°
1 2 3 4 5 6

1) I recommend that girls between the ages of 9-15 get vaccinated,

2) 1 recommend it to girls and boys between the ages of 9-15.

3) I recommend women between the ages of 16-45 to have HPV DNA test negative.

4) I recommend it to patients with positive HPY DNA test or diagnosed with cervical preinvasive lesion.
5) I recommend it to anyone who wants to have the vaccine, except pregnant women.

6) I do not recommend the HPV vaccine to my patients.

Figure 6. General behavior of participants regarding
HPYV vaccines.
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Q10 Which of the following is compatible with your daily practice in cervical pathology
screening?

Figure 7. Participants'
pathology screening.

daily practice of cervical

by obstetricians and gynecologists, 32.98% (n=31) thought
that such treatments should be performed by gynecological
oncology surgeons. 36.17% of the participants thought that it
could be done by anyone who is educated and experienced in
this field.

DISCUSSION

In the third question, in which we aimed to learn the
methods used by the participants in cervical pathology
screening, 34.4% of the participants stated that they used
conventional cytology and 37.3% stated that they used liquid-
based cytology. A total of 67.7% of the participants screen
only with cytology and do not use a test for the presence of
HPV DNA. The total rate of using only HPV DNA testing
and co-testing is 33.3%. This rate was found to be 81.0% in a
similar study and is not compatible with our study (15). This
difference can be explained by the fact that the gynecologists
and obstetricians participating in the other study work in two
developed cities in the west of Turkey.

In the 7th question, which questioned which method
was used in the treatment of cervical preinvasive lesions, the
participants answered that they used more than one treatment
method. Accordingly, the loop electrosurgical excision
procedure [LEEP] method was the most frequently used
treatment method with a rate of 56.38%. This was followed
by the cold knife conization method with a rate of 20.21%. It
is unclear whether the three excisional methods (cold blade,
LEEP, laser) yield similar results. In a systematic review of
23 randomized trials of excisional procedures for CIN, rates
of bleeding or recurrence of CIN were similar between the
three techniques (16). The thermal artifact was greater with
laser compared with LEEP (odds ratio [OR] 2.8, 95% CI 1.6-
5.1). By contrast, in a 2022 network meta-analysis including
over 19,000 patients with CIN from 71 randomized and
observational studies, patients treated with LEEP (the most
commonly used technique) compared with cold knife cone or
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laser conization had lower rates of treatment failure (OR 0.6,
95% CI1 0.5-0.8 and OR 0.6, 95% CI 0.4-0.8, respectively) (17).

Participants’ approaches to HPV vaccines were tried to
be learned through Question 9. When the answers given by
the participants to this question are examined, it is seen that 2
participants do not recommend HPV vaccines, which is 2.1%
of the total number of participants. Although this rate seems
low, it is thought-provoking for the obstetrics and gynecology
community to think negatively about a very important issue
such as the HPV vaccine. The HPV vaccination is an efficient
method for avoiding cervical diseases, such as intraepithelial
neoplasia of the cervix (CIN2 or 3) and adenocarcinoma in
situ of the cervix. (18). In addition, the wide variety of answers
about who will receive the vaccine shows that there is a lack
of information and confusion among gynecologists and
obstetricians on this subject.

The participant group, whose working period as a
gynecologist and obstetrician is between 0-9 years, thinks
differently from other participant groups about who will
manage cervical preinvasive lesions (p=0.019). In this
group, the opinion that such lesions should be managed by
gynecological oncology surgeons was more prevalent. This
situation can be explained by the fact that the first post-
graduate examination in the field of obstetrics and gynecology
was held in Turkey in 2011 and the number of gynecological
oncology specialists is increasing in the country.

CONCLUSION

Itisunderstood thatthereisno consensusin practiceamong
obstetricians and gynecologists regarding the management
of cervical preinvasive lesions, screening methods and HPV
vaccines. It was concluded that further studies in this area
are necessary to investigate the effects of this situation on the
quality of treatment received by patients.
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OZET

Dis hekimligi mesleginde tedavinin basaris1 ti¢ boyutlu diisiinme becerileri ve bu becerilerin gelistirilmesi ile
yakindan iligkilidir. Dig hekimlerinin, dogru tedaviye gétiiren yolda dogru teshis ve dogru tedavi planlamasini
yapabilmesi i¢in analitik diisinme becerisi esliginde ti¢ boyutlu mental betimleme becerileri ile mental rotasyon
performanslari oldukga 6nemlidir. Giintimiizde eski yillara gore daha bilingli ve estetik kaygilar1 da 6n planda
olan hastalarin varligi oral cerrahi, radyoloji, pedodonti, ortodonti, periodontoloji, protez, endodonti ve
restoratif tedavi gibi tiim dis hekimligi alanlarinda daha yiiksek performansi gerektirmektedir. Bu dogrultuda dis
hekiminin analitik diigiinme ¢atis1 altinda hizli kararlar alabilmesi ancak ii¢ boyutlu diisiinme ve mental rotasyon
becerileri ile desteklendigi takdirde elde edilebilmektedir. Bu derleme, mevcut literatiirlerde konunun bahsedilen
yonlerine yonelik yeterli ¢aligmalarin olmamasi ve insan sagligini ilgilendiren 6nemli bir konu olmasi sebebiyle
farkindalik olusturmak adina hazirlanmigtir.

Anahtar Kelimeler: Beceri, dis hekimligi, mental rotasyon
ABSTRACT

The success of treatment in the dentistry profession is closely related to three-dimensional thinking skills and the
development of these skills. In order for dentists to make the correct diagnosis and correct treatment planning
on the way to the right treatment, three-dimensional mental description skills and mental rotation performances
are very important, accompanied by analytical thinking skills. Today, the presence of patients who are more
conscious and have aesthetic concerns at the forefront than in previous years requires higher performance
in all dentistry fields such as oral surgery, radiology, pedodontics, orthodontics, periodontology, prosthesis,
endodontics and restorative treatment. In this direction, the dentist's ability to make quick decisions under the
umbrella of analytical thinking can only be achieved if it is supported by three-dimensional thinking and mental
rotation skills. This review has been prepared in order to raise awareness, since there are not enough studies on
the mentioned aspects of the subject in the existing literature and it is an important issue concerning human
health.

Key words: Skill, dentistry, mental rotation
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GIRIS

Dis hekimligi meslegi hem ii¢ boyutlu diisiinme becerisi
hem de motor becerilerin etkili bir sekilde kullanimini
gerektiren oldukea stresli bir meslek grubudur (1,2). Bu
becerilerin gerek teshis ile tedavi planlamasi gerekse tedavi
esnasinda kullanildigy, farkindalik diizeyi giinden giine artan
hastalar1 fonksiyonel olarak tedavi etmenin yani sira estetik
kaygilarini da memnun etme diizeyinde 6énem agisindan ilk
siralarda yer aldig1 diisiiniilmektedir. Dis hekimligi meslegi
yeni dogan bebeklik evresinden ge¢ yashlik evresine kadar
yas yelpazesi olduk¢a genis hastalara hitap eden; cerrahi,
radyoloji, pedodonti, ortodonti, periodontoloji, protez,
endodonti ve restoratif tedavi gibi uzmanlik dallarini igeren
spesifik bir saglik meslek grubudur (3). Dis hekimlerinin
ti¢ boyutlu diistinme becerisi zeka olgusu ile baglantili olup
her ne kadar kristalize zekadan da yararlanilmakla beraber
akiskan zekanin ii¢ boyutlu diisiinme becerisinde daha etkili
oldugu distiintilmektedir (4).

