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AMAC VE KAPSAM

DEU Tip Fakiiltesi Dergisi (DEU Tip Derg), Dokuz Eyliil Universitesi Tip Fakiiltesi
adina yayimlanan hakemli, multidisipliner, akademik bir dergidir. Tiirkce ve ingilizce
dillerinde yilda ti¢ sayr olarak Nisan, Agustos ve Aralik aylarinda elektronik

yayimlanur.

DEU Tip Derg’in amaci, tibbin her alaninda uygun hipotezle, bilimsel yontemler
kullanilarak yapilmis 6zgiin arastirmalar1 yayinlamaktir. Disiplinler arasi isbirligi ile
yapilmis temel, ¢cevrimsel ve klinik arastirmalar, toplum temelli arastirmalar dergide
oncelikli olarak yer bulur. Yamn sira, giincel konulardaki derlemeleri, ender rastlanan
tibbi olgulari, egitim amacgli kisa tibbi bulmacalari, editor goriislerini, alaninda uzman

hekimlerin deneyim ve yorumlarini igeren editdre mektuplar: yayimlar.

DEU Tip Derg’in hedef okuyucu kitlesi; tibbin her alani ile ilgili hekimler, uzmanlar,
arastirmacilar, uzmanlik ve doktora 6grencileri yani sira tip fakiiltesi 6grencileridir.

Siirekli mesleki gelisim ve aragtirma kiiltiirtintin yayginlasmasimna katki saglamay:
hedefler.

DEU Tip Derg, bilimsel yayinlara agik erisim saglar. Yazarlardan makale yayima1 i¢in

herhangi bir ticret talep edilmez.

DEU Tip Derg Yaym Kurulu, “DEU Tip Fakiiltesi Dergisi Yonergesi” uyarinca,
uluslararasit kuruluslarin [International Council of Medical Journal Editors (ICMJE),
World Association of Medical Editors (WAME), Council of Science Editors (CSE),
Committee on Publication Ethics (COPE) ve European Association of Science Editors

(EASE)] etik kurallarinm gozeterek ¢alismalarin yiiriitiir.

Dergiye makale gonderimi igin izlenecek yol ve ilgili kurallar, “Yazarlara Bilgi”

boliimiinde tamimlanmaktadir.

DEU Tip Derg, Index Copernicus Master List, TUBITAK ULAKBIM TR Tip Dizini

ve Tiirkiye At1f Dizini'nde indekslenmektedir.



AIMS AND SCOPE

Journal of Dokuz Eylul University Medical Faculty (J DEU Med), is a
multidisciplinary, peer reviewed, academic journal published by Dokuz Eylul
University Medical Faculty. It is e-published in April, August and December in
Turkish and English.

The aim of ] DEU Med is to publish original research in every branch of medicine with
relevant hypothesis and highly qualified scientific methods. Basic, translational and
clinical multidisciplinary research as well as population based research have priority.
Additionally, reviews on recent developments, medical case reports on rare disease,
educational material, editorial short notes and letters from specialists in different

branches of medicine covering their experience and comments are published.

General practitioners, specialists and fellows in every branch of medicine, as well as
the researchers and students of the medical faculty are among our target audience. The
journal aims to contribute to continuous medical education and to research culture in

medicine.

J DEU Med is an open access, nonprofit journal and no payment is requested from the
authors for publishment of their articles. Published volumes since 2005 are available

tull text free-of-charge online at http://tip.deu.edu.tr/tr/kapsam/.

The Editorial Board of ] DEU Med adheres to the principles of International Council
of Medical Journal Editors (ICMJE), World Association of Medical Editors (WAME),
Council of Science Editors (CSE), Committee on Publication Ethics (COPE) and
European Association of Science Editors (EASE) in accordance with “Directive of ]
DEU Med”.

The guides and rules for sending manuscript are explained in “Instructions for
Authors” online at http://tip.deu.edu.tr/tr/yazarlara-bilgibasvuru/. ] DEU Med is
indexed in Index Copernicus Master List, TUBITAK ULAKBIM Turkish Journal Index
(TR Index) and Turkiye Atif Dizini.



Saym Editor

Mukaddes ve ark. tarafindan c¢aligilan DEU Tip dergi 2019;34(1):73-83° adresinden
ulasilabilecek olan *> Antivenomlar ve Uygulama Ilkeleri’” isimli derlemeyi (1) bilyiik bir ilgi

ile okuduk, yazarlara tesekkiir ederiz.

Yazarin tarih¢e boliimiindeki igerikte yer alan “’ Tiirkiye’de ilk akrep antivenomu, Refik
Saydam Hifzisthha Merkez Bagkanligt (RSHMB)‘nda iiretilmistir. Uzun yillar boyunca
kullanilan bu antivenomun, 2012 yilinda RHSMB’nin kapatilmasi sonrasi iiretimine son
verilmistir.”” seklinde ifade edilmektedir (1).Oysa ki kurumun isminin Halk Sagligi Kurumu ve
daha sonra da Halk Sagligi Genel Miidiirliigii olarak degismesine ragmen akrep antivenom

iiretimi duraksamadan devam etmistir.

Daha dnceki yillarda iiriin > 50 LD 50/ml potensinde iiretimi yapilirken, giiniimiizde, yeni Turk
Farmokopesi geregi, uruniin potensi >100 LD 50/ml olacak sekilde formulasyonu yapilarak
tretim araliksiz devam etmistir. Urlin akrep sokma vakalarmin tedavisinde kullanilmak iizere
hizmete sunulmaktadir. Akrep venomu Halk Saghgi Genel Miidirliigii biinyesindeki
profesyonel ekip tarafindan mevcut 400 adet akrebin sagilmasi ile elde edilen venom liyofilize
edilir. Kalite testleri yapilan venomlar Halk Saglhgi Genel Miidiirligii biinyesindeki atlarda
immuinizasyon programinda kullanilmasina miteakip atlardan kan alma islemi yapilir.

Saflagtirma ve dolum GMP sartlarinda yapilmaktadir.

Ayrica HSGM Mikrobiyoloji Referans Labaratuvar1 ve Biyolojik Uriinler Daire baskanlig
birimimizde Polivalan Yilan antivenomu, Kuduz antiserumu, Difteri antitoksini, Tetanoz
antitoksini de Uretilmektedir. Veteriner Hekimlerin sorumlulugunda, uzman bir ekip ile aylarca
siiregelen 6zverili ve zorlu bir calisma sonrasi elde edilen iiriiniin, {iretimine son verildigi

seklindeki ifade dogru degildir.
KAYNAKLAR

1.Mukaddes G, Baris S, Muharrem Anil G, Antivenomlar ve Uygulama ilkeleri. DEU Tip Dergi
2019;34(1):73-83

Veteriner Hekim Bil. Uzm. Veteriner Hekim
Nulufer SAPAZ Mehmet Ali KANAT

Biyolojik Uriinler ve Deney Hayvanlar1 Laboratuvar Sorumlusu



) MRLBUDI§
Biyolojik Uriinler ve Serum Uretim Laboratuvari
2022 Yih Antiserum, Antivenom, Antitoksin Sevk ve Uretim Miktarlari

) ) Genel
Urin Adi: Uretim Adedi: Sevk Blll’lm Toplam:
Fiyati
. 18.775 adet 18.775 200
Kuduz Antiserumu adet TL/adet 3.755.000 TL
Polivalan Yilan 2 400 adet 2992 adet | 485 1.077.670 TL
Antivenomu TL/adet
) Yeni Uretim devam 9.030 adet | 158
Akrep Antivenomu ediyor. TL/adet 1.426.740 TL
. . Klinik arastirmalari 31 adet -
Covid-19 Antiserumu devam ediyor.
. ) . Uretim siireci
Difteri Antitoksini devam ediyor.
Normal At serumu 85 sise (S0 ml. ) 19 adet 93 TL/ 1.767 TL
adet
Toplam 6.261.177

TL
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Yapay bozukluk alaninda ydrGtilen caligmalarin
bibliyometrik ag analizi

BIBLIOMETRIC NETWORK ANALYSIS OF STUDIES CONDUCTED IN THE FIELD OF FACTITIOUS

DISORDER
®Cagn OGUT!

1Usak Universitesi Tip Fakilltesi Ruh Sagli§i ve Hastaliklari Anabilim Dali Tiirkiye

Cagn OGUT

Usak Universitesi Tip Fakiiltesi Ruh
Sagligi ve Hastaliklari Anabilim Dali
Turkiye

E-posta: cagri_ogut@hotmail.com

©https://orcid.org/ 0000-0001-7053-0494

DEU Tip Derg 2023;37(3): 241-256
JDEU Med 2023;37(3):241-256
doi: 10.18614/deutip.1243064

(0)4

Amagc: Yapay bozukluk, hastanin bilingli olarak hastalik rolii yaptigi bir ruhsal
hastaliktir. Hastanin isbirligine yatkin olmamasi, farkli branslar ilgilendiren farkh
hastalik gortintimlerinde karsimiza cikabilmesi nedeniyle tani konmasi, takip
edilmesi ve bilimsel calisma yurtttilmesi giic bir hastaliktir. Halen yapay
bozuklugun epidemiyolojisi, etiyolojisi, tani ve tedavisi alanlarmnda yeni
calismalara ihtiya¢ duyulmaktadir. Bu calismada, bibliyometrik yontemler
kullanilarak yapay bozukluk arastirma alaninin ge¢misini gozden gecirmek,
gelecekteki egilimini anlamak ve bu alanda yiiriitiilecek calismalara referans
saglamak amaclanmustir.

Gereg ve Yontem: Web of Science gekirdek koleksiyonundan yapay bozukluk ile
iliskili calismalar derlenerek, bu calismalarin yazarlari, kurumlari, itilkeleri,
yayinlayan dergileri, alintilar1 ve anahtar kelimeleri hakkinda VOSviewer
programinda bibliyometrik analiz yapilmistir.

Bulgular: Toplam 1573 calismadan, calismaya dahil edilme kriterlerini karsilayan
676 calisma analize alindi. Yapay bozukluk alaninda yapilan calismalarin biytik
kismimin Amerika (n: 259) ve Ingiltere’de (n: 87) yiiritiildtigi, Alabama
Universitesi, Harvard Universitesi, California San Francisco Universitesi'nin
alandaki en etkili kurumlar oldugu, bu kurumlar arasinda giiclii bir is birligi ag:
oldugu, Mark D. Feldman (n: 28) ve Roy Meadow’un (n: 15) en ¢ok ¢alisma yiirtiten
yazarlar oldugu saptanmistir. Literattirde yillik ortalama atif sayisi en yiiksek olan
calismalarin, vaka serileri ve derlemelerden olustugu, etkili ve yeterli analitik
calismanin bulunmadig1 gosterilmistir.

Sonug: Bu calismada, yapay bozukluk alaninda tilkeler, kurumlar ve yazarlar
arasinda giicltit bir isbirligi ag1 oldugu gosterilmistir. Yiriitilen en etkili
calismalarin literatiirdeki vaka sunumlarmin derlemelerinden olustugunun
belirlenmesi, etkili ve analitik calismalara ihtiyac oldugunu distindiirmiistiir. Son
donemde secilen anahtar kelimeler, hastaligin epidemiyolojisi, yayginligi, adli ve
etik yonleri, internet tizerinden yapay bozuklugunun ve bakim verenin yapay
bozuklugundan etkilenen ¢ocuklara yonelik multidisipliner yaklasimlarin giincel
calisma konular1 oldugunu isaret etmistir.

Anahtar Kelimeler: Yapay Bozukluk, Bakim Verenin Yapay Bozuklugu,
Munchausen Sendromu, Bibliyometrik Ag Analizi, VOSviewer

Gonderim tarihi / Submitted: 26.01.2023
Kabul tarihi / Accepted: 11.12.2023
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ABSTRACT

Objective: Factitious disorder is a mental illness in which the patient
consciously pretends to have a disorder. It is a disease that is difficult to
diagnose, follow up and conduct scientific studies on because the patient is
not inclined to cooperate and can appear in different disease manifestations
related to different medical branches. Therefore, there is still a need for new
studies in epidemiology, etiology, diagnosis, and treatment of the factitious
disorder. This study aims to review the past and future trends of factitious
disorder research by using bibliometric methods and to provide references to
the studies conducted in this field.

Material and Methods: Studies related to factitious disorder were compiled
from the Web of Science core collection, and bibliometric analysis was
performed on the authors, institutions, countries, publishing journals,
citations, and keywords of these studies in the VOSviewer program.

Results: Out of a total of 1573 studies, 676 met the inclusion criteria and were
included in the analysis. A strong cooperation network between these
institutions, where most of the studies in the field of factitious disorders are
conducted in the USA (n: 259) and England (n: 87). The University of
Alabama, Harvard University, The University of California are the most
influential institutions in the field. It was determined that Mark D. Feldman
(n: 28) and Roy Meadow (n: 15) were the authors who conducted the most
studies. It has been shown that the studies with the highest annual average
number of citations in the literature consist of case series and reviews. There
need to be more effective and sufficient analytical studies.

Conclusion: In this study, it has been shown that there is a strong cooperation
network between countries, institutions, and authors in the field of factitious
disorder. The determination that the most influential studies conducted
consisted of reviews of case reports in the literature suggested that effective
and analytical studies are needed. Recently selected keywords pointed out
that the epidemiology, prevalence, forensic and ethical aspects of the
disorder, factitious disorder by internet, and multidisciplinary approaches to
children affected by factitious disorder by proxy are current study topics.

Keywords: Factitious Disorder, Factitious Disorder by Proxy, Munchausen
Syndrome, Bibliometric Network Analysis, VOSviewer

Yapay bozukluk, hastanin belirgin bir kazan¢  pgliimiinden istenen konsiiltasyonlarimnin % 0,8 ile % 1’inde

saglama amaci olmadan bilingli olarak hastalik rolii yaptig1
bir ruhsal hastaliktir (1). Yapay bozuklugu bulunan
hastalar, tibbi durumlar1 hakkinda yalan soyleyebilir,
hastalik belirtilerini taklit edebilir, tetkik numunelerine ve
sonuglarina miidahale edebilir, sahte raporlar edinebilir ve
dogrudan kendisinde hastalik belirtilerine ya da
yaralanmaya sebep olabilecek girisimlerde bulunabilirler

Q).

Yapay bozuklugun yaygmhigmn  %0,6-%3
araliginda oldugu diisiiniilmektedir (2). Psikiyatri

yapay bozukluk goriildiigii diistiniilmektedir (3). Daha
genis bir yelpazedeki hastalarin da dahil edildigi taru
oOlgiitleri kullamldiginda, psikiyatri servislerinde yatan
hastalarin % 8inde ve tiim hastane bagvurularinin % 5’inde
yapay bozukluk saptanabilecegi bildirilmistir (4, 5). Tim
bu bilgiler, yapay bozuklugun samlandan daha sik
bulundugunu, ancak yapay bozukluk tanisinin
konmasindaki giigliikkler nedeniyle bir¢ok hastarun taru
alamadigim diistindiirmektedir (6).



Yapay bozuklugun etyolojisinde yer alabilecek
psikososyal veya biyolojik etkenler halen tam olarak
anlasilamamustir (7). Hastalarin igbirligine ve arastirma
stireclerine katilma egiliminin diisitk olmas1 yapay
bozukluk alaninda ¢alisma yapmay1 giiclestirmektedir.

DSM-III-R ve DSM-1V gibi daha eski simiflandirma
sistemlerinde yapay bozukluk, temel olarak psikolojik veya
belirti ve bulgularla
DSM-5 ile bu

vazgegilmistir (7). Giincel smuflandirma sistemlerinde

fiziksel seyretmesine  gore

smiflandirilarken, temel ayrimdan
yapay bozukluk, “kendisine uygulanan” ve “bagkasina
uygulanan” (bakim verenin yapay bozuklugu) olarak iki alt
kiimede incelenmeye baglanmuisgtir. (1). Halen taru kriterleri
ve smiflandirma ile iligkili gilincel tartismalar devam

etmektedir (8, 9).

Yapay bozuklugu bulunan hastalarin bir¢ogu
fiziksel belirti ve bulgularla farkli tibbi branslara,
tekrarlayan sekillerde basvuruda bulunabilirler. Bu sebeple
ruh saghigi alaninda ¢alismayan saglik personeli tarafindan
da iyi taninmasi gereken bir hastaliktir. Hastalarin is
birligine yatkin olmamasi ve ruh sagligi disindaki saglik
personelinin hastalik hakkinda yeterli bilgiye sahip
olmamasy; hastaligin erken teshis edilememesi, yeterli
izlem yapilamamasi, hastalara uygun tedavi verilememesi
ve hastaligin nihai sonucu hakkinda yeterli

bilgi

toplanamamasina sebep olmaktadir. Yine de hastalarin

birgogunun tekrarlayan sekillerde gereksiz tedavi
girisimlerine ve cerrahi miidahalelere maruz kaldig:
bilinmektedir. Bu durumun saglik sistemine yiik

olusturmasinin yanisira morbidite ve mortaliteye sebep
oldugu bildirilmistir (7).

Yapay bozukluk 40 yildan uzun siiredir literatiirde
onemli yer kaplamaktadir. Arastirma alanlar1 genisledikge
ve farkli branglarin hastalik hakkindaki farkindaliklari
arttik¢a, yapay bozukluk alaminda yapilan arastirmalarin
konu ve kapsamlari daha gesitli hale gelmektedir.
Literatiirde yapay bozukluk hakkinda yiiriitiilen ok gesitli
calisma olmasina ragmen, hastaligin epidemiyoloji,
etiyoloji, tan1 ve tedavi alanlarinda yeni ¢alismalara ihtiyag
duyulmaktadir. Bu

durumunu ve

alandaki ¢alismalarin  mevcut

gelisme egilimini gorebilmek igin

bibliyometrik analiz ydnteminin kullanilmas: yararl
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olacaktir. Ancak literatiirde yapay bozukluk alaminda bir

bibliyometrik analiz heniiz yiiriitiilmemistir.