Dis hekimligi mesleginde beceri, zekd olgusu, mental
betimleme becerisi ve mental rotasyon becerisi birbiri
ile yakindan iliskilidir. Beceri kavrami genellikle yetenek
kavrami ile karistirilan, literatiirde kisaca “bazi motor
faaliyetlerin ya da arag gereglerin belirli seviyedeki kazanimla
bazi gorevleri gerceklestirmek iizere profesyonelce devreye
konulmasi” seklinde tanimlanan (5), dis hekimligi mesleginde
ise cogu zaman dar bir ¢ergevede yalnizca “el becerisi” olarak
distiniilen ancak sadece motor beceri olmayip beraberinde 21.
yuzyil becerilerini de gerektiren kazanimlardir (6). “Beceri”
egitim yolu gibi ¢esitli faktorlerle sonradan edinilebilen
kazanim olup “yetenek” ise dogustan kisilerde mevcut
olan donanimdir (7). Dis hekimligi mesleginde ii¢ boyutlu
disinme becerisinden, sozel alanlarda icra edilen meslek
gruplarina kiyasla daha ¢ok yararlanilmaktadir. Tarkiye' de
meslek tercihi 6ncesinde dis hekimligi meslegini diisiinen
aday 6grencilerin, kendilerine uygulanacak sinavlara hazirlik
asamasinda fen ve matematik gibi hizli ii¢ boyutlu diistinme
becerisi isteyen dersler tizerinde yogun egitimler aldiklar
gozlemlenmektedir (8). Zeka ile ilgili olarak literatiirlerde
cogunlukla giincel yaklagimlarda ¢oklu zeka kavramina yer
verilmektedir (9,10). Ilk kez 1990’1 yillarda Howard Gardner
tarafindan “coklu zeka” nin literatiirlerde adinin konulmast ile
klasik zeka tanimlar1 gegerliligini yitirmeye baslamistir (11).
Giintimiize dogru gelindikge kristalize zeka ve akigskan zeka
kavramlariyla kargilasilmaktadir (12). Ug boyutlu diisiinme
becerisi igerisinde yer alan zihinsel betimleme bir hareketin
veya bir nesnenin her teferruatiyla hayal edilebilmesi
becerisidir (13). Mental rotasyon (MR) becerisi ve bu beceriye
yonelik testler ise ilk defa 1970]i yillarda literatiirlerdeki yerini
almis (14) olup zihinsel betimleme taniminin “nesnelerin
hizli bir sekilde zihinsel dondiiriilebilmesi becerisi” kismini
teskil eder. Dis hekimligi mesleginde tedavinin her bir
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basamaginda bahse konu bu becerilerden basta MR becerisi
olmak iizere oldukga sik yararlanilmaktadir. Bu becerilerin
soyut olarak nitelendirilen ancak varlig1 inkar edilemeyen
zeka terimiyle ilgili olarak daha ¢ok akiskan zekd kismina
girdigi diistiniilmektedir.

Agiz, Dis, Cene Cerrahisi ve Mental Rotasyon Becerisi
Iliskisi

Agiz, dis, ¢ene cerrahisi islemleri giinimiizde gerek
lokal anestezi gerekse giincel bilimsel ilerlemelerle paralellik
arz edecek sekilde sedasyon ve genel anestezi islemleri
altinda uygulanan, ¢ogu zaman hastalarin korkup kaygi
yasadiklar1 girisimsel cerrahi islemlerdir (15-18). Basit gibi
disiiniilen bir dis ¢ekiminde dahi kanamanin varligi, act
hissedilmemesi adina islem 6ncesi uygulanan enjeksiyonlar,
malzeme ¢esitliliginin fazlalig, bilinmezlik korkusu ya
da onceden yasanilan kotii tecriibelerle tnite adeta gogu
zaman zorla oturan hastalara karst dis hekiminin analitik
distinebilme ve MR becerisi ¢ok 6nemlidir. Giinimiizde
¢ogu alanda oldugu gibi dis hekimligi alaninda da yasanilan
hizli teknolojik gelismeler, gelenekgi tedavi yaklagimlarinin
yerini alternatif tedavi metotlara birakmis olup implant
cerrahisi ve tedavilerine olan ilgiyi artirmistir. Yalniz bu
ilgi beraberinde dikkati ¢ekecek sekilde istenmeyen bazi
sonuglara (hemoraji, hematom, komsu dislere zarar verme,
norosensitif hasarlar, kemik perforasyonlari, enflamasyon,
implant kiriklar1 ve kayiplar1 gibi) ve malpraktislere neden
oldugu Inan (19) ve arkadaslar tarafindan belirtilmistir. Dig
hekimligi pratiklerinde istenmeyen bu sonuglarin en aza
indirgenmesinde dis hekiminin MR beceri diizeyinin her
agidan etkili oldugu diisiiniilmektedir. Ornegin nérosensitif
ve kemik dokuda olusabilecek hasarlara kars: iyi bir anatomi
bilgisi, bu bilginin oral kavitede gergeklestirilen cerrahi
islemlerde ti¢ boyutlu MR becerisi ile birlikte uyarlanabilmesi,
komsu dislere zarar vermemek i¢in cerrahi oncesi komsu
dis koklerinin radyografik teshis yontemleriyle destekli tig
boyutlu hayal edilebilmesi dis hekimligi becerilerinde 6nemli
yer tutmaktadir.

Gliniimiizde artan onkoloji vaka tespitleri, ¢ene
timorlerini de icermekte olup bazi kanser tiirlerinde ise ilk
semptomlara maksilla ve mandibulada rastlanilmaktadir.
Kanserde erken teshisin 6nemi ve bu dogrultuda hekimin
klinik tecrtibesi ile analitik diisiince kabiliyeti dizeyi hig
tartigmasiz 6nemli olup hayat kurtarict rol oynamaktadir
(20). Dis hekimligi alanindaki cerrahi islemler esnasinda siit
disi gekimlerinden en karmasik Le-Fort ve siniis ameliyatlar:
vakalarina kadar dis hekiminin ii¢ boyutlu diisiinme becerisi
ve MR performans diizeyi hasta memnuniyetinde olduk¢a
onemlidir.

Agiz, Dis, Cene Radyolojisi ve Mental Rotasyon Becerisi
Iliskisi
Dis hekimligi mesleginde dogru tedaviye getiren yolda hig
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kuskusuz dogru teshis yontemleri ciddi 6neme sahiptir. Bu
dogrultuda dogru teshis icin iki ve ti¢ boyutlu goériintiileme
yontemleri biiytik ¢ogunlugu teskil eder. Giiniimiizde hizh
yasanilan teknolojik gelismelerden dis hekimligi meslegi
de nasibini almis olup ti¢ boyutlu gorinti saglayan dental
tomografilere ragbet giderek artmistir (21,22). Bununla
beraber iki boyutlu goérintii veren panoramik, periapikal,
okluzal, bite-wing ve sefalometrik filmler de gogunlukla
ekonomik ve pratik olmalar1 nedeniyle varliklarini
korumaktadirlar. Tedavi oncesi teshislerde dis hekiminin
iki ve t¢ boyutlu film ve tomografileri yorumlayabilme
kabiliyetleri dogrudan hekimin kendi 6z yetenekleri ve MR
beceri diizeyleri ile iliskilidir. Filmler ve tomografilerdeki
gortntiillerin dogal ya da patolojik olma durumlarinin
ayrimyi, bir tst ¢ene az1 disinin siniis boslugu ile iliskisinin
karari, bir alt ¢ene az1 disinin inferior alveoler sinire gore
cenedeki lokalizasyonu, uygulanmasi diisiiniilen implantin
yerlestirilecegi kemigin kompakt ve stingerimsi olma
miktarlari, gomiilii yirmi yas dislerinin agilar1 gibi durumlarla
ilgili dis hekiminin mental betimleme becerisinin oldukca
onemli oldugu distintilmektedir.
Cocuk Dis Hekimligi ve Mental Rotasyon Becerisi Iliskisi

18 yasalti cocuklara verilen ¢ocuk dis hekimligi hizmetleri,
dis hekimi agisindan sabuir isteyen ve ¢ogunlukla dis hekimi
fobisi olan, uyuma ve etkili iletisime agik olmayan ¢ocuk
hastalarin yeraldigi olgulardir (23-25). Cocuk dislerini eriskin
dislerden ayiran baslica en 6nemli 6zellik hem siit diglere
hem de daimi dislere sahip olmalar: diger bir ifadeyle erigkin
hastalara kiyasla daha fazla sayida dise sahip olmalaridir. St
dislerinin gorevi sadece daimi disler gelene kadar ¢ocuklarin
beslenmesi esnasinda ¢igneme ve ogiitme fonksiyonlarina
katki saglamak olmayip ayni zamanda altlarindan gelecek
daimi dislere siirme rehberligi yapmalaridir. Iyi bir dis hekimi,
siit diglerinin tedavisi esnasinda siit disinin altindan gelecek
daimi digleri zihinsel anlamda ti¢ boyutlu distinebilmeli,
o anki ve sonraki tedavilerini bu hususa gore planlamalidir.
Kanal tedavisi ve amputasyon islemlerinde siit dislerinin kok
formunun daimi dislere gore ciddi farklilhiklarini zihinsel
anlamda hayal edebilmelidir. Aksi takdirde agr1 sikayetiyle
geri donen hasta ve ebeveynleriyle karsilagsmasi kaginilmaz
olacaktir.
Ortodonti ve Mental Rotasyon Becerisi Iliskisi

Ortodonti, dis hekimliginin diger alanlarina kiyasla biraz
daha 6zel olup sadece dislerle degil cene kemikleri ve geneyi
destekleyen yumusak ¢evre dokulartyla da ilgilenmektedir.
Cene ile dislerin bityiime ve gelisim asamalarini inceleyen,
tespit edilen anormal durumlara karsi gerekli tedavileri
uygulayan, ayni zamanda estetik giiliisiin saglanmasini da
yapabilen ortodontistler, sanildigi gibi sadece ¢ocuklara
degil giiniimiiz teknolojileri ile erigkin hastalara da tedaviler
yapabilmektedirler (26). Dis hekiminin, ¢enelerin zaman
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icerisinde ti¢ boyutlu biiyiime ve gelismelerinin atak yaptig
donemleri her bir hastas: igin takip edip yakalayabilmesi,
kontrol muayeneleri arasindaki ti¢ boyutlu diisiinebilme
becerisi ile dogrudan iliskilidir. Ayrica kimlik yasi itibariyle
ge¢ basvurularin oldugu durumlarda kemik yasi tespiti
icin kullanilan iki boyutlu el bilek grafilerinin dogru
yorumlanabilmesi, dis hekiminin tecriibe ve becerileri ile
baglantilidir. Yanlis yapilabilecek yorumlar istenmeyen
agir cerrahi siireglerin yasanmasina ya da tedavinin hig
yapilamamasina neden olabilir.
Periodontoloji ve Mental Rotasyon Becerisi Iliskisi

Periodontoloji, dis hekimligi alaninin periodonsiyum
kismini kapsayan, disetleri, ligamentler, alveol kemikleri ve
disin sement dokusu agirlikli ¢alisan alanidir. Bu alan agirlikli
olgularda calisan dis hekimlerinin daha narin motor beceriler
sergilemesi gerekir. Ciinkii dis eti oldukea hassas bir yapiya
sahip yumusak dokudur. Mukoza kapli olup deri gibi kalin
bir olusuma sahip degildir. Dis eti kayiplar1 geri doniistimsiiz
olaylardir ve greft ya da koronale flep gibi alternatif tedavi
yontemleri ile tedavi edilmeye caligilmaktadir. Ilging bir
sekilde dis eti hastaliklari insanlarda en yaygin goriilen
hastaliklardandir (27). Greft ve flep operasyonu basta
olmak {iizere periodonsiyumda uygulanan cerrahi islemler
sonrasi suturlama islemi gerekmekte olup, uygun sutur tibbi
malzemesinin se¢imi ve uygun cerrahi teknigin segilmesi
dis hekiminin becerileri ile yakindan ilgili olup suturun
adedi ve dizayn seklinin ayar1 mental hayal giicii ve MR
becerisi gerektirmektedir. Yine ayni sekilde dis ¢ekimi
akabinde immediat tarzda uygulanacak implant tedavileri
esnasinda dogru implantin segimi, dogru agida dogru yere
uygulanabilmesi, postoperatif dis eti uyumunun olabildigince
idealine yakin basarinin elde edilebilmesi, dis hekiminin
her bir hastasinin agiz yapisini o kisiye 6zel bir sekilde
tantyabilmesi, ti¢ boyutlu diisinme ve MR becerileri esliginde
olabilmektedir.
Protez ve Mental Rotasyon Becerisi Iliskisi

Sabit ya da hareketli apareyler yardimiyla yapilan protez
tedavileri, eksik disler ve doku kaybinin neden oldugu
olumsuz sonuglar1 elimine etme gayretiyle yapilan, kayba
ugramis dis ve disle ilgili diger dokulara olabildigince en
yakin olacak sekilde taklit edilmesi mantigiyla yapilmaktadhr.
Bir gesit agiz i¢ci mimarinin s6z konusu oldugu bu tabloda,
dis hekiminin hem kayba ugramis yapilar1 hayal edebilmesi
hem de onlara en yakin ve dogal tedavi yaklagimlarini
planlayabilmesi gerekir. Sabit protetik tedaviler, hareketli
protetik tedavilere kiyasla daha ¢ok tercih edilmekte olup en
yiiksek 1sirma basinci hareketli boliimlii protez ve hareketli
tam protezlere kiyasla sabit protezlerde gozlemlenmektedir
(28). Dis hekimi, protez tedavileri esnasinda farkinda olarak
ya da olmayarak sik stk mental betimleme ve MR becerilerini
kullanmak durumundadir.



Dis hekimliginde mental rotasyon

Restoratif Tedaviler, Endodonti ve Mental Rotasyon
Becerisi Iliskisi

Restoratif dis hekimligi ve endodonti alanlar1 esasinda
caliyma alanlar1 itibariyle aralarnin g¢ok ince bir sinirla
ayirt edilebildigi dis hekimligi dallaridir. Restoratif tedaviler
¢ogunlukla disin kronundaki mine ve dentin tabakast ile sinirlt
iken, endodontik yaklagimlarda ise dis kokii kanallarinda
uygulamalar s6z konusudur. Pulpa dokusu ise zaman zaman
restoratif tedavilerde miidahaleleler yasayan, zaman zaman
da endodontik tedavi yaklagimlari yasayan disin baslica
sinir yapisinin yer aldigi tabakadir. Pulpa boynuzlar1 geng
bireylerde genelde disin okluzal ytizeyine yakin ve yash
bireylerin pulpa boynuzuna kiyasla goreceli olarak kanlanmasi
daha bol bir tabakadir. Yasllarda ise disin biraz daha
derinliklerinde apikal yonde yerlesim gosterip daha sklerotik
tarzda ve kanlanmasi azdir. Bir dis hekimi, analitik diisiince
ve bilissel sistemini devreye koyarak dis ¢iirtiklerine yaklagimi
esnasinda dolgu, kanal tedavisi ya da kuafaj seceneklerinden
gerekli olan tedaviyi hizlica yapabilmelidir. Ayrica kanal
tedavileri esnasinda kanal agizlarinin tespiti, yan kanal varlig:
durumunun olup olmadigr gibi hususlar1 degerlendirirken
MR becerileri yardimiyla teshiste yararlanilan baslangic
ile seans arasi aletli filmleri iyi yorumlayabilmelidir. Her
ne kadar biyiik dental cerrahi tedaviler ya da ¢ocuklara
uygulanan dental tedaviler, dis hekimleri agisindan stresli
islemler olsa da endodontik tedaviler goriis alaninin ¢ok dar
olmasi, ¢ogunlukla hastalarin agri1 semptomlar1 esliginde
gelmeleri ve dental fobileri, enfeksiyonla miicadelenin zorlugu
basta olmak tizere cesitli etkenlerden 6tiirii en stresli tedaviler
oldugu soylenebilir (29,30).