Bibliyometrik  yaklasim  belirli bir alanda,
literatiiriin analiz edilmesinde kullanilan istatsitiksel bir
(10). Bu
arastirmalarin igerigi hakkinda niteliksel ve niceliksel bilgi
saglamaktadir (11, 12). Literatiirdeki iilkeler, kurumlar,

yazarlar, dergiler, ¢alismalar, atiflar, anahtar kelimeler

aractir analiz yontemi, ilgili alandaki

hakkinda analiz yapilmaktadir (13). Elde edilen analiz
sonuglarmin gorsellestirilmesi, ilgili alandaki aragtirmalar
hakkinda daha kapsamli bir anlam saglamaya ve bu
alandaki calismalarin egilimi hakkinda fikir yiiriitmeye

yardimci olmaktadir.

Bu calismada, yapay bozukluk alaminda yapilan
arastirmalar, VOSviewer yaziimi kullarilarak analiz
edilmistir. Bu sayede yapay bozukluk ile iligkili literatiire
genis bir bakis agis1 saglanmasi, literatiiriin daha net bir
sekilde anlasilmas: ve gelecekteki ¢aligmalar i¢in referans

noktasi olusturulmasi amaglamistir.
YONTEM
Veri kaynagi ve arama yontemi:

tarihinde

Kiitiiphanesi

Literatiir verileri, 02.01.2023
Tip Fakiiltesi
kullarularak Web of Science gekirdek koleksiyonundan

Usak
Universitesi web  sitesi
derlenmistir. Yapay bozukluk ile iligkili arama terimleri
olusturulurken daha 6nceki ¢alismalarda kullanilan arama
terimerlerinden 6rnek alinmistir (14): Munchausen* (Title/

Author Keywords) OR "Factitious disorder" (Title/ Author

Keywords) OR "Factitious illness" (Title/ Author
Keywords) OR 'fabricated illness" (Title/ Author
Keywords) OR ‘'illness falsification" (Title/ Author

Keywords).

SCIE ve SSCI indekslerinde bulunan, ingilizce
olarak yaymlanmis, arastirma makaleleri ve derlemeler
calismaya dahil edilmistir (Sekil-1). Tim c¢alismalarin
iliskili

Secilen

baglik ve 0Ozet kisimlari okunarak taranmus,

bulunmayanlar  ¢alismadan  ¢ikartilmistir.
calismalar ile iliskili bilgiler (baslik, 6zet, anahtar kelime,
yazar, kurum, iilke, dergi, referans ve alint1) analizde

kullanilmak {izere txt formatinda kaydedilmistir.



Sekil 1. Calisma se¢iminin akis semasi
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Web of science taramasi ile
elde edilen makale sayisi
(n=1573)

A 4

ingilizce olmayanlar dislandi

(n=1408)

v

Derleme ve arastirma makalesi

olmayanlar diglandi

(n=794)

A 4

SCI-E ve S5CI indekslerinde

bulunmayanlar dislandi

(n=682)

A 4

Ozetler okunarak ilgisi

olmayanlar dislandi

(n=676)

Analiz yontemi:

Web of Science ¢ekirdek koleksiyonundan segilen

calismalar ile iligkili veriler analiz edilmeden once
temizlenmistir. Veri setinde anahtar kelimeler, yazarlar,
kurumlar ve {ilkeler i¢in es anlamli olan (fabricated illness
ve factitious disorder gibi) veya ayni anlama gelen terimler
tek bir
birlestirilmistir. Temizleme ve gozden gegirme islemi
iligkili

verilerin analiz edilmesi i¢in VOSviever (versiyon 1.6.18)

(adolescents ve adolescence gibi) terimde

tamamlandiktan sonra, segilen c¢aligmalar ile
programi kullarulmustir. VOSviever Leiden Universitesi
Bilim ve Teknoloji Arastirma Merkezi'nde gelistirilen bir ag
analizi yazilimidir (15). Bu arastirmada yapay bozukluk
alaninda yaymlanmis calismalarin yazar, kurum, {ilke,
dergi, referans ve alintilari ile iligkili analizleri yiiriitmek ve

sonuglar1 gorsel olarak sunmak i¢in kullanilmustar.
Veri analizi:

VOSviewer'da yiiriitiilen her analizin sonucunda

sonuglar gorsel olarak sunulabilmektedir. Sunulan

gorselde arastirilan her terim ayri bir daire igerisinde
gosterilmektedir. Her dairenin biiyikligii o terimin
goriilme siklig1 hakkinda bilgi verir. Daireler arasinda ¢izgi
iliskili
bulundugunu gosterirken, bu ¢izgilerin kalinlig: iliskinin

bulunmasi, terimler  arasindaki  baglant:

derecesi hakkinda bilgi vermektedir. Calisilan terimelerden
daha yiiksek iligkili

gruplandirilir, kiimelenir ve gorsel olarak kolaylik

aralarinda bulunan terimler

saglanmasi agaisindan belirli bir renk ile temsil edilir (16).
BULGULAR

Yapay bozukluk

sayisinn yillara gore degisimi:

alaminda yiiriitiilen ¢alisma

Web of Science ¢ekirdek koleksiyonundan yapilan
tarama neticesinde Yapay bozukluk ile iligkili olabilecek
toplam 1573 galisma saptanmis ve bu calismalardan 676s1
dahil etme kriterlerini karsilamistir (Sekil-1). Yapay
bozukluk alaninda yiiriitillen calismalarin sayisi yillara
gore dalgalanma gosterse de son iki yil iginde bu alanda

yayin sayisinun azaldig dikkat cekmektedir (Sekil-2).
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Sekil 2. Yapay Bozukluk alaninda yiiriitiilen ¢alisma sayisinin yillara gore degisimi

35

30

25

20

15

10

Ulke is birligi: Ingiltere’de (n=87) yiiriitiildiigii saptanmustir. Tiirkiye'nin
Toplam 48 {ilkede Yapay bozukluk alanmda calisma cllec,1 kju a{az;la 25 gzcill.l§ma ile en tiretken {ilkeler arasinda yer
yaymlandigr saptanmugtir (Tablo 1). Yaymlarin biiyiik aldigt gortmektedir.

kismimin  Amerika Birlegsik Devletleri (n= 259) ve

Tablo 1. Yapay Bozukluk alaninda en ¢ok ¢alisma yayinlamis olan tilkeler

Sira  Ulkeler Yayin Auf Toplam link giicii
sayi1s1 sayis1

1 ABD 259 4131 13
2 Ingiltere 87 1562 11
3 Almanya 25 316 4
4 Tiirkiye 25 134 3
5 Kanada 22 230 4
6 ftalya 19 160 4
7 Avustralya 18 159 1
8 Israil 13 126 1
9 Fransa 13 129 3
10 Japonya 8 39 0
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Ulke is birliklerindeki kiimelenmeler, ilk 18
iilkenin 6 yakin is birligi ag1 olusturdugunu gostermektedir
(Sekil 3-A). En sik is birliginin Amerika Birlesik Devletleri
ve ingiltere arasinda oldugu goriilmektedir. Tiirkiye'nin de
Amerika Birlesik Devletleri ve iran ile yakin iliski ag1
oldugu goriilmektedir.

Sekil 3. (A) Ulke is birligi Ag1 (B) Kurum is birligi ag1

A

ausua"l@

en@nd

canada

usa

-
greece

& vOsviewer

univ §@Fonto

G gen hosp harvard univ (D'”m

iaaly

frace belgium

germany

univ@iﬂ)a Ma  univwashington kings callilgndon
e y

Kurum is birligi:

Kurum is birliginin gosterilmesi, ilgili alanda ortak
¢alisan kurumlarin anlasilmasma yardimci olmaktadir.
Yapay Bozukluk alaminda en ¢ok ¢alisma yiiriitiilmiis ilk 10
kurumdan altis1 Amerika Birlesik Devletleri'nde, ticli

ingiltere'de, biri Tiirkiye’de bulunmaktadir. En sik yayin
Alabama
yapildig: goriilmektedir (Tablo 2).

Universitesi ve Harvard Universitesi’nde



Yapay Bozuklugun Bibliometrik Ag Analizi

247
Tablo 2. Yapay Bozukluk alaninda en ¢ok ¢alisma yayinlamis olan kurumlar
Sira  Kurumlar Yayin say1s1 Atif sayis1 Toplam link giicii

1 Alabama Universitesi 29 425 25
2 Harvard Universitesi 14 251 13
3 California San Francisco Universitesi 8 84 7
4 St. James Universitesi Hastanesi 8 413 3
5 Johns Hopkins Universitesi 7 114 3
6 Hacettepe Universitesi 7 29 2
7 King's College London University 6 258 4
8 Colorado Universitesi 6 309 2
9 Sheffield Universitesi 6 82 2
10 Mayo Klinik 6 128 0

Ulkemizde yapay bozukluk alaminda en etkin
kurumlar sirasi ile; Hacettepe Universitesi (yayin sayisi: 7;
atif sayisi: 29), Giilhane Askeri Tip Akademisi (yayin sayisi:
3; atif sayisi: 30), Gazi Universitesi (yayin sayist: 2; atif
sayisi: 14), Istanbul Universitesi (yayin sayist: 2; atif sayist:
9), Dicle Universitesi (yayin sayisi:2; atif sayist: 0) olarak
saptanmustir. Yapilan c¢alismalar arasinda Hacettepe
Universitesi ile Dicle Universitesi arasinda bir yayimnda

kurum is birligi saptanmustur.

VOSviewer'da yiiriitilen analiz sonucunda 676

galismanin 638  kurumda  yiriitiilmis  oldugu

goriilmektedir. Bu kurumlardan 54 tanesinin en biiytiik is

birligi haritasini olusturdugu goriilmiistiir (Sekil 3-B). En
iiretken kuruluglarin (Alabama Universitesi, Harvard
Universitesi ve California San Francisco Universitesi)
arasinda is Dbirligine

dayali bir iligkinin oldugu

gozlenmistir.
Yazar is birligi:

Yazar i birliginin gosterilmesi, ilgili alanda en etkili
yazarlarin belirlenmesi ve ortak c¢alisan yazarlarin
anlasilmasma yardimci olmaktadir. Yapay Bozukluk
alaminda Mark D. Feldman ve Roy Meadow en ¢ok ¢alisma

yiiriitiilen yazarlar olarak saptanmistir (Tablo 3).

Tablo 3. Yapay Bozukluk alaninda en ¢ok ¢alisma yayinlamis olan yazarlar

Sira  Yazarlar Yayin say1s1 Atif sayis1 Toplam link giicii
1 Feldman MD 28 383 44
2 Meadow R 15 877 18
3 Libow JA 6 224 7
4 Feldman KW 6 145 16
5 Scheirer HA 6 180 2
6 Bools, C 5 204 11
7 Samuels, M 5 207 11
8 Southall, D 5 207 11
9 Goldfarb J 4 63 15
10 Ford CV 4 58 5




VOSviewer’'da ag analiz

sonucunda, toplam 1920 yazar arasindan 534'ii arasinda

yliriitilen  yazar
yazar is birligi ag1 olustugu gozlenmistir. En biiyiik yazar
is birligi agimn 30 yazardan olustugu ve bu alanda en ¢ok
yaymi olan Mark D. Feldmanin, bu agmn ortasinda
bulundugu goriilmektedir (Sekil 4-A). Kisi say1s1 agisindan
ikinci sirada yer alan yazar isbirligi ag1 22 kisiden
olusmaktadir. Roy Meadow’un bu agin ortasinda bulunan
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yazar oldugu goriilmektedir (Sekil 4-B). 22 kisiden olusan
diger biiyiik yazar agimn da Tiirkiye’de calisan yazarlar
tarafindan olusturuldugu goriilmiistiir (Sekil 4-C). Bu ag
igerisinde 11 ¢ocuk saglig1 ve hastaliklar1 uzmani, 4 gocuk
ve ergen ruh saglig1 hastaliklar1 uzmani, 2 psikolog, 2 adli
tip uzmani, 2 sosyal hizmet uzmani, 1 eriskin psikiyatrist
bulundugu goriilmektedir.

Sekil 4. Yazar isbirligi ag1 (A) Feldman MD'nin ortada bulundugu, en genis yazar ag1 (B) Meadow R'nin ortada

bulundugu, en genis 2. yazar ag1 (C) En genis 3. yazar ag1
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Karakalh burak

yakinggpngu!
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Yapay bozukluk alaninda yiiriitiilen ¢calismalarda atif agx:

Yiksek

arastirmalarin odak noktasini gostermesi agisindan énemli

olabilir. Ayrica atif oranin yiikselmesi galismanin 6nemi

oranda atif

yapilan  calismalar,

Tablo 5).

Tablo 4. Yapay Bozukluk alaninda en ¢ok atif alan 10 ¢alisma

hakkinda kabaca bir fikir verebilir. Yapay Bozukluk
alaminda en ¢ok atif alan, ve ortalama yillik atif sayis1 en gok
olan ¢alismalar ile iliskili bilgiler derlenmistir (Tablo 4 ve

Yazar Baslik Dergi TA YOA

Rosenberg Web-of-Deceit - A Literature-Review of Munchausen

(1987)(17) Syndrome by Proxy Child Abuse Negl 263 7,3

Meadow (1982)(18)  Munchausen Syndrome by Proxy Arch Dis Child 191 4,7

Southall ve ark. Covert Video Recordings of Life-Threatening Child

(1997)(19) Abuse: Lessons for Child Protection Pediatrics 167 6,4
Epidemiology Of Munchausen Syndrome By Proxy,

McClure ve ark. Non-Accidental Poisoning, And Non-Accidental

(1996)(20) Suffocation Arch Dis Child 142 53

Meadow (1985)(21) Management Of Munchausen Syndrome By Proxy Arch Dis Child 115 3

Rosen ve ark. 2 Siblings With Recurrent Cardiorespiratory Arrest -

(1983)(22) Munchausen Syndrome By Proxy Or Child-Abuse Pediatrics 115 2,9

Solomon ve Lipton ~ Headaches And Face Pains As A Manifestation Of

(1999)(23) Munchausen Syndrome Headache 113 4,7
The Deceit Continues: An Updated Literature Review

Sheridan (2003)(24)  Of Munchausen Syndrome By Proxy Child Abuse Negl 100 5

Mcguire ve Psychologic Morbidity Of Children Subjected To

Feldman (1989)(25) Munchausen Syndrome By Proxy Pediatrics 83 2,4

Warner ve

Hathaway Allergic Form Of Meadows Syndrome (Munchausen By

(1984)(26) Proxy) Arch Dis Child 82 2,1

TA: Toplam Atif; YOA: Yillik Ortalama Atif
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Tablo 5. Yapay Bozukluk alaninda ortalama yillik atif sayisi en ¢ok olan 10 ¢alisma

Yazar Baslik Dergi TA YOA

Yates ve Feldman Factitious disorder: a systematic review of 455 cases in the Gen Hosp

(2016)(2) professional literature Psychiatry 69 9,9

Rosenberg Web-of-deceit - a literature-review of munchausen syndrome Child

(1987)(17) by proxy Abuse Negl 263 7,3

Yates ve Bass The perpetrators of medical child abuse (Munchausen Child

(2017)(14) Syndrome by Proxy) - A systematic review of 796 cases Abuse Negl 40 6,7

Southall ve ark. Covert video recordings of life-threatening child abuse:

(1997)(19) Lessons for child protection Pediatrics 167 6,4

Kanaan ve ark. In the psychiatrists chair: how neurologists understand

(2009)(27) conversion disorder Brain 74 53

McClure ve ark. Epidemiology of Munchausen syndrome by proxy, non- Arch Dis

(1996)(20) accidental poisoning, and non-accidental suffocation Child 142 53

Flaherty ve

MacMillan Caregiver-Fabricated Illness in a Child: A Manifestation of

(2013)(28) Child Maltreatment Pediatrics 51 51
The deceit continues: an updated literature review of Child

Sheridan (2003)(24) Munchausen Syndrome by Proxy Abuse Negl 100 5
Dignity not fully upheld when seeking health care:

Berglund ve ark. Experiences expressed by individuals suffering from Ehlers- Disabil

(2010)(29) Danlos syndrome Rehabil 63 4,8

Solomon, S; Lipton, Headaches and face pains as a manifestation of Munchausen

RB (1999)(23) syndrome Headache 113 4,7

TA: Toplam Atif; YOA: Yillik Ortalama Atif

Literatiirdeki en etkili calismalarin biiyiik kismimn
vaka sunumlar1 ve derlemelerden olustugu goriilmiistiir (2,
14, 17, 18, 21-26, 28). Ayrica, bir geriye doniik kismi
kontrollii vaka c¢alismasi, bir izlem c¢alismasi ve iki

tarmimlayci arastirma saptanmustir (19, 20, 27, 29).

Calismalar  toplam  atif  sayillarina  gore
siralandiginda, en ¢ok alint1 yapilan 10 ¢alismadan 9'unun
bakim verenin yapay bozuklugu ile iliskili oldugu
saptanmustir. Rosenberg’in 1987 yilinda yayinlamus
oldugu, 117 Olgunun verilerini iceren, bakim verenin
iligkili
en c¢ok atif

yapay bozuklugu ile derleme ¢alismasinin

literatiirde yapilan c¢alisma oldugu

goriilmektedir. Bakim verenin yapay bozuklugunu
1982 yilinda

¢alismanin alanda en ¢ok ilgi goren 2. ¢alisma oldugu

tammmlayan Meadow un yayimladig1

gorlilmistiir. 1996 yilinda McClure ve arkadaslarinin

yayinladigl, 128 vakanin 2 yil izlemini igeren yapay
bozuklugunun epidemiyolojisi ile iligkili bilgi veren
calisma sik atif alan diger bir yaymn olmustur.