SONUC

Dis hekimligi meslegi olduk¢a stresli, ti¢ boyutlu
diisiinme ve MR becerisi gerektiren saglik meslek grubudur.
Bu meslegin icrasi esnasinda temelde cerrahi, radyoloji,
pedodonti, endodonti, ortodonti, periodontoloji, protez
ve restoratif tedavi gibi uzmanlk dallarini iceren sekiz ana
bransta hastalara dental yaklagimlar sergilenmekte olup
bahse konu tedaviler esnasinda dis hekiminin akiskan zeka
kapasitesi, ti¢ boyutlu diigiinme giicii, mental betimleme
ve MR becerisi her daim o6nemli ve etkilidir. Becerilerin
gelistirilebilen bir durum oldugu goz 6niine alindiginda, dis
hekimligi fakiiltesinden baslayarak dis hekimi adaylarinda bu
becerilerin gelistirilmesine yonelik planlanmalarin yapilmasi
yerinde bir yaklasim olabilir.

Cikar Catigmasi: Calismada herhangi bir ¢ikar ¢atigmasi yoktur.

Finansal Cikar Catismasi: Calismada herhangi bir finansal ¢ikar ¢atismasi
yoktur.

Sorumlu Yazar: Emel Sert, Ankara Yildirim Beyazit Universitesi,
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Tip Fakiiltesi, Fizyoloji, Ankara, Tiirkiye
e mail: dtemelsert@hotmail.com
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OZET

Brunner bezi adenomu (BGA), duodenumun nadir goriilen tiimérlerinden biridir. Esas olarak
duodenal bulbusta bulunur, sekil, sayr ve boyut bakimindan farklilik gésterir. Cogunlukla
asemptomatiktir ve 6zofagogastroduodonoskopi sirasinda tesadiifen saptanir. Etyoloji ve patogenez
tam olarak agiklanamamuistir. Ayirict tanida lipom, néroendokrin tiimoérler, lenfoma, adenokarsinom,
GIST, leiomyom, karsinoid diigiiniilmelidir. BGA igin standart bir tedavi ve takip algoritmasi yoktur.
Semptomatik hastalarda lezyonlar endoskopik veya cerrahi olarak rezeke edilmelidir.

Anahtar Kelimeler: Brunner gland adenomu, Brunner gland hiperplazisi, duodenal kanser
ABSTRACT

Brunner's gland adenoma is a rare type of duodenum tumor. It is mostly found in the duodenum
and varies in shape, number, and size. It is mostly asymptomatic and is discovered by chance during
an esophagogastroduodenoscopy. The etiology and pathogenesis are not fully understood. Lipoma,
neuroendocrine tumors, lymphoma, adenocarcinoma, GIST, leiomyoma, and carcinoid should all
be considered in the differential diagnosis. There is no standard treatment and follow-up algorithm
for Brunner's gland adenoma. Lesions in symptomatic patients should be resected endoscopically or
surgically.

Key words: Brunner’s gland adenoma, Brunner’s gland hyperplasia, duodenal cancer
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INTRODUCTION

Brunner's glands (BGs) are acinotubular glands located in
the submucosa layer of the duodenum that secrete an alkaline
fluid containing mucin to protect the duodenal epithelium
from the acidic chyme of the stomach (1, 2). Brunner was
the first to describe it in 1688 (1). Proliferative lesions of
BGs have been described in the literature as hyperplasia,
adenoma, hamartoma, and, in rare cases, adenocarcinoma
(3). These lesions are usually discovered by chance during an
endoscopy. It can appear polypoid, nodular, exophytic, sessile,
or pedunculated (4-6). It occurs more frequently in the fifth
and sixth decades (5). Large lesions may cause obstruction
or hemorrhage. Brunner's gland adenomas (BGA) have also
been reported in the stomach, pylorus, jejunum, and pancreas
head, but the duodenal bulb is the most common location
(5). We present a case of BGA that was discovered by chance
during endoscopy as a polypoid lesion in the duodenum.

CASE PRESENTATION

A 40-year-old male presented to our outpatient with
complaints of epigastric pain and dyspepsia for 3 months.
No history of alcohol or non-steroidal anti-inflammatory
medication intake. During the physical examination, he
had normal vital signs. No abnormalities detected in the

Figure 1. Endoscopic images of the Brunner gland
adenoma.

L =

Figure 2A. Hyperplastic gland structures separated by
thin fibrous septa under the mucosa preserved on the
surface (H&E, x40).
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Figure 2B. Brunner glands extending to the mucosa,
forming focal erosion on the surface (H & E, x100)

abdominal examination. Laboratory examinations were
within normal limits. Normal esophagus and gastric mucosa
were seen on esophagogastroduodenoscopy; Numerous
polypoid lesion was seen in the duodenum bulb (Fujinon EG
530, Japan) (Fig.1). Multiple biopsies were taken from lesion.
The pathology result of the patient was reported as BGA (Fig.
2A-B). We decided to keep the patient on track because no
new lesions were found in the control endoscopy at the sixth
and twelfth months.

DISCUSSION

BGA is a benign small intestine lesion that accounts for
approximately 5-10% of all duodenal masses and less than 1%
of all gastrointestinal tumors (4, 7). It is estimated that 0.008%
of the population is affected (8). The first BGA cases were
reported in the literature by Cruveilhier in 1835 and Savioli
in 1876. (1, 7). The duodenal bulb (70%) and descending
duodenum (26%) are the most common locations (5). BGA
is typically discovered incidentally during endoscopy and
manifests as nodular, polypoid, pediculoid lesions ranging in
size from 0.7 to 12 cm (2, 4, 9). BGA lesions are more common
in the fifth to sixth decades of life and are not associated with
race or gender (8). Although there are several hypotheses such
as BGA is a duodenal dysembryoplastic lesion or hamartoma,
ethiopathogenesis has not been explained yet (8). However,
H. pylori infection, local irritation, and hyperchloridia are
highlighted (4, 7). The clinical and symptoms of the patient
vary depending on the size and location of the BGA lesion.
In a review of 48 BGA cases, Zhou et al. (5) discovered that
the most common patient findings were abdominal pain
(33%), abdominal distension (25%), weight loss (25%), and
melena (18.8%). Our patient complained of abdominal pain,
and an esophagogastroduodenoscopy revealed multiple
nodular lesions in the duodenum. There are case reports in
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the literature that show computed tomography (CT) and
magnetic resonance imaging (MRI) to be especially useful in
detecting large lesions that cause gastric outlet obstruction.
However, radiological findings are not always specific. It has
the potential to mimic lesions that cause duodenal filling
defects, such as leiomyoma, lipoma, or lymphoma (8).
Endoscopic ultrasonography (EUS), which is widely used
in the differential diagnosis of submucosal lesions, aids in
determining the echogenicity, vascularity, depth, and intestinal
layer from which the lesion originates (2, 4, 6, 8, 10). Lipoma,
neuroendocrin tumors, leiomyoma, pancreatic heterotopia,
adenocarcinoma,  GIST, leiomyomas, schwannomas,
duplication cysts, and carcinoid should all be considered in
the differential diagnosis (2, 4, 5, 8, 10). In the literature, there
is no accepted or applied formal guideline for the follow-up
and treatment of BGA. However, because it can coexist with
adenocarcinoma, high-grade dysplasia, and neuroendocrine
tumors, resection of the BGA is recommended (1, 3, 11,
12). While endoscopic mucosal resection (EMR) and snare
polypectomy are preferred for resection of pediculated, small,
and superficial submucosal localized BGA lesions, surgical
resection is used for lesions in large and difficult anatomical
regions that spread deep into the submucosa (2, 5, 10). We
decided to pursue our case cautiously. We decided to follow
up our case conservatively.

CONCLUSIONS

BGA can appear in any part of the gastrointestinal
tract. Endoscopic or surgical resection is recommended for
symptomatic lesions and suspicion of malignancy. Multi-
center and long-term studies and treatment guidelines are
needed for the follow-up and treatment strategy of BGA.
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Portal Vein Thrombosis Associated with Acute Cholecystitis In
A Child

Cocukta Akut Kolesistit Iliskili Portal Ven Trombozu
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OZET

Portal ven trombozu (PVT), portal venin kismen ya da tamamen tikanmasi olarak tanimlanir. Akut
kolesistit ile iligkili PVT nadirdir ve literatiirde sadece birka¢ olgu sunumu bildirilmistir. Akut
kolesistit tedavisine yanit alinamiyorsa; PVT gibi nadir ve ciddi komplikasyonlar gelismis olabilir. Bu
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olgu sunumunda ¢ocuk hastada akut kolesistit ile iligkili portal ven trombozu sunuyoruz.
Anahtar Kelimeler: Portal ven, tromboz, akut, kolesistit, cocuk

ABSTRACT

15 Agustos 2023

Portal vein thrombosis (PVT) is defined as a complete or partial occlusion of the portal vein due
to a thrombus. The association of PVT with acute cholecystitis is rare, and only a few cases have
been reported in the literature. If there is no response to treatment of acute cholecystitis; should be
considered serious and rare complications such as PVT. In this case report, we present portal vein
thrombosis associated with acute cholecystitis in children.
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INTRODUCTION

Portal vein thrombosis (PVT), is defined as a complete
or partial occlusion of the portal vein due to a thrombus
(1). Portal vein thrombosis is divided based on etiology into
three main groups; cirrhosis-associated PV'T, malignancy-
associated thrombosis, and non-malignant non-cirrhotic
PVT. This disease is most commonly secondary to cirrhosis
or liver cancer (2). Non-malignant non-cirrhotic PVT is rare,
it can be seen due to local inflammatory causes or acquired/
congenital causes of thrombophilia (3). Local inflammatory
causesare cholecystitis, cholangitis, appendicitis, diverticulitis,
hepatitis, and pancreatitis. The association of PV'T with acute
cholecystitis is rare and only a few cases have been reported in
the literature (4). In this case report, we present a rare case of
portal vein thrombosis associated with acute cholecystitis..

CASE REPORT

A previously healthy 12-years-old male patient presented
to the pediatric emergency department with complaints of
abdominal pain and vomiting for several hours. The pain was
mostly localized in the right upper quadrant. He reported that
he had vomit with bile for ten times in the past few hours.
On physical examination, body temperature was 38°C, blood
pressure was 100/75 mmHg, heart rate was 87 beats/min,
respiratory rate was 19 breaths/min, and oxygen saturation was
100%. Abdominal examination showed diffuse tenderness,
and Murphy’s sign was positive. Other system examinations
evaluated as normal.

Laboratory examination, revealed leukocytosis (22.000
/mm3) and an increase in C-reactive protein level (148
mg/L). Other complete blood count parameters were normal.
Abdominal ultrasonography (USG) has reported that;
“consistent with bile/sludge concentrated in the gallbladder
lumen, the thickness of the gallbladder wall has increased.
There is no dilatation in the intrahepatic bile ducts” We
considered the diagnosis of acute cholecystitis. We started
piperacillin-tazobactam and ursodeoxycholic acid treatment.

Abdomen computed tomography (CT) was performed
because of the increase in CRP and sensitivity in abdominal
examination despite treatment. Abdomen CT has a
compatible appearance with acute cholecystitis, and there
is a perfusion difference due to inflammation in the liver
parenchyma around the gallbladder. A partial thrombus was
observed in one of the right anterior branches of the portal
vein, main portal vein, and right and left main branches open.
(Figure 1). The hepatic venous system is normal. We thought
that these findings were due to portal vein thrombosis related
to acute cholecystitis.

Laboratory tests for the etiology of thrombosis were
performed on our patient. D-Dimer values of 2,1 mg/L (0-
0.55 mg/L) and fibrinogen 568 mg/L (200-400 mg/L) were
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Figure 1. The arrow indicates a partial thrombus in one
of the right anterior branches of the portal vein.

increased. Protein- S value decreased by 32% (60-130%).
Protein-C was 83.8% (70-150%), Anti-Thrombin III was 97%
(83-128%) and Homocysteine levels were normal [9.7 pmol/L
(6 — 15pumol/L)]. Flow cytometric analysis was performed
on the patient's erythrocytes, monocytes, and granulocytes.
In the paroxysmal nocturnal hemoglobinuria (PNH) clon;
CD4, CD14, CD59, CD64, and FLAER deficiencies were not
detected.

In the genetic analysis for thrombosis, Factor V (Leiden),
Factor II Prothrombin, methyl tetrahydrofolate reductase
(MTHFR) (677C>T), and Factor XIII (V34L) were normal.
Heterozygous mutations were detected in Factor V(R2) and
Plasminogen Activator Inhibitor 1 (4G/5G). In addition, we
found a homozygous mutation in MTHFR (1298A>C).

Since the patient had acute PVT, enoxaparin treatment
was started. Clinical findings and laboratory results improved
after antibiotic and anticoagulant treatment. The patient
became clinically stable and was discharged. One month
later, the patient was re-evaluated. There was no abdominal
tenderness, defense, or rebound. There was no pathological
feature in the other system examination. The Portal vein
diameter was within normal limits of 8 mm in color doppler
ultrasonography of the portal vein. Hepatopetal flow was
observed; thrombus was not observed in hepatic arteries and
veins

DISCUSSION

In this case report, we presented a very rare case of PVT.
This disease due to acute cholecystitis is rare and only a few
cases have been reported in the literature (4). Abdominal
pain, diarrhea, constipation, and vomiting may observed as
a result of PVT. During admission, abdominal tenderness,
bloating, fever, and decreased bowel sounds may be seen.
If the diagnosis is delayed or the patient does not receive
appropriate treatment; it can cause mesenteric ischemia,
sepsis due to perforation, and septic shock (5). In a large series
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of 23,796 autopsies in Sweden, the prevalence of PVT was
reported as 1% when cirrhosis, tumor, and all other etiological
factors were taken into account (6). Data on the frequency
of non-cirrhotic PVT are less. It is known that it constitutes
5-10% of portal hypertension cases in Western societies and
is responsible for one-third of portal hypertension cases in
developing countries (7).

It has been determined that more than one risk factor
causing thrombosisis present in at least one-third of PV'T cases
developing secondary to local inflammatory causes such as
cholecystitis, hepatitis, cholangitis, diverticulitis, appendicitis,
and pancreatitis (2). Choi et al. They retrospectively evaluated
patients with transiently increased hepatic attenuation on
CT scans. They reported 6 cases of PVT associated with
acute cholecystitis. They did not observe any etiological
factor associated with PVT in these patients. They speculated
that the occurrence of PVT after acute cholecystitis may be
due to inflammation or an infectious process involving the
cystic vein (4). Among the systemic thrombogenic factors,
Antithrombin III, protein C, and protein S deficiency are
associated with a high risk of thrombosis, however, they
are rarely seen in the etiology of PVT. Factor V Leiden
(VFL) mutation, prothrombin mutations, and MTHFR
homozygous mutations have a lower coagulation risk
compared to anticoagulant protein deficiencies, but the
incidence is higher in the etiology of PVT. Systemic acquired
risk factors are primary myeloproliferative diseases, anti-
phospholipid syndrome, PNH, cancers, inflammation, oral
contraceptive drugs, pregnancy/postpartum period, and
hyperhomocysteinemia due to vitamin deficiency (5). In this
case, genetic mutations are minor risk factors for thrombosis.
Therefore, we think that portal vein thrombosis developed in
the patient as a complication of cholecystitis.

In the venous thromboembolism management guideline
published by the American Society of Hematology in 2018,
unfractionated heparin, low molecular weight heparin,
fondaparinux, or vitamin K antagonists are mentioned as
anticoagulant treatment options for the treatment of pediatric
venous thromboembolism; therefore this anticoagulants can
safely be used in children. This guide also sought to answer
the question of whether anticoagulants should be used in
PVT. Thrombosis is known to regress spontaneously in some
patients with portal vein thrombosis. Guidelines support the
use of anticoagulants in the case of occlusive and idiopathic
PVT but not the use of anticoagulants in cases of portal
hypertension due to chronic PVT (7). Enoxaparin was started
in the patient. In the first month of treatment doppler USG
was performed and complete regression of the thrombus
was observed. Because of the patient genetic test results; we
planned to continue anticoagulant treatment for at least three
months.
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CONCLUSION

Nonspecific symptoms may be observed during the PVT.
If the diagnosis is delayed or the patient does not receive
appropriate treatment; it can cause mesenteric ischemia, sepsis
due to perforation, and septic shock. For his reason, if there is
no adequate response to the treatment of acute cholecystitis,
serious complications such as PVT should be considered.
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OZET

Koledok kisti ve c¢ekal duplikasyon kisti seyrek goriilen konjenital anormalilerdir ve literatiirde
ikisinin birlikte oldugu yayinlara rastlanmamistir. Biz, 8 aylik bir kiz ¢ocugunda dev bir koledok
kisti ve ¢ekal duplikasyon kistinin oldugu bir olguyu sunmaktayiz. Ultrasonografi, magnetik rezonans
kolanjiopankreatografi, intraoperatif bulgular ve histopatolojik muayene bulgular: dikkate alindiginda;
bu iki antitenin birbiriyle iliskili oldugunu disiinmekteyiz.