Calismalar yilik ortalama atif sayilarma gore
siralandiginda daha giincel ¢alismalarin da siralamada 6n
plana ciktig1 gorilmiistiir. Literatiirde en sik atif alan
¢alismalarin derlemeler oldugu goriilmektedir. Yates'inilk
isim oldugu, Yapay bozukluk ve bakim verenin yapay
bozuklugu ile iligkili derlemelerin, literatiirde nemli bir
yer tuttugu ve giincel calismalardan sik atif aldig:

goriilmektedir.
Anahtar kelime analizi:

Anahtar kelimelerin analizi, literatiirde ilgili alanda
hakkinda hizli bir
farkindalik saglamaya yaramaktadir. Bu galismada Yapay

ylriitiillen ¢alismalarin  konulari



bozukluk alaninda analiz edilen 676 ¢alismada toplam 750
farkli anahtar kelime kullanildig1 saptanmistir. Daha sade
bir gorsel sunulabilmesi icin en azindan iki kez kullamlmis
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degisimi, kelimelerin daha giincel kullamimina isaret
etmektedir. Bu sayede giincel calismalarda daha sik
kullanilan anahtar kelimeler belirlenmistir. Son yillarda

olan anahtar kelimeler segilerek analiz yapilmustir (n: 113).  yapilan ¢calismalarda “epidemiology”, “incidence”, “ganser
. . . .. syndrome”, “deception”, “forensic science”, “munchausen
Anahtar kelimelerin ag analizi ve zaman skalas1
L . .. by internet”, “online support groups”, “multidisciplinar
igerisinde kullamim siklig1 gorsellestirilerek sunulmustur y ’ pport groups, p y
. .. . . child protect”, “pediatric” ve “psychiatry” anahtar
(Sekil 5). Gorselde koyu maviden, sariya dogru renk ] P o P ] o py - y__
kelimelerinin daha sik tercih edildigi gortilmiistiir.
Sekil 5. Anahtar kelime ag1 ve anahtar kelimelerin kullaniminin zamanla degisimi
abuft
dermatitis
e
hematuria athics
parent-chile relation pediatric gravesigsease
pannigulitis
psychiateig disorder
illness behaviour st gosit se\F—l;niu:ed
head wauma Desex barderline personality disorde reflex sympathigtic dystrophy
ehlers-ddhies syndrome
personaliggdisorders forensic science
apiiea hospitalization
child pratection o= Bl psychoms forensic sychiatry Pt
covert siifiveillance R 2 § utaneou@ emphysema
child malreztment factitious di r by proxy °
- S > munchausen by internet
suffagoton factmoﬁg disorder il
otolaryegology childabuse adalesgence
; malingering
_— dialosts B archyghmia psychlatry
asplyxia pmymg e ey coungertransference
psychalogical symptams jrosgnast hyperinsulinemia consultatighy psychiatry
e b i somatofoiign disorder
ipagac
& toxigity hypoglycemia s neurglogy
AW cardiopathip fantastica
insulin selfgarm nysteria
eating@isorder epideamiclogy conversigp disorder
brittle diabates mellitus ldance bkum'(rjerapy
ocular factitipus disorder
[
2000 2005 2010 2015

Yapay bozukluk alaninda yiiriitiilen ¢alismalarda

en ¢ok ilgi goren dergiler:

Yapay bozukluk alaminda

yaymlayan ve en ¢ok atif alan dergiler $ekil-6'da

en ¢ok calisma

gosterilmistir. Amerikan Pediatri Akademisi'nin resmi
dergisi olan Pediatrics (2021 impact factor:9,7; 2021 JCR
partition: Q1) ve uluslararas: ve multidisiplinler bir dergi
olan Child Abuse & Neglectin (2021 impact factor:4,9; 2021

JCR partition: Q1) yapay bozukluk alaminda en sik ¢alisma
yaymlayan dergiler oldugu saptanmustir. Atif sayilarina
bakildiginda literatiirdeki diger bir Onemli derginin
Archives of Disease in Childhood (2021 impact factor:4,9;
2021 JCR partition: Q2) oldugu goriilmektedir.
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Sekil 6. (A) Yapay Bozukluk alaninda en gok ¢alisma yaymlamis olan 10 dergi. (B) Yapay Bozukluk alaninda en ¢ok atif

almis olan 10 dergi.

A M Yayinlanan makale... B B Atif sayisi
30 1200
25 - 1000
20 800
15 1 600
10 - 400
> 200
0 - HE 0
8228 L3583 Mo mOo Yy > LT >
252858583z 2z ¥ 325325
v 2 ELE Q@2 a B0 Z I @ 2 85 O =
Q- € oL a - 5 & i ] €5 =22 S
S 0 @ >4 § v @O O S L & € 5 T ©
200 - 8E£5 T o8 32 37588 a
< S5£5632=23 252 2oa gzl
2 E< 3 & s S99 e
= a = n £ <<
(@] < a — = <
(@]
TARTISMA hastalar1 birden fazla kuruma bagvurabilmektedirler.
Y bozukluk tanili hastal bir¢og hastalikl
Yapay bozukluk tanmi ve tedavi siirecinde apay boz amiit hastalarin brreogunun, hastaiiia

multidisipliner bir yaklasimin gerekli oldugu bir ruhsal
hastaliktir. Hastaligin epidemiyoloji, etiyoloji, tam ve
tedavi alanlarinda yeni ¢alismalara ihtiya¢ duyulmaktadir.
Yapay bozukluk literatiirii hakkinda yapilan bu analiz,
aragtirmacilarin literatiire daha biitiinciil bir sekilde hakim
olabilmelerine ve gelecekteki c¢alismalar icin referans
noktasi olusturulabilmelerine olanak saglayacaktir.

Bu calismada, 40 yildan uzun siiredir literatiirde
onemli bir yer kaplayan yapay bozukluk yaymn hacminin
yillara gore dalgalanma gosterdigi ve son iki yil iginde bu
alanda yayin sayisinin azaldig1 gosterilmistir. 2019 yilindan
beri diinya ¢apinda devam etmekte olan yeni koronoviriis
hastaligi (COVID-19) ile iligkili yiiriitilen g¢alismalarin
literatiirde yiiksek oranda yer kaplamaya baglamasi (30),
yapay bozukluk alaminda yapilan ¢alisma miktarimn veya

yayinlanma sikliginin azalmasina sebep olmus olabilir.

Bu calismada, yapay bozukluk alamnda yiiriitiilen
kiiresel ¢alismalarda kurumlar arasinda giiglii is birligi
aglar1 bulundugu gosterilmistir. Ancak yapay bozukluk
alaminda tilkemizdeki kurumlar arasinda yeterli bir is

birligi ag1 saptanamamustir. Oysa ki, yapay bozukluk

yiizlestirilmesi halinde mevcut kurumundan ayrildig: ve
yeni bir kurumda tam siireglerine en basindan basladig:
bilinmektedir (3). Bu sebeple bu hastalar ile iligkili yapilan
calismalarda kurum is birliginin énplana ¢ikarilmasi fayda

saglayacaktir.

“Literatiirde, yapay bozukluk alaninda ¢alisan
yazarlarin tamnmasi ve bu yazarlar arasinda is birliklerinin
gelistirilmesi de kurumlar arasinda is birliginin saglanmasi
kadar Ozellikle
multidisipliner yaklasim gereken hastaliklarda, farkl

onemlidir. yapay bozukluk gibi
disiplinlerden yazarlarin birlikte ¢alismasi, konunun daha
kapsamli bir bakis agisi ile degerlendirilebilmesine

yardimci olacaktir.

Bu ¢alismada, yapay bozukluk alamnda yiiriitiilen
kiiresel ve ulusal calismalarda multidispliner isbirligi
aglart oldugu gosterilmistir. Ulkemizde de o6zellikle
Hacettepe Universitesi calisanlari tarafindan olusturulmuig
genis bir calisma ag1 oldugu saptanmistir. Bu ag iginde
cocuk sagligi ve hastaliklari, adli tip, ¢ocuk ve ergen ruh
sagligy, erigskin ruh saglig1 ve hastaliklari, sosyal hizmetler
alanlarinda ¢alisan yazarlarin yakin iliski i¢inde ¢alistiklar:
goriilmektedir. Yapay bozuklugu bulunan hastalar farkli



fiziksel belirti ve bulgularla farkli tibbi branglara
bagvuruda bulunabileceklerinden, multidisipliner bir
calisma ag1 olusturulmasi oOnemlidir. Ayrica yapay
bozukluk ve bakim verenin yapay bozuklugunda, hasta
kendisini takip eden  saglik personelinde olumsuz
duygularla iligkili olabilecek kars1 aktarimlar olusturabilir
(31). Bu sebeple yapay bozuklukla iligkili yiiriitiilen
¢alismalarda, ruh saglig1 alaninda galisanlarin da arastirma
ekibi icinde bulunmasi ve tiim saglik personelini, hastaya
miicadele

karsi olusan olumsuz duygularumlariyla

edebilmeleri igin hastalik hakkinda bilgilendirmesi

Onemlidir (3).

Literatiirde ytiiksek oranda alintilanmis ¢alismalar,
bu alanda vyapilan arasgtirmalarin ortak noktalarim
yansitmasi agisindan 6nemlidir. Yapay bozukluk alaninda,
literatiirde vaka sunumlar1 ve vaka serileri biiyiik bir yer
kaplasa da, literatiirdeki bu vakalar1 derleyen ¢alismalarin
daha ¢ok ilgi gordiigii ve atif aldig1 saptanmustir. Ortalama
yilik atif sayis1 agisindan bakildiginda hem yapay
bozukluk hem de bakim verenin yapay bozuklugu
hakkinda daha
bulundugu goriilmektedir.

giincel sayilabilecek  derlemelerin

Literatiirde ilgi goren
calismalarin igeriklerine bakildiginda bir¢ogunun bakim
verenin yapay bozuklugu ile iliskili oldugu goriilmektedir.
Bakim verenin yapay bozuklugunun terminolojisi igin
fikir farkll

terminolojilerin kullanuldigl (“Munchausen syndrome by

literatiirde kesin bir birligi olmadig,
proxy, pediatric condition falsification, factitious disorder
by proxy, child abuse in the medical setting, medical child
abuse”) ve degerlendirme, teshis ve yonetimine y&nelik
yaklasimlarin ve klinik 6nerilerin tartisildigr goriilmiistiir
(14, 28). Yapay bozukluk ve bakim verenin yapay
bozuklugu alaninda giincel ve ilgi goren yeterince
randomize kontrollii ¢alismalar saptanmamistir. Bunun
yerine bilimsel degeri daha ytiksek ¢alismalar literatiirdeki
vaka sunumlarinin derlemelerinden olugmaktadir. Ancak
literatiir hakkindaki bu derlemeler, yaymlanma yanlilig1 ile
iligkili kisitliliklar nedeniyle kesin bir kanaat olusturmay
gliclestirmektedir. Bu sebeple multidisipliner, ¢ok merkezli

ve prospektif ¢alismalara ihtiya¢ duyuldugu saptanmustir.

Son yillarda ylriitiilen calismalarda

“epidemiology” ve “incidence” anahtar kelimelerinin sik

goriilmesi, hastaligin epidemiyoloji ve yayginligi ile iligkili
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calismalarin literatiirde giincel bir arastirma konusu
oldugunu diistindiirmektedir. Halen yapay bozuklugu
yayginligt hakkinda kesin bir kanaat olusmamustir. Hasta
%1’in  ¢ok
yaymlarin yan sira, stkliginin ¢ok daha yiiksek oldugunu,

gruplarinda altinda oldugunu Dbildiren
hatta psikiyatri kliniklerinde yatan hastalarin %8’inde
gorildiigiinii bildiren ¢alismalar da bulunmaktadir (4, 6).
Hastaligin tarm1 konmast ve degerlendirilmesindeki
glicliikler hastaligin yayginligindaki farkliliklara sebep
olmus olabilir (6). Bu alanda yiiriitillecek analitik

calismalara ihtiya¢ duyulmaktadir.

Hasta rolii yapmanin adli siiregleri ile iligkili olan
“deception” “forensic science” ve “malingering” anahtar
kelimelerinin de giincel ¢alismalarda sik tercih edildigi
goriilmiistiir. Hasta rolii oynamanin en temel iki sebebi
yapay bozukluk ve temaruzdur (32). Her iki hastalikta da
bilingli bir hasta rolii oynayarak saglk personelini
kandirma niyeti vardir (33). Yapay bozuklukta temel
motivasyon saglik hizmeti alma ve hasta rolii oynamak
iken, temaruzda somut kazanclar (tazminat, hastalik izni,
askerlikten kagma gibi) amagclarur (6). Yine de her iki
durumu birbirinden giivenilir bir gsekilde ayirmak ve
keskin smurlarlar koymak miimkiin olmayabilir. Hatta bazi
durumlarda yapay bozukluk ve temaruz birlikte
bulunabilir. Ornegin, yapay bozuklugu olan bir hasta,
hastalik

saglayabilecegini Ogrenerek engelli 6demesi almak icin

belirtileri ~ sayesinde  somut  kazanglar

saglik kuruluna bagvuruda bulunabilir (6). Yapay
bozuklugun temaruz ile ayirici tarusi ve adli siireclerle
iligkisinin giincel bir arastirma konusu olmasi Onem

tasimaktadir.

Literatiirde “munchausen by internet” ve “online
support groups” anahtar kelimeleri de son yillarda sik
tercih edilen anahtar kelimeler arasmna girmistir. Yapay
bozukluk alaninda en ¢ok calisma yayinlayan yazar olan
Dr. Marc Feldman’in 2000 yilinda internet yolu ile yapay
bozuklugu tanimlamasi bu alana dikkat cekmistir (34).
Hastalarin internette ve online destek gruplarinda dikkat
¢ekmek igin hastalik hikayeleri olusturarak internet
gruplarinin  kotiiye kullanilmasi olarak tanimlanmigtir.
Internet, kolayca sahte kimlik yaratilabilmesi, yiizyiize
etkilesime ihtiya¢ duyulmamas1 ve ¢ok sayida izleyiciye
yayin yapabilme olanag1 sayesinde, sempatik dinleyicilerin
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ilgilerini ¢ekebilmesi icin yapay bozukluk hastalarma
uygun kosullar saglamaktadir (7). Yapay bozukluk benzeri
davranislar sergilemesine ragmen tibbi destek arayisi igin
saglik merkezine bagvuruda bulunmayan bu hasta grubu
hakkinda giincel arastirmalara ihtiya¢ duyulmaktadir.

Son yillarda yapilan calismalarda “ethics” anahtar
kelimesinin de sik kullanildig1 saptanmustir. Yapay
bozukluk etik agidan bircok tartismayi da beraberinde
getirmektedir. Literatiirde yapay bozukluk tanisinin gizli
kamera gozetimi ile konuldugu bildirilen vakalar
yaymlanmistir (35). Bakim verenin yapay bozuklugunda
gizli kamera gozetimi ile bakim verenin uyguladig:
girisimlerin kaydedilmesi tanisinda  altin
standart olarak kabul edilmektedir (7). Yine de, gizli

kamera gozetiminin yapilmasinin, hasta ve bakim verenler

hastahigin

icin gizlilik ihlali olusturabilecegi, hasta ile doktor
arasindaki tedavi isbirligini bozabilecegi, “
tibba

verebilecegi tartisilmaktadir (36). Bakim verenin yapay

polis roliiniin

ustlenilmesi” nedeniyle olan giivene zarar
bozuklugundan siiphelenilen durumlarda, tan: konmasi ve
¢ocugun giivenliginin saglanabilmesi i¢in, gocugun primer
bakim vereninden uzaklastirilmas1 ve farkli bir aileye
yerlestirilmesi diisiiniilebilir (7). Ancak ¢ocugun ruhsal
bakim
uzaklastirilmas: karar1 etik agidan tartisilan diger bir
konudur (37). Yapay bozukluk alaminda etik acidan

tartistlan diger bir konu da, hasta kayitlarmin diger

saglig onemli olan verenlerinden

icin

kurumlarla paylasilmas: ile iliskilidir. Yapay bozukluk
tanis1 alan hastalarin tespit edilmesi ve farkli kurumlara
hastalar hakkinda bilgi verilmesi hastalara gereksiz tibbi
miidahaleler yapilmasimnin Oniine gegerek mobidite ve
mortalitenin azalmasma yardimci olabilir ve saglk
alaninda yiikii azaltilabilir. Ancak hasta bilgisinin, hasta
onay1 olmadan baska bir kuruma aktarilmas: da etik ve
yasal siireglerle iligkili sorunlar tagimaktadir (36). Yapay
bozuklugun tam, izlem ve tedavisinde etik olarak
sorunlar

sonuglarma gore diizenlecek protokollere ihtiyag vardir.

olusabilecek tizerinde yapilacak arastirma

Bu c¢alismada “multidisciplinary child protect”
anahtar kelimesinin de son yillarda kullaniminda artis
Bakim yapay
bozuklugunda, etkilenen ¢ocuklarin genel saghig1 agir bir

oldugu gosterilmistir. verenin

sekilde etkilenebilmektedir. Hastalik belirtilerinin ¢ok

farkli sekillerde ortaya gikabilmesi, saglik calisanlarinin
hastalig1 tanima ve miidahale etmesini giiclestirmektedir.
Bu sebeple etkilenen gocuklarin degerlendirilmesinde ¢ok
disiplinli bir siirecin kullanuilmasi onerilmektedir (38).

California  Universitesinde vyiiriitilen giincel  bir
calismanin  sonucunda; bakim verenin  yapay
bozuklugundan  etkilenen  ¢ocuklar  konusundaki

eksikliklere yonelik egitimi ve ok disiplinli is birligini
resmilestirmek i¢in Tibbi Cocuk Saghgir Gorev Giicii
(Medical Child Welfare Task Force)
(39). Bu

multidisipliner bir ekiple vakalarin belirlenmesi ve

adinda birim

olusturulmustur sayede olusturulan
yonetimi konusunda beceri artis1 oldugu tespit edilmistir
(39). Bu alanda Tiirkiye’de de olusturulacak resmi is birligi
birimlerine ve bu birimlerin etkinligi hakkinda calismalara

ihtiyag vardir.

Bu calismada Amerikan Pediatri Akademisi'nin
resmi dergisi olan Pediatrics’in, uluslararas1 ve
multidisiplinler bir dergi olan Child Abuse & Neglect'in ve
Archives of Disease in Childhood'un yapay bozukluk
alaninda en sik ¢alisma yayinlayan dergiler oldugu
saptanmustir. Bu bulgular, ¢ocuk saghg: ile iligkili
dergilerin yapay bozuklukla iliskili ¢alismalarda daha

etkin oldugunu diistindiirmektedir.

Bu calismada, yapay bozukluk ile iligkili literatiir
ayrintili bir sekilde analiz edilse de, bazi kisitliliklar
bulunmaktadir. {lk olarak, bu ¢alismaya Scopus, Google
Scholar, PubMed gibi veritablarinin dahil edilmemesi bir
kisitlilik olacaktir. Yine de bu ¢alismada kullanilan Web of
Science gekirdek koleksiyonu, diinyanin onde gelen
veritabanlarindan biridir ve literatiirtin biiyiik bir kismin
icermektedir. ikinci olarak, calismadan dislama kriterleri,
literatiirdeki bazi 6nemli calismalarin atlanmasina sebep
olmus olabilir. Ancak bu sayede daha homojen bir
orneklem icerisinde degerlendirme yapilmasi1 ve daha

tutarli bulgulara ulasilmasi saglanmistr.
Cikar Catismasi Beyani

Herhangi bir ¢ikar ¢atismas: yoktur.
Etik Kurul Onay1

Bu makale, insan veya hayvanlar iizerinde herhangi

bir ¢alisma icermemektedir.
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Bu arastirma, kamu, ticari veya kar amaci glitmeyen
sektorlerdeki finansman kuruluslarindan herhangi bir

finansal destek almamistir.
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Ulkemizde cok sayida yetiskin Genel Cerrahiyi ilgilendiren kanser hastalig1 nedeni
saghk kurullarina" basvurmaktadir. Saglik kurulundan Orziirliliik Olgiitii
Smiflandirilmas: ve Oziirliilere Verilecek Saglik Kurulu Raporlar1 Hakkinda
Yonetmelik icinde yer alan 6ziir oranlari cetvelinde bulunan 6ziir oranlarma gore
yiizde (%) iceren saglik kurulu raporu alirlar.

Bulgular: Calismamizda IMU Goéztepe Siileyman Yalgin Sehir Hastanesi Genel
Cerrahi poliklinigine 2018-2019-2020 yilinda basvuran kanser hastalarmnin heyet
sonuglar incelenmistir.
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Kanser diinyada 6nemli bir saglik sorunu olup,
genellikle 6liimctiil, iyilesemeyen bir hastalik olarak kabul
edilmektedir (1). Tiirkiye’de her yil yaklasik 97 bin erkek,
62 bin kadin olmak {izere toplam 159 bin kisi kansere
yakalanmaktadir (2). Kanser ameliyatlar1 sonrasi bir
ozurlilik durumu meydana gelmektedir. Kanser
hastalarinin ve yakinlarinin sosyoekonomik kayiplarimn

onlenmesi igin bir takim hak ve yardimlar tammlanmustur.

Oziirliiliik, dogustan ya da sonradan herhangi bir
zihinsel, ruhsal,
duyusal ve sosyal yetilerini cesitli derecelerde kaybetmis,

hastalik veya kaza sonucu bedensel,

normal  yasamin  gereklerine  uyamama  olarak

tanimlanmaktadir (3).

Oziirliiler ile ilgili son yonetmelige gore, “saglik
kuruly; i¢ hastaliklari, goz hastaliklari, kulak-burun-bogaz,
genel cerrahi, fizik tedavi ve rehabilitasyon, (fizik tedavi
rehabilitasyon uzmami yoksa yerine ortopedi ve
travmatoloji uzmani) noroloji, ruh saghg: ve hastaliklar
(20.02.2019 Resmi Gazete).

sayllan uzmanlik dallarimin

uzmanlarindan  olusur
Degerlendirilecek  oziir,
disinda ise ilgili dal uzmammnin da kurulda bulunmas:
sarttir. Kurulda bulunan hekimler birbirlerinin yerine karar
veremez. Yalnizca bir organ ya da sistemi ilgilendiren, 6zrii
bulunanlar igin dziirlii saglik kurulu, o 6zrii ilgilendiren
brangtan i¢ uzman ile olusturulabilir. Bu kurulun
bagkanligin ilgili sef ya da anabilim dali bagkar yiiriitiir.
"Bu yonetmelikte belirtilen saglik kurulu raporlarim
diizenlemeye yetkili saglk kurumlarimi ve hakem
hastaneleri Saghk Bakanlig1 belirler ve internet sitesinde
yayimlar” (20.02.2019 Resmi Gazete) Istanbul Medeniyet
Universitesi (IMU) Goztepe Siileyman Yalgin  Sehir
Hastanesi Saglk Kurulu raporu vermeye yetkin bir
hastanedir. Saghk kurulu yonetmelikte tanimlanan
branglardaki hekimlerden olusur. Son zamanlarda kanser
nedeni ile opere olmus genel cerrahi hastalarinin heyet
Onkoloji dahil

degerlendirmelerine uzmanlart da

olmustur.

"Oziir orani, oziirlii saglk kurulunca bu
yonetmeligin ekinde yer alan Oziir Oranlar1 Cetveli’'nde
bulunan 6ziir oranlarina gore yiizde (%) olarak belirlenir"
(20.02.2019 Resmi Gazete). Devlet Istatistik Enstitiisii nden

alman verilere gore Tiirkiye’de, Oziirlii olan niifusun

toplam niifus igindeki oram % 12,29'dur (4). Ulkemizde de
diinyada oldugu gibi genel cerrahiyi ilgilendiren kanserli
hasta
ilgilendiren kanser hastali$1 nedeni taru alip, evde bakim

sayisinda artis mevcuttur. Genel cerrahiyi

ticreti yardimi alma, engelli aylig1 alma, ozel tiiketim
vergisinden muaf olma, malulen emekli olma gibi
istemlerle hastalar genel cerrahi heyet poliklinigine

bagvurmuslardir.

Bu calisma ile kanser nedeni ile tani alan genel
cerrahi hastalarinin istatistiki verilerine katkida bulunmak,
saglik kuruluna basvuran, kanserli ka¢ hastamn istedigi
raporu aldigim gormek, rapor alma esnasinda kanserli
hastalarin en 6nemli sikayetlerinden biri de eger istedikleri
rapora ulasmak icin gerekli puana ulasamama endisesi ve
ag1r bir hastaliga yakalandiklar1 halde, epikrizlerinde de bu
durum mevcut iken neden bu kadar ayrintili arastirilmaya
tabi tutulduklarim ve zel titkketim vergisinden muaf olmak
i¢cin alinmas1 gereken saglik kurulu raporunun nigin bu
kadar yiiksek puanla olmasi gerektigini sormalarimn
incelenmesi, (Sosyal Giivenlik Kurumu iilkemizde tiim
kanserli hastalarin  tedavisinde optimum  destegi
saglamakta olup artan kanser maliyet yiikii nedeni ile olas1
kot kullamami

raporlarinda bazi muafiyetlerin puanim yiiksek tutmus

onlemek amaci ile saghk kurulu

olmas1) amaglanmuisgtur.
YONTEM

Calisma IMU Goztepe Siileyman Yalgin Sehir
Hastanesi genel cerrahi heyet poliklinigine 2018- 2019-2020
yilinda kanser ve karaciger sirozlu iki hasta ve biri PFIiC-3
tarl1 karaciger transplantasyonu yapilan 3 hasta, 4 FAP
tanili hasta bu ¢alismaya alinmistir. Heyet haftanun 4 giinii
Ogleden sonra toplanmaktadir. Sabah boliimiinde, heyet
poliklinigine basvuran hastalara troid kanseri, meme
kanseri, 6zefagus kanseri, mide kanseri, karaciger kanseri
(prekanserdz karaciger lezyonu, karaciger sirozu), safra
kesesi kanseri, kolon-rektum kanseri, pankreas kanseri,
nedeni ile ameliyat olup olmadiklar1 sorulmustur. Kanser
nedeni ile ameliyat olan hastalardan epikriz ve patoloji
sonucu istenip mevcut olanlarin bu belgeleri goriiliip,
kayitlar1 yapilmistir. Epikriz veya patoloji sonucu elinde
olmayan hastalarin bir boliimiiniin bu sonuglarina E-nabiz

sistemi {izerinden ulasilmistir. Kanser ameliyatlarin MU
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Goztepe Siileyman Yalgin Sehir hastanesinde ameliyat
olanlarin bir boliim kanser hastalarmin ise epikriz ve
patoloji sonuglarina nucleus hasta ekram panelinden, hasta
sonuglar1 bolimiinden ulagilmistir. Daha sonra Oziir
oranlar1 cetvelinde bulunan &ziir oranlarina gore yiizde
(%) igeren puanlar verilip saglik kuruluna kesin sonucun

verilmesi i¢in sevk edilmiglerdir.

Kanserli Hastalarin Saghk Kurulu Raporu alma istekleri

asagidaki gibidir;

. Evde bakim ticreti alma

. Engelli aylig1 alma

. Ozel Tiiketim Vergisinden muaf olma

. Malulen emekli olma

. Durum bildirir rapor

. Engelli kimlik kart1 alma

. Vergi indiriminden yararlanma
BULGULAR

2018-2019-2020 yilinda toplam 138 kanser hastas1
genel cerrahi heyet poliklinigine, saglik kurulu raporu
almak i¢in bagvurmustur. Bu 138 kanserli hastanin 97 'si
kadin hastadir, 41 hasta da erkek hastadur. (Tablo 1 ve
Sekil 1)

Tablo 1: Toplam 138 Kanserli Hastanin Cinsiyete Gére Dagilimi

n (o/o)
Cinsiyet Kadin 97 (70,0)
Erkek 41 (30,0)
Toplam 138 (100,0)

Sekil 1: Cinsiyet Dagilim1

Cinsiyet Dagilimi

Kadin hastamn malignitelerinin dagilimi: 5 troid
1 hastaya karaciger

ca, 9 mide ca, 9 kolorektal ca,

(karacigerde kitle; prekanseréz Kkaraciger lezyonlu,

karaciger sirozlu) transplantasyonu, 6 hasta pankreas ca, 2
hasta FAP (prekanser6z lezyon), 65 kadin meme ca

seklindedir. (Tablo 2 ve Sekil 2)
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TABLO 2: Toplam 97 Kanserli Kadinin Malignitelerinin Dagilimi1

n (%)
Kadinlarin Malignite Dagilimi Tiroid Ca 5(5,0)
Karaciger transplantasyonu 1(1,1)
Mide Ca 9(91)
Kolorektal Ca 9(91)
Pankreas Ca 6 (6,2)
FAP 2 (2,5)
Meme Ca 65 (67,0)

Sekil 2: Kadinlarin Malignite Dagihimi

Kadinlarin Malignite Dagilimi

Meme Ca 67,0
FAP
Pankreas Ca

Kolorektal Ca

Mide Ca
Karaciger transplantasyonu
Tiroid Ca
0 20 40 60 80 100
Oran (%)

Toplam 97 kadin hastamn 85'i opere olmus, 12'si  transplantasyonu, 4 hasta pankreas ca, 2 hasta FAP
ise neoadjuvan kemoterapi aldig1 donemde bagvurmustur.  (prekanserdz lezyon), 62 kadin meme ca, nedeni ile
Toplam ameliyat edilen 85 kadin hastadan; 5 troid ca, 4 operasyon, uygulanmistir. (Tablo 3. Sekil 3)
mide ca, 7 kolorektal ca, 1 hastaya karaciger (karacigerde
kitle; prekanseroz karaciger lezyonlu, karaciger sirozlu)

Tablo 3: Toplam 97 Kanserli Kadindan Ameliyat Olan 85 Kadinin Kanserlerinin Dagilimi1

Ameliyat Oziir Oram

Orani
n (%) %
Kanser Tiroid Ca 5 (5,8) %10
Dagilimi = Mide Ca 4(4,8) 3 hasta %25, 1 hasta %35 (splenektomili %10 ilave)
Kolorektal Ca 7 (8,3) 6 hasta %25, 1 hasta %35 (splenektomili %10 ilave)
KC transplantasyonu 1(1,1) %70
Pankreas Ca 4(4,8) %25
FAP 2(2,3) %50

Meme Ca 62 (72,9) %10
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Sekil 3: Ameliyat Oranlar1

Kadinlarin Ameliyat Orani

Meme Ca 72,9
FAP 2,3
Pankreas Ca 4,8

KC transplantasyonu 11

Kolorektal Ca 83
Mide Ca | 4,8
Tiroid Ca | 5,8
0 ZIO 4I0 GIO 8I0 1(I)0

Oran (%)

Meme kanserli opere olan toplam 62 hastadan; 27  hastaya bilateral mastektomi uygulanmistir. Burada
kadin hastaya mastektomi, 26 meme kanserli kadin hastaya  onkoloji ve niikleer t1p klinigi (opere troid ca'lar i¢in) puam
MKC; meme koruyucu cerrahi, meme kanserli 9 kadin  yer almamistir. (Tablo 4 ve Sekil 4).

Tablo 4: Meme Kanseri Olan 62 Hastamn Ameliyat Tipleri

n (%)
Meme Kanseri Hastalarinin  Mastektomi 27 (43,5)
Ameliyat Tipleri Meme Koruyucu Cerrahi 26 (41,9)

Bilateral Mastektomi 9 (14,6)
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Sekil 4: Meme Kanseri Hastalarimin Ameliyat Tipleri

Meme Kanseri Hastalarinin Ameliyat Tipleri

Bilateral " ) '
Mastektomi a:;esz/oml
14,6% ,5%

p

Meme
Koruyucu
Cerrahi

41,9%

Nonopere 12 kadin hastadan, 2 pankreas kanserli  heniiz neoadjuvan kemoterapi aldiklar1 dénemde heyet

kadin hasta, 5 mide kanserli kadin hasta, 2 kolorektal poliklinigine saghk kurulu raporu almak
kanser tanili kadin hasta, 3 meme ca tamli kadin hasta  bagvurmuslardir. (Tablo 5 ve Sekil 5).

Tablo 5: Toplam 97 Kanserli Kadindan Ameliyat Olmayan 12 Kadin Kanserinin Dagilim1

n (o/o)
Ameliyat Olmayan Mide Ca 5 (41,6)
Kadinlarin Kanser Meme Kanseri 3 (25,0)
Dagilimi Pankreas Kanseri 2(16,7)
Kolorektal Kanser 2 (16,7)

Sekil 5: Ameliyat Olmayan Kadinlarin Kanser Dagilimi

Ameliyat Olmayan Kadinlarin Kanser Dagilimi

H Mide Ca
H Meme Kanseri
il Pankreas Kanseri

i Kolorektal Kanser

icin
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Bu c¢alisma dahilindeki toplam 138 kanserli

hastadan, 41 kanser tanili erkek hasta mevcuttur; toplam 37

erkek hasta opere olmustur. (Tablo 6 ve Sekil 6).