Anahtar Kelimeler: Koledok , koledok kisti, ¢ekal duplikasyon kisti.

ABSTRACT

Choledochal cyst and cecal duplication cyst are rare congenital abnormailities, and there are
no cases of their coexistence reported in the literature. We report a case of giant choledochal
cyst and cecal duplication cyst in an 8-month-old girl. Ultrasonography, magnetic resonance
cholangiopancreatograhpy, intraoperative findings, and histopathological examination support the

idea that these two entities may be related.

Key words: Choledoch, choledochal cyst, cecal duplication cyst.
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GIRIS

Kolon ve rektum duplikasyonlari, tim sindirim sistemi
duplikasyonlarinin yaklagik % 17'sini olusturur (1). Koledok
kisti (KK), 100.000-150.000 canli dogumda 1 oraninda
goriilen seyrek konjenital anomalilerdir (1-3). Biz, 8 aylik bir
kiz ¢ocugunda tespit ettigimiz dev bir koledok kisti ve gekal
duplikasyon kistini (CDK) sunmaktayiz. Literatiirde bu iki
anomalinin birlikte goraldagi bir ¢aligmaya rastlanmamustir.
Ancak Thomas ve arkadaglarinin sundugu bir bebekte,
mukoza ile simirli hemiperineal bir anomali bildirilmistir
ki antenatal kaudal duplikasyonun riiptiriine bagh oldugu
dustiniilmektedir (4). Ultrasonografi, magnetik rezonans
kolanjiopankreatografi (MRKP), intraoperatif bulgular ve
histopatolojik muayenede benzer etiyoloji bildirilmistir.

OLGU SUNUMU

8 aylik bir kiz cocugu Necmettin Erbakan Universitesi Tip
Fakiiltesi Cocuk Cerrahisi Anabilim Dali'na abdominal kitle
on tanust ile bagvurdu. Fizik muayenede, karin agrisi, palpabl
abdominal bir kitle ve sarilik tiglii triad: tespit edildi. Konjuge
hiperbilirubinemi, artmis serum alkalen fosfataz seviyesi,
bilgisayarl1 tomografi, kolanjiografi, ultrasonografi (US),
99Tc-di-isopropylphenylcarbamoyl-methylimidodiacetic
acid (DISIDA) sintigrafi ve MRKP ile gergeklestirilen
preoperatif tani sonrasy; transvers tst abdominal kesi ile
karna girildi. Karin i¢i eksplorasyonda, safra kesesinin duktus
sistikusundan duodenuma uzanan 10X9X8 cm ebadinda
bir kitle ile karsilagildi. Operatif kolanjiografi ile tam
kesinlestirildikten sonra, portal ven ve hepatik arter korunarak
total kist eksizyonu gergeklestirildi (Sekil 1A). Duodenal
defekt, ¢ok sayida tek tek absorbabl siitiirlerle onarildi
Infantta safra reflisiinii 6nlemek icin, Treitz Ligamenti'ne
30 cm mesafede Roux-en-Y hepatikojejunostomi prosediirii
gerceklestirildi. Eksplorasyonda, ileogekal segmentte pasaji
sinirlandiran iki adet kistik yapi ile kargilasilinca (Sekil 1B),
bu yapilarin rezeksiyonundan sonra ileogekal anastomoz
gerceklestirildi. KK ve CDK'nin operatif tanisy, histopatolojik
muayene ile; kolumnar epitel ile ¢cevrili dev koledok kisti

Sekil 1. A. Dev koledok kistinin gériintimii. B. Cekal
duplikasyon kistinin goriinimi.

Sekil 2. Kolumnar epitel ile ¢evrili dev koledok kisti.

(Sekil 2); gekal duplikasyon kistinde kist liimeni ve kolonun
tunika mukozas1 dogrulandi (Sekil 3). Karin igine penréz dren
konulduktan sonra, karin duvari bilinen sekilde kapatild.
Infeksiyon profilaksisi icin parenteral iigiincii jenerasyon
sefalosporin, aminoglikozid ve ornidazol verildi. Hasta
postoperatif ikinci giin oral olarak beslenip mobilize edildi
ve postoperatif yedinci giin taburcu edildi. Bebek taburcu
edilirken kolanjitise karsi, profilaksi amaciyla alt1 hafta stire
ile yar1 dozda ampisillin almast 6nerildi. Infant, ilk y1l icin 3
ayda bir ve daha sonra yilda bir goriildii. Téiim kontrollerde,
karaciger fonksiyon testleri, serum amilaz seviyeleri ve
karaciger ile pankreas ultrasonografisi normal bulundu. 8

Sekil 3. Cekal duplikasyon kistinde kist limeni ve
kolonun tunika mukozas1 (H&E, orijinal biytitme X4).
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yillik takipler sirasinda gastrointestinal ve hepatobilier sistem
ile ilgili her hangi bir sikayete rastlanmadi. Hastamiz su anda
da saglikli olup; herhangi bir sikayeti yoktur.

TARTISMA

KK ve CDK seyrek goriilen konjenital anormalilerdir ve
literatiirde bu birlikteligi gosteren yayinlara rastlanmamustir.
Bu iki konjenital anomalinin birlikte goriilmesini agiklamak
zor olabilir. Thomas ve arkadaslarinin sundugu bir bebekte,
mukoza ile smirli hemiperineal bir anomali bildirilmistir
ki antenatal kaudal duplikasyonun riiptiiriine bagh oldugu
disiiniilmektedir (4). Bizim olgumuzda, dev koledok kisti ve
ekal duplikasyon kisti intraoperatif olarak gozlendi.

Kolonik duplikasyonlar, gastrointestinal duplikasyonlar
arasinda en sik goriilen duplikasyonlardir. Bu duplikasyonlar,
kistik ya da tubuler olabilir; cogu zaman da kolon ¢evresine
lokalize  olmuslardir. ~ Bunlar,gastrointestinal ~ sistemde
fonksiyon bozukluguna sebep olabilirler ve intestinal
obstruksiyonlarin  diger nedenlerinden ayrict tanilari
yapilmalidir (1). Bizim olgumuzdaki duplikasyon Kkisti,
kolonun ¢ekal segmentinde idi ve bu lokalizasyonu nedeniyle
tipik duplikasyon kistlerinden farkli idi. Bununla beraber
kitlenin klinik ve histopatolojik gortinimii, Ladd ve
Grossun kriterlerine paralellik gostermektedir. Soyle ki: (a)
Gastrointestinal sistemin bazi segmentlerinde orantili olus ve
devamlilik, (b) diiz kas ortiisti, (c) ¢ekal duplikasyon tanisini
koymak i¢in, sindirim sisteminde normal olarak goriilebilen
hiicrelerden olusan mukoza hatti mevcuttur (5).

SONUC

Bizim olgumuzda tespit edilen kolonu tikayan kitle, ¢ekal
kistik duplikasyonun seyrek goriilen bir formudur. US, MRKP,
intraoperatif bulgular ve histopatolojik muayene sonucunda;
bu iki antitenin birbiriyle iliskili oldugu, enterik duplikasyon
ve KK'nin uygun tedavi ile uzun dénem sonuglarinin ve hayat
kalitesinin mitkemmel oldugu sonucuna varilmistir.

Cikar Catismasi: Calismada herhangi bir ¢ikar ¢atigmasi yoktur.