Tablo 6: Toplam 41 Kanserli Erkek Hastanin Kanserlerinin Dagilim

n (%)

Erkek Hastalarin Kanser Tiroid Ca 1(24)

Dagilim1 Ozafagus Ca 1(24)
Mide Ca 10 (24,7)
Kolorektal Ca 18 (43,9)

Safra Kesesi Ca 1(24)

Karaciger Transplantasyonu 2 (4,8)

Pankreas Ca 49,8)

FAP 2 (4,8)

Siirrenal Kitle (endokrin tm) 1(24)

Meme Ca 1(24)

Sekil 6: Erkek Hastalarin Kanser Dagilimu

Meme Ca

Siirrenal Kitle (endokrin tm)

Pankreas Ca

Karaciger Transplantasyonu
Safra Kesesi Ca

Kolorektal Ca

Mide Ca

Ozafagus Ca

Tiroid Ca

FAP

0 10 20 30 40
Oran (%)

50 60 70 80 90 100

Bunlardan 1 erkek hasta troid ca, 1 erkek hasta
Ozefagus ca, 8 erkek hasta mide ca, 18 erkek hasta

kolorektal ca, 1 erkek hasta safra kesesi kanseri, 2 erkek

hasta karaciger transplantasyonlu (Karacigerde
prekanserdz lezyona ait kitle; 1 hasta PFIC TiP-3, 1 hasta
karaciger siroz tanili), 2 erkek hasta pankreas ca, 2 erkek

hasta FAP (prekansertz lezyon), 1 erkek hasta siirrenal

kitle tarusiyla olup, 1 erkek hastada meme ca nedeni ile
opere edilmislerdir . (Tablo 7 ve Sekil 7)
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Tablo 7: Toplam 41 Kanserli Erkek Hastadan Opere Edilen 37' Hastamn Kanserlerinin Dagilimi ve Oziir Oranu

Ameliyat Oran1 Oziir Oram
n (0/0) %
Kanser Tiroid Ca 1(3,0) %10
Dagilimi  Ozafagus Ca 1(3,0) %25
Mide Ca 8 (20,0) %25
Kolorektal Ca 18 (47,0) %25
Safra Kesesi Ca 1(3,0) %25
Karaciger Transplantasyonu 2 (6,0) %70
Pankreas Ca 2 (6,0) %25
FAP 2 (6,0 %50
Siirrenal Kitle 1(3,0) %25
Meme Ca 1(3,0) %10

Sekil 7: Erkek Hastalarin Ameliyat Dagilimlar:

Ameliyat Orani

3,0
3,0

Meme Ca

Sirrenal Kitle

FAP

Pankreas Ca

Karaciger Transplantasyonu
Safra Kesesi Ca

Kolorektal Ca 47,0
Mide Ca
Ozafagus Ca
Tiroid Ca
0 20 40 60 80 100
Oran (%)

(troid ca icin) ve onkoloji klinigi puanlamalari yer

1 tir. (Tabl kil
Erkek 4 hasta ameliyat olmadan, nonopere almamugtr. (Tablo 8 ve Sekil 8)

donemde heyet raporu almak igin basvurmustur.
Bunlardan 2 erkek hasta pankreas ca, 2 erkek hasta mide
kanser tanili olup, neoadjuvan kemoterapi aldiklar1
donemde heyet poliklinigine bagvurular1 sonras1 6ziirlii
yonetmeligindeki oranlara gore puanlar1 verilip saghk
kuruluna sevk edilmiglerdir. Burada genel cerrahi ve
endokrin klinigi puanlamalar1 yer alip, niikleer tip klinigi



Kanser ve Saglik Kurulu266

Tablo 8: Toplam 41 Kanserli Erkek Hastadan Ameliyat Edilmeyen 4 Hastanin Kanserlerinin Dagilim1

n (%)
Ameliyat Edilmeyen Hastalarin Pankreas Ca 2 (50,0)
Kanser Dagilim1 Mide Ca 2 (50,0)

Sekil 8: Ameliyat Edilmeyen Erkek Hastalarin Kanser Dagilim1

Dagilimi

Mide Ca
50,0%

Ameliyat Edilmeyen Erkek Hastalarin Kanser

Pankreas Ca
50,0%

Toplam kadin erkek opere edilen kanserli hasta
sayist 122'dir. Bunlardan 6 troid ca, 12 mide ca, 1 6zefagus
ca, 25 kolorektal ca, 3 karaciger transplantli, 6 pankreas ca,
4 FAP, 1 safra kesesi kanseri, 1 siirrenal kitle ve 63 meme

ca hastasidir.

138 maligniteli hastamn 97 'si yani tiim kanserli
hastalarin % 70 'i kadin hastaydi. Erkek hasta sayisi ise 41
olup tiim kanserli hastalarin %30'una denk gelmekteydi.
Kadin 97 hastanin 65'ini yani ¢ogunlugunu meme kanserli
hastalar, erkek 41 hastanin (mide, kolorektal, FAP; 28 hasta)
biiylik ¢ogunlugunu gastrointestinal sistem kanserleri
olusturmaktaydi.

Bunun yaninda heyet poliklinigine saglik kurulu
raporu almak igin bagvuranlar; tip fakiiltesi &grencisi
olabilir, Tip fakiiltesi Ogrencilerinin, &grenci iken staj
yapabilir, Ogretmen olabilir, muvazzaf subay olabilir,
hakim olabilir, asistan doktor olarak goreve baslayabilir,
Dogent Dr. olarak goreve baslayabilir, emniyet mensubu
olabilir, refakat izni alabilir, 6zel giivenlik gorevlisi
olabilir, askerlikten muaf olabilir, saglik problemleri
nedeni tam tegekkiillii devlet hastanesinin bulundugu

yerlerde gorev yapabilir, siiriicii olabilir, vasi tayini, alinan

bir raporun usule fenne uygunlugu, morbid obezite
cerrahisinden fayda goriir, silah ruhsati alabilir, ozel
donamumli arag alabilir istemli saghik kurulu hastalar

¢alismaya dahil edilmemistir.

Eslik
hipertansiyon, 2 diabetes mellitus,2 guatr,1 inguinal

eden tespit edilen komorbiditeler: 4

herni,1 umblical herni, 2 disk hernisi, 2 isitme azhig1, 2
gorme azligl, 4 yiirimede zorluk, 2 glokom, 2 myoma

uteri, 1  benign  prostat hiperplazisi, 2 gastrit,2

nefrolitiasis,1 ~ osteoporoz, 1 wvaris,1 kalp kapak

yetersizlikli,1 serebrovaskiiler hastalignt bulunan hasta

mevcuttu. (Tablo 9)
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Tablo 9: Eslik Eden Komorbiditeler

=

Eslik Eden Komorbiditeler Hipertansiyon
Diabetes Mellitus
Guatr
ingunial Herni
Umblical Herni
Disk Hernisi
Isitme Azlig1
Gorme Azlig:
Yiiriimede Zorluk
Glokom
Myoma Uteri
Benign Prostat Hiperplazisi
Gastrit
Nefrolitiasis
Osteoporoz
Varis
Kalp Kapak Yetersizligi
Serebrovaskiiler Hastalik

P PP FPNMNNEPEPNNMNNNDNBEDNNMNNDMNNERERFPRPNDNDNDDS

Eslik eden ameliyatlar: 5 apendektomi, 3  opere benign prostat hiperplazisi, 1 kalga operasyonlu, 1
kolesistektomi,2 troidektomi, 1 tonsillektomi, 1 opere omuz operasyonlu, 1 mesane operasyonlu, 1 katarakt
inguinal herni, 1 opere umblical herni, 1 opere insizyonel  operasyonlu hasta mevcuttu.
herni, 2 opere lumbal disk hernili, 2 opere myoma uteri, 1

Tablo 10: Eslik eden operasyonlar

>

Eslik Eden Operasyonlar Apendektomi
Kolesistektomi
Troidektomi
Tonsillektomi
inguinal Herni
Umblical Herni
insizyonel Herni
Lbal Disk Hernisi
Myoma Uteri
Bening Prostat Hiperplazisi
Kal¢a Operasyonlu
Omuz Operasyonlu
Mesane Operasyonlu
Katarakt Operasyonlu

= = NN R R = N W Ol
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TARTISMA

Genel Cerrahi ile ilgili kanser ameliyatlarinin

yapilip, hastanin taburcu edilip onkoloji klinigine
yonlendirilmesi ile sorun biiyiik Olciide giderilip hasta
operatif yiikten uzaklastirilmis olup, poliklinik diizeyinde
takibe bu kez de

sosyoekonomik kayiplar1 ¢n plana c¢ikmakta ve bunu

baslandiginda  hastalar igin
gidermek icin ugrastiklar1 goriilmektedir. Ulkemizde de
genel cerrahi ile ilgili kanserli hastalarin sosyo ekonomik
yapilmis
bulunmaktadir. Hastalarda, bu haklardan yararlanmak

kayiplarimi  gidermek  igin diizenlemeler
amaciyla ilgili birim olan hastanelerin saghk kurullarma
basvurmakta; hastaliklari ile ilgili engel oranlarma gore
rapor almaktadir. Fakat kanserli hastalarca bu saglk
kurulu raporu alma siirecinde kendilerinin patoloji
onkoloji

agir  bir

sonuglariin  epikriz  raporlarinn,

bu kadar

yakalanmigken neden bu kadar detayli-zorlayici bir siirece

takip
formlarinin  varken, hastaliga
tabii tutulduklarindan ¢ok sik yakindiklari goriilmiistiir.
Bu boliimde bu yakinmaya sebep olabilecek unsurlarda

incelenmeye calisilmustir.

Genel cerrahi ile ilgili kanser hastalar1 sadece bu
ameliyatlar1 ile ilgili degil ayni zamanda eslik eden
komorbiditeleri ile ilgili bazen yedi, bazen sekiz, bazen,
dokuz

sonucunda aldig1 puanlarla raporu diizenlenmektedir. Bir

anabilim dali doktorunu goérmekte bunun
Ozefagus kanseri, mide kanseri, duodenum - ince barsak
tiimorii, pankreas kanseri nedeni ile opere olmus hasta, {ist
sindirim kanali kalia bozukluklariin siniflandirma
kriterlerine gore engel oram- puan almaktadir. Mide
kanseri nedeni ile gastrektomi olmus hastalarinda genel
cerrahiden alacag1 engel oramu bile birbirlerinden degisik

olmaktadir, soyle ki:

Sinif 1: Engel Orant %10; iist sindirim kanalina ait
semptom ve bulgular veya anatomik kayip ya da degisim
ve siirekli tedavinin gerekli olmamasi ve istenilen diizeyde
kiloyu siirdiirebilme veya operasyon sonrasi sekel

olmamasi,

Sinif 2: Engel Orani %25; iist sindirim kanalina ait
semptom ve bulgular veya natomik kayip veya degisim ve
semptom ve bulgularin kontroliinde uygun diyet

kisitlamas: ve ila¢ tedavisi gerektirmesi veya niitrisyonel

yetmezlik ve ideal kilonun en fazla %10 altinda olma,

Sinif 3: Ust sindirim kanalna ait semptom ve
bulgular veya anatomik kayip ya da degisim ve uygun
diyet kisitlamas1 ve ilag tedavisi ile tamamen diizelmeyen
semptom, bulgular ve beslenme durumu veya iist sindirim
kanal1 rahats1zli$1 nedeniyle ideal kilonun %10- 20 altinda

olmasi,

Sinif 4: Ust sindirim kanalina ait semptom ve
bulgular veya anatomik kayip ya da degisim ve tedaviye
ragmen kontrol altina alinamayan semptomlar veya iist
sindirim kanal1 rahatsizlig1 nedeniyle ideal kilonun >%20

altinda olma.

Yine kolorektal hastaliklara bagli kalicl
bozukluklar sif 1: %10, siuf 2: %25, sinuf 3: %50, sinuf 4:
%75, karaciger-safra yollar1 hastaliklarina bagli kalict
bozukluklarda sinif 1: %15, siif 2: %30, smuf 3: %50, suuf
4: %95 engel puani almaktadir.

Kanser hastalar1 degerlendirmesinde onkoloji klinigi

puanlart:

1-Evrel-2 kanser hastalar1 remisyonda (remisyon sonrasi 5.
yila kadar): %60

2-Evrel-2 kanser hastalar1 (remisyon sonrasi 5. yildan
sonra) : %40

3-Evre3-4 remisyonda kanser hastalari : %40

4-fleri klinik evreli evre 3, evre 4 kanseri olan remisyona

girmeyen veya tedavi siirecinde olan: %80

5-ileri klinik evreli evre3-4 kanseri olan( remisyon sonrasi

5.y1ldan sonra): %40 seklinde puanlanmaktadir.

Avrupa kanser hastas1 haklar1 bildirgesi 2016'da;
kanser hastas1 olup kanserden kurtulanlar icin yeterince
bilgi ve tedavi sonrasi sorunlar igin destek hizmetleri hakks,
hastalarin 6denebilirligine gore degil, ihtiyaglarina gore en
iyi bakima ulagsma hakki, iyilesen kanser hastalarinin uzun
siireli takibi, en iyi yasam kalitesine yonelik destegin
verilmesi hakki bulundugunu belirtmektedir (5). Hem
diinya genelinde hem de Tiirkiye'de kanser insidansinin
artigi sonucu kanser harcamalar1 devlet biitgelerinden daha

fazla payin ayrilmasina yol a¢maktadir. Diinya Saglik



Orgﬁtﬁ emek stokunu agindiric etkilere sahip olmasi hem
de kaynak dagilimini bozucu etkiler yaratacak sekilde
yliksek maliyetlere yol agmasi nedeni ile iilkeleri koruyucu
saglik politikalar1 uygulamaya davet etmektedir (6).

Tiirkiye'nin 2014 yilinda gayri safi yurt ici hasilasi
2.044.468 milyon TL'dir. 2014 yih itibar1 ile Tirkiye'de
toplam saglik harcamalarimin GSYiH i¢indeki pay1 %4,6' dir
(TUIK, 2017). Tiirkiye 'de toplam saglik harcamalari i¢cinde
kanser tedavilerine ayrilan paym %3 oldugu, kisi basma
diisen kanser tedavi harcamalarinin 25 euro oldugu tahmin
edilmektedir (6). Amerika Birlesik Devletlerinde 2010
yilinda kanserin toplam maliyeti 124,5 milyar dolardir.
Meme kanseri 16,6 milyar dolarla en yiiksek maliyete sahip
olup meme kanserini 15 milyar dolara yakin maliyeti ile
kolorektal kanser izlemektedir. 2020 yilinda da Amerika
Birlesik Devletleri'nde kanser yiikiiniin 172,8 milyar dolara
¢ikmas1 beklenmektedir (7). Avrupa’da 2018 yilinda kanser
maliyeti 199 milyar euro olmustur (8).

Bu ¢alismada saglik kuruluna basvuran kanserli
istedikleri

alinmistir. Hastalara genel cerrahi ile ilgili ameliyat olup

hastalarin  almak rapor icin anamnezleri
olmadiklar1 sorulmus, olmuslarsa kendilerinden ameliyat

epikrizi, patoloji sonucu, onkoloji takip formlari, kisa
ameliyat raporu tarzinda belgeler istenmistir, ellerindeki

belgeleri ile kayitlar1 yapilmistir.

Genel cerrahi heyet poliklinigine saglik kurulu
raporu almak igin basvuran kanserli hastalarn hepsi
istedikleri raporlar1 almuglardir. Bu siirecte hastalarin
1srarla kendilerinin  hastaligiin  kanser  oldugunu
ispatlamalaria ragmen neden bu kadar detayli bir isleme
birakildiklarini  dile

bulunmustur. Sadece tasit satin alma amaci olup, 6zel

maruz getirmeleri Onemli
tikketim vergisinden muaf olmak isteyen hastalarin

muafiyet icin ¢ok yiiksek puan almalar1 gerekli
oldugundan; saglik kurulundan OTV' den (6zel tiketim
vergisi) muaf raporuy, tiim raporlar igerisinde en yiiksek
puanla alman rapor olup, bu tiir raporlarin verilmesinde
biraz sikinti yasanmistir. Ulkemizde ozel tiiketim vergisi
ad1 ile alinmakta olan verginin hasilatimn paylasimi
Savunma Sanayii Destekleme fonuna, Genglik ve Spor
Genel Midiirliigii ile Sosyal Hizmetler ve Cocuk Esirgeme

Kurumuna, Milli Egitim Bakanhg1 biitcesine, Saglik
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Bakanlig1 biitgesine, Maluller $Sehit Dul ve Yetimleri
Mera
kullamilmak amaci ile ilgili hesaba aktarim seklinde

hesabina, kanununda belirtilen harcamalarda
olmaktadir (9). Sonug olarak dikkat ¢eken en 6nemli unsur
bu ¢alismada 6ziirlii raporu almak icin heyet poliklinigine
%70'ini kadmn hastalarin
olusturdugu, opere kadin kanserli hastalarin i¢inde de
%72,9 ile

meme

bagvuran kanserli hastalarin

meme kanserinin
Buda

tilkemizde artis gostermesi ile de uyumludur. Toplam

ilk sirada yer aldig:

gozlenmistir. kanserinin son yillarda
basvurularin %30unu olusturan erkek kanserli opere olan
hastalarin bagvurulari i¢inde de kolorektal kanser tanisinin
%47 ile ilk sirada, ikinci sirada %20 ile mide kanserinin
oldugu yani toplamda; erkek de %67 ile gastrointestinal
ulkemiz
bulgular1 ile uyumlu oldugu goriilmiistiir. Japonyada

sistem hastaliklarinin yer aldigi, bununda
gastrik kanserlerin yarisindan fazlas1 erken evrede
saptamp endoskopik rezeksiyonla tedavi edilmektedir (10).
Bu oranlar Globocan 2020 yili diinya geneli ile yapilmis
kanser istatistiginde 18,1 milyon kanserli hasta tahmini,
bunlardan 2.261.419 meme kanseri, 1.148.515 kolon kanseri,
732,210 rektum kanseri sayis1 ile de uyumlu olup, Globocan
calismasinda meme kanseri 1. sirada, kolon kanseri 5.

sirada rektum kanseri de 8. siradadir (11).

Sosyal yardim basvurularmin biiyiik ¢ogunlugu
morbidite ve mortalitenin diisiik oldugu bedensel
biitiinliiklerini kaybetmis meme kanserli kadinlardan
olustugu goriilmiis, son yillarda onkoplastik meme
cerrahisinin gelismesi ile de bu kayiplar azaltilmaya
calisilmistir. Meme kanserinde meme korunmasina verilen
o6nem artmis radikal mastektomiden meme koruyucu
cerrahiye gecilmis, deneysel olsa da meme kanseri asis1

gelistirme; zayif da olsa eradike etme ¢abalar1 artmustir (12).

Meme kanserinde ag1 gelistiriminde amagclardan
HER 2(+)
kanserinde E-75 asisinin kullanimu ile hastaliksiz sag kalimi

biride immiiniteyi arttirmaktir (13). meme
arttirip, niiksde azalma saglanmasi planlanmaktadir(14).
Meme kanseri i¢in gen bazli DNA agilari, hiicre bazl
dendritik hiicre asilari, pepdit bazl asilar gelistirilip Triple
negatif meme kanserinde ve HER 2 (+) pozitif meme
kanserinde kullanilmaya sunulma galismalar1i mevcuttur
(15, 16, 17, 18).
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Kanser istatistiklerinin saglikli ve kapsamli olmas1
saglik politikalarmi Dbelirlemede etkili ve belirleyici
olacaktir (6). Kanser; 3.6.2015 tarih ve 29375 sayili kanser
bildirimi ve kanser kayit merkezleri yonetmeligi ile
bildirimi zorunlu hastaliklar arasina alimistir. Kanser
kayit programlarinin kanser kontroliine iliskin herhangi bir
rasyonel programin 6nemli bir parcasi oldugu ve icinde
yasadigl, bu anlamda hem bireye hem topluma fayda
sagladig1 ¢ok iyi bilinir (19).

Sonug olarak, bagvuran hastalar istedikleri saglik
raporunu almustir. Degerlendirmede hastalarin rapor alma
stirecindeki yakindiklar1 zorluklar ile mevcut saghk
yonetmeligi ile rapor alimimn Kkotiye kullanimin
engellenip hak eden hastaya verilmesi ilkesi {izerinde

durulmustur.

Bu ¢alismamn bu alanda iilkemizde yapilan
kanserle ilgili istatistiki ¢alismalara da katki saglayabilecegi
distiniilmiistiir, tam1 konmasi, cerrahi girisiminin
maliyetleri, yogun bakim maliyetleri, taburcu sonrasi
onkolojik tedavinin neoplastik ilaglarin maliyeti ve birde
hastaligin getirdigi verimlilik kaybim gidermek isteyen
hastalarin sosyal haklardan yararlanmak igin yaptig:
basvurular ile kanser harcamalar1 gittikge artmaktadir.
Kanserde kiiresel ¢apta; tam: konma maliyetlerinin
diistiriilmesi, cerrahi miidahale yontemlerinin minimal
invazive indirgenmeye boylelikle bu alanda da maliyetin
azaltilmaya c¢alisilmasi, cerrahi sonras: kemoterapotik
ilaglarin uygun maliyet ve etkili kombininin saglanmasi
i¢in yapilan calismalarin sonucu, iilkemize yansimasi ile
saglik kuruluna basvuran kanserli hastalarin almak
istedikleri raporlar1 almalar1 i¢in gerekli olan puanlar

revize edilecektir.

Ulkemizde sivil ve askeri hastaneler saglik kurulu
rapor degerlendirimini oziir ve karsiigi olan puan
sistemine gore yapmaktadir, Tiirk Silahli Kuvvetleri
mensuplarimin  askerlik hizmeti sirasinda yasadiklari
maluliyet sonrast saglik kurulu raporu almak igin
yaptiklar: bagvurularda askerlik saglik yonetmeligine gore
%40  ve
gerekmektedir, bu puana ulastiklarinda gazi sayilip
haklardan (20).

tasarrufun maliyetin

almalar1 gereken puamn iisti  olmasi

belirtilen faydalanabilmektedirler

Kanserde arttirllmast  yani

diistiriilmesi ile yaratilacak kaynaklarin kanserli hastalarin
sosyal kayiplarini gidermede kullarilabilecegi imkaru
oldugu gorilmektedir. Tim {ilke ¢apinda saglik kurulu
olan hastanelerin verilerinin toplanmasi ile daha saglikli

sonuglar elde edilmesi miimkiindiir.
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ABSTRACT

Background: Contrary to the expectation that the number of scabies cases will
decrease during the COVID-19 isolation period, scabies has been frequently
reported in Turkey.

Objective: The aim of this study is to investigate the epidemiological pattern of
the scabies outbreak in the context of the pandemic to provide additional
information for the control of the devastating scabies outbreak that continues
today.

Materials and Methods: Patients seen in our dermatology clinic before and
during the pandemic were evaluated retrospectively.

Results: There was no decrease in the rate of scabies patients among all
dermatology admissions during the pandemic period (n=143/2912; 4.9%)
compared to the pre-pandemic period (n=526/11679; 4.5%) (p=0.348). The high
incidence of the new scabies cases before the detection of COVID-19 in the
country decreased in the quarantine period. However, the high recurrent
admissions of old scabies cases, who already got scabies before pandemic but
could not be cured despite repeated treatments, contributed to the ongoing high
prevalence of scabies during the pandemic (one-third of all scabies cases seen
during the pandemic, n=30/87).

Conclusions: We suggest that self-quarantine and increased hygiene during
COVID-19 reduced re-infestations and led to a decrease in new cases. Treatment
failure of old cases has been observed to contribute to the high prevalence of
scabies in the pandemic. Permethrin resistance may have led to inadequate
treatment success, given that treatment application errors, which may also lead
to treatment failure, are managed with active surveillance in our patient
population. Studies addressing permethrin resistance are needed as a priority.

Keywords: COVID-19 pandemics; permethrin; resistance; scabies
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(0)4

Arka plan: COVID-19 izolasyon doneminde, skabiyez vakalarmin azalmasi
beklenirken, Tiirkiye'de aksine, skabiyez sikca rapor edilmistir.

Amag: Bu calismanin amaci, giintimiizde devam eden yikic1 uyuz salgminin
kontrolii icin ek bilgi saglamak amaciyla, pandemi baglaminda uyuz
salgininin epidemiyolojik yapisini arastirmaktir.

Yontem: Dermatoloji klinigimizde pandemi 6ncesinde ve pandemi sirasinda
goriilen hastalar retrospektif olarak degerlendirilmistir.

Bulgular: Pandemi doneminde tiim dermatoloji basvurular: arasinda uyuz
hastalarmin oraninda (n=143/2912; %4,9), pandemi oOncesi doéneme
(n=526/11679; %4,5) kiyasla bir azalma gozlemlenmedi (p=0,348). Ulkede
COVID-19 tespit edilmeden 6nce yeni uyuz vakalarimnin insidansi ytiksek iken
bu oran karantina doneminde azalmistir. Ancak, pandemi 6ncesinde uyuz
gecirmis ancak tekrarlayan tedavilere ragmen iyilestirilemeyen eski uyuz
vakalarmin yiiksek oranda tekrar basvurular1 (pandemi sirasinda goriilen
tim uyuz vakalarmin {tgte biri, n=30/87), pandemi sirasinda uyuz
prevalansmin yiiksek diizeyde devam etmesine katkida bulunmustur.

Sonuglar: COVID-19 sirasinda karantina ve artan hijyenin, re-infestasyonlar1
azalttigim ve yeni vakalarda bir azalmaya neden oldugunu diistintiyoruz.
Ancak, eski vakalardaki tedavi basarisizhigmin, pandemide uyuz
prevalansma katkida bulundugu gozlemlendi. Hasta popiilasyonumuzda
tedavi uygulama hatalarmin izlem ile yonetildigi goz 6niine alindiginda,
permetrin direnci yetersiz tedavi basarisina yol agmis olabilir. Permetrin

direncini ele alan ¢alismalara 6ncelikli olarak ihtiyac vardir.

Anahtar kelimeler: COVID-19 pandemisi; permetrin; direng; skabiyez

2019,
pneumonia emerged in Wuhan, China, and by February
2020, the disease, named COVID-19, had spread all over the
world, including throughout more than 196 countries (1).
In March 2020, after the detection of the first case of
COVID-19 in Turkey (2), various measures, mainly

In December several cases of viral

targeting social distancing, were taken to curtail the spread
of the virus, including partial lockdown. These measures
included a strong public awareness campaign encouraging
staying at home; international travel restrictions; a switch
to distance education; restrictions on gathering and public
transport; and social distancing rules in many public places
(3). During this period, the number of patient visits to
dermatology outpatient clinics decreased alongside the
strict "stay-at-home" policy (2, 3). Because it is a contagious
parasitic disease, the rapid increase in the number of

scabies cases in recent years was expected to drop during

the COVID-19

expectations, a relatively high prevalence of scabies cases

isolation. However, in contrast to
among overall dermatology outpatient visits remained.
This high prevalence during the isolation period led to
speculation about the role of COVID-19 and related
pandemic measures in this high number of cases (2-5).
Household transmission of scabies during "stay-at-home"
practices and transmission due to the high hospital-bed
turnover caused by COVID-19 were some of the suggested
causes (4). The aim of this study was to investigate the
epidemiological pattern of the scabies outbreak in the
context of the pandemic and related measures, and to
provide additional information for the control of the

ongoing scabies epidemic.



MATERIAL AND METHODS

In this retrospective hospital-based study, all
patients who were admitted to our dermatology outpatient
clinic between June 2019 and November 2020 were
evaluated. The study design was approved by the Local
Ethics

admission, number of visits, and diagnoses were noted

Committee. Demographic features, dates of
from the electronic registration database of the hospital.
The recorded features and the ratio of patients diagnosed
with scabies during the COVID-19 pandemic period were
compared with those during the pre-pandemic period. The
history of the onset of itching and related treatments was
also recorded in patients with scabies, who were seen
during the pandemic period and whose information was
obtained. Data on the COVID-19 pandemic period covered
the period from March 11, 2020 to November 25, 2020. Pre-
pandemic data covered the period from June 24, 2019 to

March 10, 2020.

Statistical analyses were performed using IBM
SPSS for Windows version 20.0 (SPSS, Chicago, IL, USA).
A Kolmogorov-Smirnov test was used to assess the
assumption of normality. Continuous variables that did

not have normal distribution were expressed as median
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and interquartile range (IQR). Categorical variables were
summarized as counts (percentages). Comparisons of non-
normally distributed continuous variables and differences
between the before and after pandemic groups were tested
using the Mann Whitney U-test. Associations between
categorical variables were determined by the Pearson Chi-
square test. A two-sided p-value < 0.05 was considered

statistically significant.
RESULTS

During the COVID-19 pandemic period, 2912
admissions were made to our dermatology outpatient
clinic. The total number of dermatology visits in the pre-
pandemic period, which was delimited to include the same
number of days as the pandemic period, was 11679. This
translates to an approximately fourfold decrease in
dermatology outpatient visits during the COVID-19
pandemic period. The differences in frequency of clinical
visits, age, and gender distribution are shown in Table 1.
The median age of patients who were admitted during the
pandemic period was significantly lower than that in the
pre-pandemic period (p=0.02); there was no significant

difference in terms of gender (p=0.08).

Table 1. Frequency, age, and gender distribution of patients seen in our dermatology clinic during and before the COVID-

19 pandemic.

Before COVID-19

isolation
n (%)
Total number of visits to dermatology 11679
outpatient clinic (n=14591)
First and sole visits (n=10459) 8527 (73%)
Repeated visits (n=4132) 3152 (27%)
Age (year) median (IQR) 32 (35)
Gender Female 7126 (61%)
Male 4553 (39%)

During COVID-19 p
isolation
n (%)

2912 -

1932 (66%) -
980 (34%) -
30 (34) 0.02
1725 (59.2%) 0.08

1187 (40.8%)
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The most common dermatological diseases seen

during both periods were acne vulgaris/rosacea,

eczematous disorders, superficial fungal infections,
pruritus, and scabies (Table 2). Consistent with the decrease
in overall outpatient visits during the COVID-19 pandemic

period, the number of patients seen for each dermatological

disease, including scabies, was lower during the COVID-19
pandemic period than during the pre-pandemic period.
However, there was no decrease in the rate of scabies
patients among all admissions during the pandemic period
(4.9%) compared to the pre-pandemic period (4.5%) (no
significant difference between the two periods: p=0.348).

Table 2. The diagnoses in patients seen in our dermatology outpatient clinic during and before the COVID-19 pandemic.

Before COVID-19 isolation

n (%)
Acne and rosacea 2402 (20.6%)
Eczematous disorders 1743 (14.9%)
Dermatophytosis 1440 (12.3%)
Pruritus 679 (5.8%)
Scabies 526 (4.5%)
Seborrheic dermatitis 492 (4.2%)
Benign neoplasms of skin 462 (4%)
Viral warts 398 (3.4%)
Local infections of skin and subcutaneous

344 (2.9%)
tissue
Nonscarring hair loss 343 (2.9%)
Actinic keratosis 342 (2.9%)
Others 2508 (%21,5)
Total 11679

The onset of clinical disease was defined as the date
of onset of itching in scabies patients. These dates were
recorded for scabies patients seen during the COVID-19
pandemic period and whose information was available in
their anamnesis records (n=87). According to this data,
approximately one-third (n=30/87) of the patients with

During COVID-19 isolation
n (%)

621 (21.3%)

481 (16.5%)

330 (11.3%)

143 (4.9%)

143 (4.9%)

142 (4.9%)

53 (1.8%)

67 (2.3%)

65 (%2.2)

72 (%2.5)
32 (%1.1)
763 (%26.2)

2912

scabies seen during the COVID-19 pandemic period were
patients who already had scabies in the pre-pandemic
period and continued to be seen in the hospital during the
pandemic period due to treatment failures.

The temporal distribution of the onset dates of
clinical diseases of scabies patients showed that the high



incidence of new scabies cases right before the detection of
COVID-19 in the country (11.03.2020) continued in the
early days of the pandemic (Fig. 1, orange-colored area),
but after a few weeks, the numbers of new scabies cases

Figure 1:
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decreased with the isolation period (Fig. 1, yellow-colored
area). Later, however, at the middle of the summer, they
increased once again (Fig. 1, the gray-colored area).

01.04.2020 01.07.2020

Figure 1. Emergence of new scabies cases according
to the date of onset of clinical disease during and just before
the COVID-19 pandemic. (March 11, 2020, is the day of the
first confirmed COVID-19 case in the country.) The orange-
colored areas just before and after the beginning of the
pandemic indicate the time periods when the incidence of
new cases of scabies is high, while the yellow area indicates
the time period when the incidence of new cases of scabies
is relatively low. The gray-colored area shows the time
period when the rate of emergence of new cases of scabies

began to increase again.

01.10.2020

DISCUSSION

Acne, dermatitis, and dermatophytosis were the
most frequently seen diseases in our dermatology clinic,
both during and before the COVID-19 pandemic. These
three conditions make up the most common diagnoses in
other Turkish governmental dermatology clinics, too, as
illustrated by a 2011 report (5). Scabies cases were also
among the most frequent diagnoses seen in the present
study. This is an expected result, considering the current
scabies epidemic, which has been ongoing during the last

four years. In recent years, in addition to studies from
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Turkey (6, 7) several reports from European countries have
also noted an increase in scabies cases, indicating that this
is a global problem (7, 8).

We would expect that cases of scabies, a
transmissible parasitic disease, would fall dramatically
during the pandemic because of the strict isolation. But the
results of this study showed that the high rates of the
scabies cases in dermatology admissions continued during
the pandemic period. The percentage of scabies cases
among all our patients during the COVID-19 pandemic was
4.9%, and there was no significant difference compared to
the pre-pandemic period (4,5%, p=0.348). Cengiz et al. also
reported a scabies percentage of 4.9% in a tertiary-care
hospital during the outbreak of SARS-CoV-2 in Istanbul (2).
Another study from Turkey examining the change in
diagnostic distributions in dermatology outpatients in
response to the COVID-19 pandemic also found no
difference in the frequency of scabies before vs. during the
pandemic (9).

Kutlu et al. proposed several explanations for the
high prevalence of scabies in pandemic period, including
increased household transmission during "stay-at-home"
practices as well as COVID-19-related high transmission
related to the high hospital bed turnover rate, and
migration of patients from urban to scabies-prevalent rural
areas due to temporary workplace closure (3,4). But scabies
spreads easily to household members even without a stay-
at-home policy (12). This is the reason we treat all family
members of patients with scabies at the first visit. The
increased hospital bed turnover during the COVID-19
pandemic as a source of the scabies explosion seems even
less likely because hospital beds and rooms have been
sterilized as never before during the pandemic. Not only
were rooms disinfected to eliminate SARS-CoV-2, but
many were even kept waiting for some time before new
patients were allowed in. In addition, the scabies outbreak
in recent years was not limited to rural areas in Turkey
before the COVID-19 pandemic; a serious increase in
scabies cases in the last four years was reported from
hospitals in urban regions as well (6, 10). Therefore, it may
be misleading to relate high numbers of scabies cases to the
course of the pandemic and the resulting societal disease-

control measures.

To observe possible reasons that may contribute to
the ongoing high prevalence of scabies during the
pandemic period, we reviewed the electronic patient
records of the scabies patients seen in our clinic during this
period. The temporal distribution of the dates of onset of
clinical disease of the scabies patients seen in the pandemic
period in our dermatology clinic was examined. These data
showed that the emergence of new cases, in fact, decreased
2 weeks after from the beginning of the strict quarantine
period in the country (11.03.2020), as expected (the yellow-
colored area in Fig.1 shows the time period of the decreased
incidence of new cases; the orange-colored areas in Fig.1
just before and after the beginning of the pandemic indicate
the time periods when the incidence of new cases of scabies
was relatively high). Later, it was observed that the
emergence of new cases increased again in the summer
months, in parallel with the relaxation in quarantine. (Fig.
1, the gray-colored area, the time period when the rate of
emergence of new cases of scabies began to increase again).
Due to the long incubation period of scabies (2-6 weeks), it
can be understood that the ongoing high incidence of new
scabies cases in the first two weeks of the quarantine was
most likely due to scabies transmissions from the pre-
quarantine period. The strict measures taken in the early
period of the pandemic, such as curfew and stay-at-home
policies seems to indeed lead to a decrease in scabies spread
leading the decrease in the incidence of scabies, which was
clinically noticeable two weeks after (Fig. 1 yellow period).
The increase in the number of new cases seen from the end
of June through the end of summer is probably due to the
relaxation of societal disease-control measures and summer

vacations, which lead to more socialization.