Finansal Cikar Catigmasi: Calismada herhangi bir finansal ¢ikar ¢atismast
yoktur.

Sorumlu Yazar: Miislim Yurt¢u, Necmettin Erbakan Universitesi,
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OZET

Erkeklerde en sik gozlenen cinsiyet kromozom anomalisi olan Klinefelter Sendromu (KS) ayni
zamanda erkek infertilitesinin 6nde gelen sebeplerindendir. Vakalarin ¢ogunda 47, XXY karyotipi olan
KS’lu bireylerin tani almalar: genellikle eriskin dénemde, infertilite tetkikleri yapilirken olmaktadir.
Adolesan donemde boy uzama hizinda artig, 6nikoid viicut yapisi, pubertede gecikme yada duraklama,
jinekomasti, testislerin kiigiik volimlii ve sert olmasi, yiz ve viicut killarinda azlik, davranis
degisiklikleri, ¢ocukluk doneminden baslayan 6grenme gii¢liigii bagvuru sikayeti olabilmektedir. Bu
yazida hizli boy uzama sikayetiyle basvuran, klinik ve laboratuvar verileri ile KS’ndan siiphelenilerek
yapilan kromozom analizinde 47, XXY tespit edilen ve KS tanis1 alan addlesan olgusu sunulmustur.

Anahtar Kelimeler: Klinefelter sendromu, uzun boy, 47, XXY
ABSTRACT

Klinefelter Syndrome (KS), the most common sex chromosome abnormality in men, is also one of the
leading causes of male infertility. Generally, these individuals with 47, XXY karyotype are diagnosed
during adulthood, during infertility examinations. In the adolescence period, there may be an increase
in height growth rate, euicoid body structure, delay or pause in puberty, gynecomastia, small volume
and hardness of the testicles, and less facial and body hair. In this article, an adolescent case who
presented with the complaint of rapid stature, was diagnosed with KS, and was diagnosed with KS
in the chromosome analysis of 47, XXY, which was performed by suspecting KS with clinical and
laboratory data, is presented.

Key words: Klinefelter syndrome, tall, 47, XXY

Atif yapmak igin/ Cite this article as: Korkmaz SB, Gahnug M, Ergen Dibeklioglu S, Selver Eklioglu B, Atabek ME. Boy
Uzama Hizinda Artigla Gelen Klinefelter Sendromlu Olgu Sunumu. Mev Med Sci. 2023;3(2): 94-96

“This article is licensed under a Creative Commons Attribution-NonCommercial 4.0 International License (CC BY-NC 4.0)”


https://creativecommons.org/licenses/by-nc/4.0/
https://neuyayin.com/dergilerimiz/14
http://orcid.org/0000-0003-2412-8837
http://orcid.org/0000-0002-9378-1437
http://orcid.org/0000-0003-3106-5248
http://orcid.org/0000-0002-6700-5346
http://orcid.org/0000-0002-2242-9401

MEVLANA TIP BiLIMLERI

GIRIS

[k olarak 1959 yilinda énikoid viicut yapily, jinekomastisi
olan, yiiz ve vicut killart seyrek, testisleri kiicik ve
sperm iretemeyen erkek hastalarin kromozom analizleri
yapldiginda 47, XXY oldugu tespit edilerek, Klinefelter
sendromu (KS) olarak adlandirilan genetik bir hastaliktir (1).
Tahmini prevalansi 1/500-1/1000 arasinda olmasina ragmen
vakalarin % 64t yasam boyu teshis edilmeden kalmaktadir
(1,2). Bu durumun muhtemel nedeni degisken fenotip
varligidir. Vakalar dogum oncesi kromozom analizi ile,
dogumda anormal genital yapi ile, ergenlik 6ncesi 6grenme
giicligii ve davranis problemleri sebebiyle, ergenlikte puberte
sorunlary, boy uzama hizinda artis ve uzun boy ile veya
yetiskin donemde infertilite tetkikleri yapilirken tani alabilir
(2,3).

OLGU

15 yas 11 aylik erkek hasta, son bir yildir olan hizli boy
uzamasi sebebiyle klinigimize bagvurdu. Ozge¢misinde 6zellik
olmayan hastamiz, aralarinda akrabalik olmayan saglikli anne
babanin ilk ¢ocuguydu ve saglikli bir erkek kardesi vard.
Fizik muayenede onikoid viicut yapisi gozlenmeyen hastanin,
viicut agirhig: 87,6 kg (+1,84 SDS), boyu 184 cm (+1,47 SDS),
kula¢ boyu 186 cm, kulag boy farki 2 cm (ortalama SDS).
Oturma yiiksekligi 98 cm, oturma yiiksekligi/boy orani 0.53
(-1 SDS). Anne, baba boyuna gore hedef boyu 175 ¢cm (-0.19
SDS) olan hastanin giincel kemik yasi ile tahmini eriskin boyu
190.1 cm (+1.86 SDS) idi. Ergenlik muayenesinde pubars evre
4, bilateral testis voliimleri 3 ml, normalden sert olarak palpe
edildi, penil gerim boyu 12 cm olan hastada ayn1 zamanda
lipomasti olmakla birlikte retroareolar alanda fibroglandiiler
doku palpe edilmedi. Diger sistem muayeneleri dogal olan
hastanin meme ultrasonografisinde her iki retroareolar
bolgede fibroglandiller doku goriilmedi. Laboratuvar
tetkiklerinde, tam kan sayiminda lokosit sayist 7500/pL,
notrofil 3500/uL, lenfosit 3270 /uL, hemoglobin 14.4 g/dl,
platelet 228.000/uL bulundu. Glukoz 82.6 mg/dl, tire 26.6 mg/
dl, kreatinin 0.83 mg/dl, sodyum 142 mmol/l, potasyum 4.35
mmol/l, kalsiyum 9.83 mg/dl, fosfor 3.99 mg/dl, magnezyum
2.2 mg/dl, SGOT 15.2 U/L, SGPT 16.3 U/L, kolesterol 179.9
mg/dl, trigliserid 117.2 mg/dl, LDL kolesterol 118.26 mg/dl,
HDL kolesterol 38.2 mg/dl (0-40), ACTH: 20.5 ng/dL (7.2-
63.3), kortizol 6.87 mcg/dL (6.02-18.4), sT4 1.01 ng/dl (0.93-
1.7), TSH 3.59 mU/L (0.27-4.2), insiilin 16.4 mU/L (2.6-24.9),
hGH 0.531 mcg/L (0.077-10.8), IGF-1 447 ng/ml (330-910),
prolaktin 12 mcg/L (4.4-15.2), FSH 27.9 TU/L (1.5-12.4),
LH 22.4 IU/L (1.7-8.6), estradiol 15.2 pg/ml (10-50), total
testesteron 305 ng/dl (249-836) goriildii.

Klinik bulgularda uzun boyu, kiigiik ve sert testisleri olan
hastadan KS siiphesiyle istenen kromozom analizi, 47, XXY
olarak raporlandi ve tanist Klinefelter Sendromu olarak
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dogrulandi. Aile hastalik hakkindabilgilendirilmesi ve genetik
takip agisindan Tibbi Genetik poliklinigine yonlendirildi.
Hastanin kisa ve uzun vadeli takip ve tedavileri planlandu.

TARTISMA

KS, genetik bir hastalik olup erkeklerde goriilen en sik
sayisal kromozom bozuklugudur (4). Meydana gelen bu
kromozomal anormallik, mayotik ya da mitotik ayrilmama
sonucu olur. Vakalarin yaklasgtk % 90nda 47, XXY
karyotipi olurken kalan kisminda farkli kromozomal yap:
goriilebilir (4). Bizim hastamizda da kromozom kurulusu
47, XXY seklinde olup en sik gozlenen sekilde idi. Diger KS
genotipleri, mozaisizm (46, XY/ 47, XXY), yiiksek dereceli
anoploidi (48, XXXY; 49, XXXXY) ve yapisal olarak anormal
X kromozomlaridir (3). ileri anne ve baba yast risk faktorii
olarak bildirilmis. Yirmi dort yas alti anne ve 40 yas st
annelerin bebeklerinde KS siklig1 karsilastirilmis, ileri yas
anne bebeklerinde KS riski 4 kat artmis olarak bulunmugstur
(1). Hastamizin annesinin giincel yast 42 olup gebelik
doneminde yas olarak riskli grupta yer almamaktaydi.