Therefore, the results indicate that the incidence of
scabies decreased during the pandemic isolation period,
and the high recurrent admissions of old scabies cases, who
already got scabies before the covid pandemic but could
not get rid of the disease despite repeated treatments, seem
to have contributed to the ongoing high prevalence of
scabies during the pandemic (one-third of all scabies cases
seen during the pandemic, n=30/87). In fact, these results
support our and many dermatologists' current clinical

observations of a significant increase in treatment failures



of scabies despite the best efforts of patients and physicians.
Poor adherence to the prescribed treatment regimen and
cleaning recommendations is the first thing that comes to
mind in the treatment failure in scabies. Therefore, to
control the scabies outbreak by addressing this problem,
we had provided municipal cleaning services and
treatment under the supervision of healthcare professionals
with active surveillance for each case diagnosed in our
clinic and their close contacts, in their home, since before
the pre-pandemic period, by establishing a large working
team with the Communicable Diseases Branch of the
Health Directorate. Despite these measures, repeated
admissions of the same patients with exacerbation after
varying degrees of improvement in their symptoms
strongly suggested that permethrin resistance might be
present. This was a difficult idea to evaluate, though; since
the widespread scabies epidemic could not be prevented,
the possibility of rapid reinfestation could not be ruled out.
During the COVID-19 pandemic, however, the possibility
of reinfestation almost disappeared with the hygiene and
self-isolation measures. The fact that patients could not
fully get rid of scabies during the pandemic period, despite
repeated treatments for months since before the pandemic,
may therefore be considered as an important clinical
observation supporting permethrin resistance. Although it
is suggested in the literature that treatment application
errors are responsible for the majority of treatment failures
in scabies and incorrectly attributed to the treatment
resistance (11), reports regarding failure due to permethrin
resistance, in line with our results, are also growing (12).
In conclusion, self-quarantine and increased
hygiene practices during the COVID-19 isolation period
seem to have led to a decrease in the incidence of scabies by
preventing transmission and re-infection. Resistance to
permethrin may have led to insufficient treatment success
and a consequent ongoing high prevalence of scabies in our
patient population, where unsuccessful treatment and
cleaning practices were largely excluded by active

surveillance.

The deleterious impact of scabies in developing
regions worldwide is without question. In the last decade,

developed countries have also been affected by the impact
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of various factors such as mass displacements (7, 8). Months
of unsuccessful treatment attempts put the physician and
the patient in a difficult stalemate cycle. In this report, we
have presented the treatment data of our clinic, which has
been working in an organized manner for the control of the
scabies epidemic in recent years, in order to draw attention
to the urgent necessity of clinical and laboratory studies
investigating permethrin resistance and the therapeutic

options addressing this problem.
REFERENCES

1. Srivastava N, Baxi P, Ratho R, Saxena SK. Global
trends in epidemiology of coronavirus disease
2019 (COVID-19).
(COVID-19)
Diagnosis, and Therapeutics. 2020:9-21.

2. Cengiz FP, Emiroglu N, Bahali AG, Dizman D,
Taslidere N, Akarslan TC, et al. Which
dermatology patients attend to dermatology

SARS-CoV-2
outbreak in Turkey and what happened to them?
Dermatologic therapy. 2020;33(4):13470.

3. Kutlu O, Giines R, Coerdt K, Metin A,
Khachemoune A. The effect of the “stay-at-home”
policy on requests for dermatology outpatient
clinic visits after the COVID-19 outbreak.
Dermatologic Therapy. 2020;33(4):e13581.

4. Kutlu 0, Aktas H. The explosion in scabies cases
during COVID-19 pandemic.
Therapy. 2020;33(5).

5. Bilgili ME, Yildiz H, Sarici G. Prevalence of skin

diseases in a dermatology outpatient clinic in

Coronavirus Disease 2019

Epidemiology, Pathogenesis,

outpatient clinics during the

Dermatologic

Turkey. A cross-sectional, retrospective study.
Journal of
2013;7(4):108.
6. Aktas H, Cebecik A. Changes in incidence and age

dermatological case reports.

distribution of scabies: A retrospective cohort
study in a tertiary hospital. Archives of Clinical
and Experimental Medicine. 2019;4(1):21-4.

7. Sunderkotter C, Aebischer A, Neufeld M, Loser C,
Kreuter A, Bialek R, et al. Increase of scabies in
Germany and development of resistant mites?

Evidence and consequences. JDDG: Journal der



280 Scabies During COVID-19: Implications for Today

10.

11.

12.

Deutschen  Dermatologischen  Gesellschaft.
2019;17(1):15-23.

Amato E, Dansie LS, Greneng GM, Blix HS,
Bentele H, Veneti L, et al. Increase of scabies
infestations, Norway, 2006 to 2018.
Eurosurveillance. 2019;24(23):190020.

Turan C, Metin N, Utlu Z, Oner U, Kotan OS.
Change of the diagnostic distribution in
applicants to dermatology after COVID-19
pandemic: What it whispers to us? Dermatologic
Therapy. 2020;33(4):e13804.

Ozden M, Ertiirk K, Kartal S, Yayli S, Goktay F,
Dogramaci C, et al. An extraordinary outbreak of
scabies in Turkey. Journal of the European
Academy of Dermatology and Venereology:
JEADV. 2020;34(12):e818-€20.

Nemecek R, Stockbauer A, Lexa M, Poeppl W,
Mooseder G. Application errors associated with
topical treatment of scabies: an observational
study. JDDG: Journal der  Deutschen
Dermatologischen Gesellschaft. 2020;18(6):554-9.
Mazzatenta C, Piccolo V, Argenziano G, Bassi A.
Is Scabies becoming less sensitive to permethrin
therapy? Journal of the European Academy of
Dermatology and  Venereology:  JEADV.
2021;35(9):e607-€9.



Arastirma Makalesi

Retrospective Evaluation of Misdiagnosed Scabies
Cases: Clinical and Epidemiological Features and
Resemblance to Other Dermatological Conditions

ZOR TANINAN SKABIYEZ OLGULARININ RETROSPEKTIF DEGERLENDIRILMESI: KLINIK VE
EPIDEMIYOLOJIK OZELLIKLER VE DIGER DERMATOLOJIK DURUMLARLA BENZERLIGI
®Fatmagil GULBASARAN', ®Ozlem OZBAGCIVAN', ®Samet ONER', ®Onur CAPKAN?

Dokuz Eyliil Universitesi Tip Fakiiltesi Deri ve Ziihrevi Hastaliklar Anabilim Dall, izmir, Tiirkiye

2Medicana Kadikdy Hastanesi, Dermatoloji Klinigi, Istanbul, Tirkiye

ABSTRACT

Background and Aim: Diagnosing scabies, a skin condition caused by mites,
can be challenging due to its resemblance to other skin problems. Avoiding
misdiagnoses could result in a significant reduction in treatment delays and
complications. Our objective was to investigate scabies cases that initially
posed diagnostic challenges.

Methods: This retrospective study focused on scabies patients who were
initially misdiagnosed despite routine clinical examinations and underwent
histopathological examinations with different preliminary dermatological
diagnoses. Inclusion criteria were in accordance with the 2020 International
Alliance for the Control of Scabies Diagnosis Criteria. The study
retrospectively compiled clinical, histopathological, and demographic
characteristics, providing data on the challenges and delays in diagnosing
scabies cases that mimic other dermatological conditions.

Results: In a cohort of 27 scabies cases with diagnostic challenges, the

majority were females (63%) with a mean age of 64.84£15.9 years. Pre-

admission, 66.7% of the patients used systemic antihistamines, 52.4% used

immunosuppressants, and 42.9% used topical scabies treatment. Secondary

xerosis cutis and contact dermatitis were noted in 11.1% and 7.4% of cases.

The most frequently considered differential diagnoses by dermatologists

. included prurigo subacuta (29.6%), dermatitis herpetiformis (18.5 %),
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(0)4

Arka Plan ve Amag: Akarlarin neden oldugu bir deri hastaligi olan
skabiyezin (uyuz) tanisi, diger dermatolojik hastaliklara benzemesi nedeniyle
zor olabilir. Yanls teshislerden kacinmak, tedavi gecikmelerinde ve
komplikasyonlarda o6nemli bir azalmaya neden olabilir. Amacimiz
baslangicta tanisal zorluklar yaratan uyuz vakalarmi arastirmakti.

Yontem: Bu retrospektif calisma, rutin klinik muayenelere ragmen
baslangicta yanlis tam1 konulan ve farkli dermatolojik 6n tamnilarla
histopatolojik inceleme yapilan uyuz hastalarina odaklandi. Dahil etme
kriterlerinde, 2020 Uluslararast Uyuz Kontrolii Birligi Tani Kriterlerine
uyuldu. Calisma klinik, histopatolojik ve demografik dzellikleri retrospektif
olarak derleyerek, diger dermatolojik durumlar taklit eden uyuz vakalarmin
teshisindeki zorluklara ve gecikmelere veri sundu.

Bulgular: Tan1 giiclugii ceken 27 uyuz vakasndan olusan bir kohortta
cogunlugu kadin (%63) ve yas ortalamasi 64,8+15,9 yil idi. Basvuru oncesi
hastalarin  %66,7'si sistemik antihistaminik, %52,4'1i immiinsupresan ve
%42,9'u topikal uyuz tedavisi kullanmisti. Vakalarin sirasiyla %11,1'inde ve
%7,4'tinde sekonder kserozis kutis ve kontakt dermatit kaydedildi.
Dermatologlar tarafindan en sik dikkate alinan ayirici tanilar prurigo
subakuta (%29,6), dermatitis herpetiformis (%18,5), lenfomatoid papiiloz
(%14,8) ve vezikiiler/biilloz pemfigoid (%11,1) idi.

Sonug: Onceki tedaviler; prurigo subakuta, kontakt dermatit ve kserotik
egzama gibi siddetli sekonder dermatolojik sorunlara yol acan uzun siireli
enfestasyonlar; lezyonlarin atipik dagilimi; kadin prurigosu; ve uzamis
kasintili atipik dermatozlar1 veya vezikiiler/biilloz prezentasyonlari olan
yashlar, skabiyez tanisinin gecikmesine katkida bulunabilecek klinik
senaryolar olarak akilda tutulmalidir.

Anahtar Kelimeler: Skabiyez, pruritus, ayirici tani, histopatolojik analiz,
immiinfloresan mikroskopi

Scabies is a cutaneous infestation caused by the
Sarcoptes scabiei mite, characterized by intense pruritus
and a variety of skin manifestations (1). Scabies is not
merely a skin condition but also is a global public health
concern, with a substantial impact on both individuals and
communities (2). Its prevalence spans the globe, and cases
continue to be reported across various demographic
groups, underscoring its clinical and epidemiological

relevance.

While the diagnosis of classic scabies, characterized
by the presence of burrows, vesicles, and papules, may
appear straightforward, the reality is confounded by the
existence of other dermatological maladies that can
manifest with similar clinical features (3). This diagnostic

challenge necessitates a meticulous approach to evaluating

patients with pruritus (4-6). In cases where the diagnosis of
scabies is significantly delayed, this condition can lead to
bacterial infections of skin lesions, resulting in contagious
impetigo, ecthyma, erysipelas, furuncles, abscesses,
lymphadenitis, and even serious complications such as
bacteremia, septicemia, heart disease, and kidney problems
(7,8). According to a study, almost 45% of the patients
presenting to the dermatology office with scabies had been

misdiagnosed before (9).

The importance of distinguishing scabies from its
imitators goes beyond clinical curiosity; it is crucial for
guiding therapeutic decisions, preventing potential
outbreaks, and avoiding misdiagnoses that could result in
the side effects of unnecessary treatments, a significant

decline in patient quality of life, increased medical costs,



and complications (10,11). Atypical presentations of scabies
not only occur in immunosuppressed individuals, but also,
for the early recognition of these challenging cases, it would
be beneficial to extensively characterize in the literature
scabies scenarios that deviate from the "classical in
morphology and/or distribution" which are less commonly

observed at the clinical level.

In this study, our objective was to investigate
scabies cases with clinical features resembling other
dermatological conditions, that initially posed diagnostic
challenges. We conducted a retrospective evaluation of
scabies cases referred for histopathological examination
with alternative dermatological diagnoses. In these cases,
the diagnosis of scabies was ultimately confirmed by both
compatible histopathological findings, and additional
clinical and dermoscopic features that became apparent
during follow-up, along with the treatment response.

METHODS
This
conducted in accordance with ethical guidelines and

retrospective  descriptive study was
received approval from the institutional review board

(Approval Number: 2023/26-05).

All patients with an ICD-10 diagnosis code for
scabies, as recorded in our electronic patient information
system, were examined in this retrospective study. Among
these patients, we focused on cases where scabies could not
be diagnosed during their initial presentation despite
which

dermoscopic assessments. For these individuals, skin

routine examinations, included clinical and

biopsies and histopathological examinations were
performed with different preliminary diagnoses for their
pruritic dermatoses. However, during their follow-up

visits, they were ultimately diagnosed with scabies.

The inclusion criteria encompassed cases in which
the accuracy of scabies diagnosis was determined
according to the "Summary of the 2020 International
Alliance for the Control of Scabies Consensus Criteria for
the Diagnosis of Scabies” (12). Accordingly, all cases
in the to exhibit
histopathological findings distinguishing them from other

included study were required
dermatological diagnoses, along with the visualization of

mites through follow-up dermoscopy or skin specimen
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examination under light microscopy, the development of
scabies burrows, and a successful response to scabicidal
treatment. Data on successful treatment outcomes, follow-
up information, and clinical notes were sought in cases
where histopathological examination findings could be
accessed. Exclusion criteria were implemented to ensure
the specificity and relevance of the study cohort. Cases
presenting with conditions other than scabies, as well as
those exhibiting histopathological findings indicative of
alternative dermatological disorders, were excluded from
the study. Instances where a successful response to
scabicidal treatment was absent, or where follow-up
information, clinical notes, and data on treatment outcomes

were unavailable, were also excluded.

The clinical, histopathological, and demographic
characteristics of cases experiencing diagnostic challenges
and delays were retrospectively compiled from electronic
patient records. Other dermatological diseases considered
or evaluated in the differential diagnosis were also
documented. The findings of this study were interpreted to
gain insights into the extent and nature of scabies cases that
can mimic other dermatological conditions and the

associated diagnostic challenges.
Data Analysis

SPSS software package version 29.0 was employed
for comprehensive data analysis. The comparison of
variables between two groups involved the application of
the Pearson chi-square test for categorical variables and the
independent samples t-test for continuous variables.
Throughout all analyses, two-tailed tests were employed,
and a significance threshold of 0.05 was established for the

p-value.
RESULTS

In this study, we included 27 scabies patients who

sought histopathological sampling with different
dermatological pre-diagnoses. This group comprised 17
females (63%) and 10 males (37%). The mean age of the
patients was 64.8 + 15.9 years, ranging from the 25 to 94
years. Detailed sociodemographic and clinical diagnostic
characteristics of the study participants are outlined in

Table 1.
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Table 1. Sociodemographic and Clinic Features of Patients

Parameter

n %

Age, years, Mean = SD (min-max)

64.8+15.9 (25-94)

Gender Female 17 63.0%
Male 10 37.0%
Itching/Pruritus Present 27 100%
Clinical Presentation Widespread 19 70.4%
Atypical Local Distribution 8 29.6%
Erythematous Papules 13 48.2%
Excoriations 10 37.0%
Seropapules 9 33.3%
Erythematous Nodules 4 14.8%
Pustules 1 3.7%
Complications None 22 81.5%
Xerosis Cutis 3 11.1%
Contact Dermatitis 2 7.4%
History of itching in the patient's close Unknown 25 92.6%
surroundings Family/Close relatives 1 3.7%
Shared living environment 1 3.7%

Duration of itching, days, Mean * SD (min-max)

178 +27 (7-1.080)

Previous Medication Use None 6 22.2%
Scabies treatment 11 40.7%
Systemic immunsuppresives (including 9 33.3%
corticosteroids)
Systemic Antihistamine 1 11.1%

All patients (n: 27, 100%) presented with complaints
of itching, and the average duration of itching was
approximately 6 months (178 days). One patient reported
intermittently increased and decreased itching over a

period of up to 3 years.

The majority of patients (92.6%) reported no history
of itching in their family or close contacts. Only one patient
had a connection to a close relative who experienced itching
at some point, while another individual attributed their
condition to a shared living environment, concerning the

suspected sources of infection.



Until a definitive diagnosis of scabies was
established, a percentage of patients sought various
treatments in different centers, with this breakdown: 66.7%
received systemic antihistamines, 52.4% were administered
systemic immunosuppressants, including corticosteroids,
and 42.9%
treatments. Notably, none of the patients exhibited crusted

underwent unsuccessful topical scabies
scabies or any condition or drug use associated with

immunosuppression, except for those specifically
prescribed immunosuppressants for their pruritus-related

clinical conditions.

There were noticeable xerosis cutis in 11.1% of cases
and contact dermatitis in 7.4%. Erythematous papules were
present in 48.2% (n=13) of cases, excoriations in 37.0%
(n=10), seropapules in 33.3% (n=9), erythematous nodules
in 14.8% (n=4), and pustules in 3.7% (n=1).

The sample for this study comprised scabies cases
that initially presented diagnostic complexities, prompting
the exploration and histopathological examination of
alternative diagnoses. The most frequently considered
differential diagnoses by dermatologists were prurigo
subacuta (29.6%), dermatitis herpetiformis (18.5 %),
lymphomatoid papulosis (14.8%), and vesicular/bullous
pemphigoid (11.1%), and, in individual cases, differential
diagnoses included xerotic eczema, pityriasis lichenoides et
acuta (PLEVA),
mycosis fungoides, pseudo-lymphoma,

varioliformis erythema multiforme,

icthus, acute
generalized exanthematous pustulosis (AGEP), atopic
dermatitis, prurigo nodularis and drug eruption (3.7 %

each).