KS tanisi alan kisilerde fenotipik farkliklar olmakla
birlikte uzun boy, 6nikoid viicut yapisi, azalmis testis hacmi,
jinekomasti, yetersiz pubik ve ytizkillanmasi, davranis ve kisilik
problemleri siklikla goriilmektedir. Takdimini yaptigimiz
vakada ise hastanin basvuru sebebi hizli boy uzamas: idi.
Yapilan calismalarda bizim hastamizda da oldugu gibi KS'lu
hastalarin hemen hepsinde uzun boy goriilmektedir (5).
Benzer sekilde bildirilen vakalarda ¢ogunlukla 6nikoid viicut
yapist goriilmesine karsin hastamizin fizik muayenesinde
onikoid viicut yapisi tespit edilmedi. KS'lu hastalarda goriilen
muayene bulgulari, puberte sonras: kiigiik sert testisler ve
androjen eksikligine bagl belirtilerle karakterizedir. Testis
hacmi genellikle 3-4 mlyi ge¢mez (6). Bizim hastamizda
da her iki testis hacmi 3 ml idi. Azalmis penis boyu KSlu
hastalarin % 10-25’inde goriiliirken hastamizin penis boyu
12 cm olarak olciildii ve yasina gore normal aralikta olarak
degerlendirildi. Yapilan ¢aliymalarda KSlu hastalarda,
androjen aromatizasyonu sebebiyle meydana geldigi
disiiniilen jinekomasti % 50-75 oraninda goriilmektedir (7).
Ancak vakamizda lipomasti olmakla birlikte yapilan meme
ultrasonografi sonucunda bilateral retroareolar bolgede
fibroglandiiler doku izlenmedi.

Hastalarin gonadotropin diizeyleri g¢ogunlukla artmuis
olarak bulunmustur (1). Bizim hastamizda da bu veriye paralel
olarak FSH ve LH diizeyleri artmis olarak goriildii. Salbenblatt
JA ve arkadaslarinin yaptig1 bir ¢alismada ise % 80 oraninda
azalmis testosteron seviyeleri goriilmektedir (8). Hastamizda
yapilan tetkiklerin sonucunda testosteron seviyesinin
normal oldugu tespit edildi. Bu durumun hastamizda heniiz
gonadal fibrozisin tamamen gergeklesmemesine bagli oldugu
distniildi. Akabinde hasta sperm analizi ve gerekirse
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ekstraksiyon igin tirolojiye yonlendirildi.

Hastamizda jinekomastinin olmamasi, penis boyunun ve
testosteron seviyesinin normal olmasi, bizi KSu tanisindan
uzaklastirirken; uzun boy, artmis gonadotropin seviyesi ve 3-4
mlyi gegmeyen testis hacmi KS'u tanisinda yol gosterici oldu.
Bu sebeple devam eden KS siiphesi ile gonderdigimiz periferik
kandan kromozom analizi 47,XXY olarak sonug¢landi. Hasta
Tibbi Genetik poliklinigine yonlendirildi. Vakamizla paralel
olarak, yapilan ¢aligmalarda KS'Tu hastalarin % 80’inde 47,XXY
karyotipi bulunmus olup % 20sinde ise yiiksek derecede
kromozom anéploidileri ve 46,XY/47,XXY mozaikleri veya
yapisal anormal X kromozomlari bulunmustur (3).

KS igin klasik bir fenotip yoktur. Gonadal disfonksiyonun
derecesine gore fenotip degisir. Ekstra X kromozomu
materyali, testis hyalinizasyonundan ve fibrozisinden
sorumludur. Genellikle ergenlik ve geng eriskinlik boyunca
gelisen primer gonadal yetmezlige yol acar (1, 2). Etkilenen
yenidoganda  mikrofallus, hipospadias, kriptorsidizm,
kiictik testisler goriilebilecegi gibi yenidogan ve ¢ocukluk
doneminde fizik muayene tamamen normal olabilir.
Ergenlikte hipogonadizm sonucu jinekomasti, seyrek viicut
killari, androjen eksikligi belirtileri, eriskinlikte azospermi,
oligospermi ve infertilite gorilir (1, 2). X kromozomunun
psodootozomal bolgesindeki SHOX geninin ek gen varligy;
uzun boy, uzun uzuvlar ve disik ist/alt segment oranina
yol agar (2). Ek fiziksel ozellikler arasinda kriptorsidizm,
jinekomasti, hipotoni, hipertelorizm, klinodaktili, dirsek
displazisi, pes planus ve ytiksek kemerli damak bulunur (3).
Ayrica kardiyovaskiiler, metabolik ve kemikle ilgili bulgularin
yanisira norobilissel ve psikososyal belirtiler de goriilebilir (9).
Hastamizin sistemik muayenesi dogald: ve okul basarisinin
iyi oldugu, psikososyal problemlerinin olmadig1 6grenildi.

KS tanisi alan hastalarin uzun donem izlemlerinde testis
ve meme muayenesi yilda bir kez tekrarlanmalidir. Diger uzun
donem komplikasyonlar arasinda; metabolik sendrom ve tip
2 diyabetes mellitus, otoimmiin hastaliklar, tromboembolik
ve kardiyovaskiiler hastaliklar, osteoporoz gelisebilecegi icin
hastalarin metabolik profilleri, testosteron, LH, D vitamini,
serum kalsiyum, kemik mineral dansitesi degerlendirmesi,
EKG takibi yapilmalidir (9). Hipogonadizm nedeniyle
infertilite agisindan riskli grupta olan KSlu hastalarda
sperm ekstraksiyonu, kriyoprezervasyon ve gerekirse testis
biyopsisi a¢isindan degerlendirilmelidir (9). Meme kanseri,
akciger kanseri, Non-Hodgkin lenfoma ve ekstragonadal
germ hiicreli timor igin artmis risk mevcuttur (9). Ancak
kanser riskinde artis ¢ok diisitk oldugu i¢in asemptomatik
KS'lu tiim bireylerin taranmasi 6nerilmez (3). Diger taraftan
bilissel degerlendirme ve uzman danismanlig gereklidir (9).
KS tanisi alan hastalarin tedavisinde 6ncelikle konusma ve dil
gecikmesi ayrica motor becerilerde gecikmeler vakalarin %50
- %75'inde mevcut oldugu i¢in dil ve motor gelisim terapisine
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yonlendirilmelidir (2).

Endokrinolog takibinde ek testosteron tedavisi klasik
KS fenotipinin bazi fiziksel belirtilerini onleyebilir (2).
Ayrica ABDde yapilan bir ¢aligmada 4-12 yaslar arasindaki
prepubertal KS tanili ¢ocuklara, diisik doz sentetik oral
androjen (oksandrolon) tedavisi verildiginde, gorsel-motor
performans, kaygi/depresyon ve sosyal islevsellik alanlarinda
iyilesmeler bildirilmekle birlikte bilis veya dikkat tizerinde
higbir etkisinin olmadig1 gorilmistiir (9).

Biz bu vakada uzun boy ve boy uzamasinda hizlanma
ile bagvuran hastalarda KSnun ayirici tanida mutlaka
disiiniilmesi gerektigini ve ozellikle tam bir antropometrik
degerlendirme ve puberte muayenesi olmak tizere dikkatli
bir fizik muayene ile elde edilecek verilerin taniya ulasmada
yardimcr olabilecegini vurgulamak istedik.

Cikar Catismasi: Calismada herhangi bir ¢ikar ¢atigmasi yoktur.

Finansal Cikar Catigmasi: Calismada herhangi bir finansal ¢ikar catismast
yoktur.

Sorumlu Yazar: Sevim Biisra Korkmaz, Doktor Ali Kemal
Belviranli Kadin Dogum ve Cocuk Hastanesi, Cocuk Saglig1 ve
Hastaliklari, Konya, Tiirkiye
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