Pruritus and the dermatological lesions exhibited
generalized involvement in 70.4% of cases (n=19), while
29.6% (n=8) presented an atypical local distribution,
deviating from the typical scabies distribution pattern. The
areas preferred for histopathological examinations, where
the rash and lesions were pronounced, included the back
(22.2%), arm (18.5%), abdomen (18.5%), leg (18.5%), torso
(11.1%), gluteal region (7.4%), and chest (3.7%). Among
those who underwent direct immunofluorescence (DIF)
examination (n=12, 44.4%), the arm, back, leg, and chest
were the most common sampling sites. DIF accumulation

was not observed in 50% of cases, while fibrinogen, IgG,
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and IgM were present in 33.3%, 8.3%, and 8.3%,
respectively. The histopathological features supported the
diagnosis of scabies in 77.8% (n=21) of cases, nodular
scabies in 11.1% (n=3), and prurigo subacuta in 11.1% (n=3)
In the histopathology of scabies patients, findings
consistent with arthropod bite reaction were observed in
51.9% (n=14) of cases, while a lymphocytic vasculitis
pattern was identified in 29.6% (n=8). Detailed information
on diagnostic processes, including differential,
pathological, and clinical diagnoses, is presented in Table 2

and Figure 1.
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Table 2. Diagnostic and Differential Diagnostic Parameters of Study Participants

Parameter n %
Biopsy area for routine histopathology = Back 6 22.2%
Arm 5 18.5%
Abdomen 5 18.5%
Leg 5 18.5%
Torso 3 11.1%
Gluteal Region 2 7.4%
Chest 1 3.7%
Features in routine histopathology Arthropod Bite Reaction 14 51.9%
Lymphocytic Vasculitis Pattern 8 29.6%
Prurigo Subacuta 3 11.1%
Scabies 1 3.7%
Post-Scabies Papules 1 3.7%
Biopsy area for direct Not obtained 15 55.6%
immunofluorescence (DIF) Back 3 11.1%
Arm 3 11.1%
Leg 2 7.4%
Chest 2 7.4%
Gluteal Region 1 3.7%
Abdomen 1 3.7%
Direct Inmunofluorescence (DIF) No accumulation 6 50.0%
Findings (For patients have DIF Fibrinogen 4 33.3%
examination, n: 12) IgG 1 8.3%
IgM 1 8.3%
Pathological Diagnosis Scabies 21 77.8%
Prurigo Subacuta 3 11.1%
Nodular Scabies 3 11.1%

Final Diagnosis Scabies 27 100%
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Figure 1. Frequency of differential diagnoses considered in scabies patients.

Xerotic Eczema - 3.7%

pLEVA [ 3.7

Erythema Multiforme - 3.7%
Mycosis Fungoides - 3.7%
Toxidermia/Drug Eruption - 3.7%
Atopic Dermatitis - 3.7%

Icthus - 3.7%

Pseudo-Lymphoma - 3.7%
Prurigo Nodularis - 3.7%

AGEP 3.7%

Dermatitis Herpetiformis _ 18.5%
Lymphomatoid Papulosis _ 14.8%
Vesicular/Bullous Pemphigoid _ 11.1%

Vesicular bullous pemphigoid was observed to be
significantly more frequently considered as an initial
diagnosis in older scabies patients (p= 0.008), and as the
duration of itching, therefore the duration of scabies
disease, increases, the rate of considering vesicular bullous
pemphigoid in the differential diagnosis significantly
increases (p=0.047). No significant relationship was found
between age and other differential diagnoses.

Categorizing by gender, the consideration of
prurigo as a potential diagnosis was significantly more
frequent in women with scabies (p=0.026). Similarly,
dermatitis herpetiformis was notably more frequently
pondered in female scabies patients (p=0.037). Conversely,
lymphomatoid papulosis featured significantly higher in
men (p<0.001), with none of the women having this pre-

diagnosis. No other noteworthy relationships between
gender and specific differential diagnoses were identified.

DISCUSSION

In this retrospective study, 27 scabies cases that pose
diagnostic difficulties were evaluated. Of the cases, 63%
were female and 37% were male, with a mean age of
64.8+15.9 years. This demographic distribution contrasts
with the findings of a meta-analysis involving 1544
patients, where the mean age was reported as 41.8, and the
female ratio ranged between 19-86% (13). The higher mean
age and proportion of female patients in our series may be
attributed to the increased diagnostic challenges in this
demographic group for scabies. Especially in the elderly,

additional dermatological conditions are more frequently
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considered in the differential diagnosis. Factors such as
cognitive impairment, the prevalence of multiple systemic
treatments, and the widespread occurrence of pruritus
complaints in older and female patients could contribute to
these challenges (9). The literature documents atypical
scabies often

presentations in elderly patients,

characterized by diffuse pruritus or nonspecific
eczematous eruptions. These manifestations can contribute
to diagnostic delays, sometimes persisting even after
partial scabies treatment (14). In our series, vesicular
bullous pemphigoid was observed to be significantly more
frequently considered as an initial diagnosis in older
while

significantly =~ more

scabies  patients, prurigo and dermatitis

herpetiformis ~ were frequently

considered in female scabies patients.

In this study, pruritic erythematous papules,
vesicles, and, in some cases, nodules with excoriations were
frequently observed. While these findings are anticipated
in typical scabies cases, they are not pathognomonic (3).
Approximately one-third of our patients (29.6%) exhibited
an atypical distribution of rash and itching, and a
significant majority (77.8%) had previously received topical
and systemic treatments that might have impacted the
The

conditions such as prurigo subacuta, contact dermatitis,

manifestation of scabies symptoms. secondary
and xerotic eczema was observed in approximately one-
third of cases (29.6%). Consistent with our findings, a case
series investigating misdiagnosed scabies patients revealed
that all individuals had a history of previous treatment,
including antihistamines and corticosteroids (15). These
treatments were believed to have delayed the accurate
diagnosis by suppressing symptoms. Additionally, the
clinical manifestation of eczema in these patients also led to
initial dermatological misdiagnoses (15). Consistent with
the literature, the findings presented in this study suggest
an association between challenging scabies diagnoses. It is
important to be aware that conditions such as subacute
prurigo, contact dermatitis, and xerosis may be secondary
and potentially obscure an underlying parasitic disease,
particularly when manifested in a generalized form with
diverse dermatological lesions, encompassing papules,
seropapules, and eczematized areas. A history of previous

immunosuppressive therapy may also be a clue. These

patients should be re-evaluated after initial treatment to
avoid any delay in the diagnosis of scabies and its

associated complications.

In our study, dermatologists most commonly
considered the following initial differential diagnoses in
scabies  patients:  prurigo subacuta, = dermatitis
herpetiformis, lymphomatoid papulosis, vesicular/bullous
PLEVA,

multiforme, mycosis fungicides, toxidermia/drug eruption,

pemphigoid, xerotic eczema, erythema
atopic dermatitis, ichthus, pseudo-lymphoma, prurigo

nodularis and AGEP (9).

In a recent study, the challenges in recognizing
scabies by physicians were explored, emphasizing its
frequent misdiagnosis due to its similarity with various
dermatoses and eczema, urticaria, atopic dermatitis, and
allergic contact dermatitis (15), similar to our results. Cases
of scabies presenting with secondary impetiginization
(16),

mimicking systemic lupus erythematosus (17), insect bites

resembling kerion-type tinea capitis scabies
(18), and prurigo nodularis (19) have also been documented
in the literature as initial preliminary diagnoses for scabies
patients. The findings underscored the importance of
considering and excluding scabies in the diagnostic process
for these dermatological conditions. Doing so can minimize
delays in accurate and,

achieving an diagnosis

consequently, timely treatment.

Despite atypical clinical manifestations or previous
treatments, including corticosteroids and antihistamines,
all scabies patients in this study continued to experience
itching. However, contrary to expectations for parasitic
diseases, prolonged itching up to an average of 6 months
and, in some cases, extending to 3 years, was observed.
Itching is a major symptom of scabies, and is consistently
reported in the literature in all scabies patients (20).
However, the prolonged duration of itching up to years
and no reported itching in close family members can
contribute to diagnostic challenges for physicians, as in our
cases. The results suggest that despite years of unsuccessful
scabies treatment, there may not be transmission to family
members,

deviating slightly from widely known

information.
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In our study, direct immunofluorescence (DIF)
testing revealed no accumulation in 50% of the 12 patients
who underwent the procedure. Among the tested patients,
fibrinogen, IgG, and IgM were present in 33.3%, 8.3%, and
8.3%, respectively. A separate study, which included 5
patients with bullous scabies subjected to DIF examination,
reported IgG positivity in 3 patients, while 2 showed
negative results. Bullous scabies typically manifests in the
elderly, particularly in patients over the age of 70 years (21).
Similarly, our study identified a significant correlation
between older age and prolonged pruritus and the
consideration of vesicular/bullous pemphigoid in the
differential diagnosis.

CONCLUSION
Patients using topical or systemic corticosteroids, as
well as those taking antihistamines, individuals with
prolonged infestations leading to severe secondary
dermatological problems such as prurigo subacuta, contact
dermatitis, and xerotic eczematous changes, cases
displaying atypical clinical distribution of lesions, female
prurigo, and elderly individuals with prolonged pruritic
atypical dermatoses or pronounced vesicular/bullous
presentations should be kept in mind as clinical scenarios
that may contribute to a delay in the diagnosis of scabies.
It may be beneficial to be aware of other
dermatological diseases that dermatologists initially
consider in the differential diagnosis of reported scabies
cases in this study. It is important to bear in mind that these
diseases may closely mimic scabies, potentially causing
diagnostic delays. Conducting additional diagnostic tests,
with

presentations, and implementing follow-up examinations

especially for patients less typical clinical
after prescribed treatment for all patients can be valuable in
addressing this concern.

This study contributes to our understanding of the
diagnostic challenges associated with scabies and its
differentials, providing valuable insights for early
diagnosis and treatment to prevent serious complications

and community spread.
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Nitrik oksit (NO) gaz yapida, 5-6 saniyelik yarilanma émriine
sahip, bircok fizyolojik ve patolojik olayda goérev alan bir
molekildir. Fizyolojik sartlarda bobrekte renal ve glomertiler
hemodinamigin diizenlenmesi, natriiirezis, medullar
perfiizyon, tiubtiloglomeriiler feedback, tiibiiler sodyum
reabsorbsiyonu ve renal sinir aktivitesi gibi bircok olayda rol
almaktadir. NO sentezinin bozulmasi sonucu cesitli bobrek
hasari hastaliklar1 ortaya c¢iktigindan bu mekanizmalarin
bilinmesi bobrek hasarina yonelik gelistirilecek tedavi
yontemlerinde ©nemli bir kilit noktasidir. NO sentezinden
sorumlu olan nitrik oksit sentaz (NOS) enzimlerinin insanda
tanimlanan ii¢ izoformu; néronal NOS (nNOS), indiiklenebilir
NOS (iNOS) ve endotelyal NOS (eNOS)'dur. Bu enzimler ilk
bulunduklari doku ve islevlerine gore adlandirilmis olsa da
bobrekte genis bir lokalizasyona sahip ve bircok bobrek
hastaligiyla iliskilendirilmis enzimlerdir.

Bobrek hastaliklariyla ilgili yapilan calismalarda NO
diizeyi ve NOS enzim aktivitesindeki degisiklikler énemli rol
oynadigindan, NOS’larin diizenlenmesinden sorumlu
molekiiler mekanizmalar bircok ¢alismanin temelini
olusturmaktadir. Bu nedenle, bu derlemede NOS’larin
molekiiler diizenlenme mekanizmalar:t ve c¢esitli bobrek
hastaliklariyla olan iliskisi incelenmis, bu mekanizmalara
biittinctil bir bakis agisiyla bobrek patofizyolojisinde NO'nun
rolii aciklanmaya calisilmistir.

Anahtar Kelimeler: Nitrik oksit, nitrik oksit sentaz, kronik
bobrek hastalig:

ABSTRACT

Nitric Oxide (NO) is a gaseous molecule with a half-life of 5-6 seconds, involved
in many physiological and pathological events. Under physiological conditions,
it plays a role in the regulation of renal and glomerular hemodynamics,
natriuresis, medullary perfusion, tubuloglomerular feedback, tubular sodium
reabsorption and renal nerve activity.
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Impairment of NO synthesis causes various kidney diseases. Therefore, the
elucidation of these mechanisms is important in the treatment methods to
be developed against kidney damage. Three isoforms of nitric oxide
synthase (NOS) enzymes have been identified responsible for NO synthesis;
neuronal NOS (nNOS), inducible NOS (iNOS), and endothelial NOS
(eNOS). Although these enzymes are called according to the tissue and
functions in which they were first found, they are enzymes that have a wide
localization in the kidney and have been associated with many kidney
diseases. In previous studies, it has been shown that kidney diseases are
caused by changes in NO level and NOS enzyme activity. Therefore, the
molecular mechanisms responsible for the regulation of NOSs form the
basis of many studies. In this review, the molecular regulation mechanisms
of NOS and their relationship with various kidney diseases were
investigated, and the role of NO in the kidney pathophysiology was aimed
to explain.

vazodilator etkisi; merkezi sinir sisteminde bir

Nitrik oksit (NO) ilk kez 1772’de tamimlanmus, bir
oksijen ve bir nitrojen molekiiliinden olusan, 5-6 saniyelik
yarilanma Omriine sahip gaz yapida bir molekiildiir.
1980’lerde vazodilatasyon ve kan basincinin diizenlenmesi
ile ilgili yapilan arastirmalarda asetilkolinin vazodilator
etkisi kesfedilmis ve daha sonra asetilkolinin damar ig
ylizeyindeki endotel tabakadan gaz yapida bir molekiiliin
salimimina neden oldugu ve bu sayede etkisini gosterdigi
saptanmustir. Bu gaz yapida molekiil, baglarda endotel
tiirevli gevsetici faktor (EDRF) olarak tammlansa da daha
sonra molekiillin NO oldugu anlagilmistir (1). NO
fizyolojik  sartlarda

endotelyumdan salindiginda

norotransmitter olarak ¢aligmasi ve hafiza olusumunda rol

oynamasi, periferik sinirler araciligiyla norojenik
vazodilatasyona aracilik etmesi, platelet agregasyonunun
inhibisyonu ve kardiyak kontraktilitenin kontrolii gibi

islevleri sayesinde genis capl etkilere yol agmaktadir (2).

NO, nitrik oksit sentaz (NOS) enzimi tarafindan L-arjinin
aminoasidinden iiretilmekte ve sentezi sirasinda yan tirtin
olarak L-sitriilin aciga cikmaktadir. NO sentezinin ilk
basamaginda NOS L-arjinini Nw-hydroksi-L-arjinine
hidroksillemekte, ikinci basamakta Nw-hydroksi-L-arjinin
L-sitriilin ve NO’ya okside olmaktadir (Sekil 1).

Sekil 1. NOS'larin iki basamakli bir reaksiyon sonucu L-arjinin molekiiliinden NO sentezi.

NADPH+H™+0,

N

NAD* + H,0

L-arjjnin

NOS

N-hidroksi-L-arjinin

| NADPH+H++OZ|

./

| NAD* + H,0 |

N-hidroksi-L-arjinin

> 2 Sitrdlin, + 2 NO

NOS
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Insanda tarumlanmus en yaygin ii¢ NOS izoformu;
noronal NOS (nNOS/NOS1), indiklenebilir NOS
(iINOS/NOS2) ve endotelyal NOS (eNOS/NOS3)'dur (3).
Her NOS izoformu L-arjinin substratindan iki basamakli
bir reaksiyon sonucunda NO iiretmek igin molekiiler
oksijen ve indirgenmis nikoatinamid adenin diniikleotid
fosfat (NADPH)1 ko-substrat olarak kullanmaktadir.
NOS'larin  tiim izoformlar1 kalmodulin (CaM) baglar.
nNOS ve eNOS'un CaM’e baglanmasi, intraselliiler Ca2+
Kalmodulinin NOS
enzimine afinitesinin artmasi elektronlarin rediiktaz ugtaki
NADPH’dan
kolaylastirmaktadir. iNOS, CaM baglanma bolgesindeki

artistyla meydana gelmektedir.

oksijenaz  ugtaki ~ Hem’e  akisinu
farkli aminoasit yapisindan dolay: gok diisiik diizeylerdeki
intraselliiler Ca2+ konsantrasyonlarinda (40 nM alt1) bile

baglanabilmektedir. Tiim NOS proteinleri dimer ara yiizde

Sekil 2. NOS molekiiler yapisi (5)

bulunan iki CysXXXXCys muotifi ile koordine ¢inko iyonu

tarafindan olusturulmus ¢inko-tiyolat kiimesi
icermektedir. Enzimdeki ¢inko, katalitik fonksiyondan gok
yapisal isleve sahiptir. Flavin adenin diniikleotid (FAD),
flavin mononiikleotid (FMN) ve (6R-)5,6,7,8-tetrahidro-L-
biopterin (BH4), NOS enzimlerinin kofaktorii olarak islev
gormektedir. Fonksiyonel olarak aktif olan NOS, FAD ve
FMN rediiktaz

NADPH’dan, amino-terminal oksijenaz ugta bulunan Hem

araciligryla  karboksiterminal ucta

bolgesine elektron transferi gergeklestirmektedir. Hem
elektronlar 02’1

aktiflestirmek ve L-arjinini L-sitriilin ve NO’ya oksidize

bolgesinde, indirgemek,  enzimi
etmek icin kullamilmaktadir. Hem bolgesinin yaninda
konumlanan sistein ligandi L-arjinin ve BH4 baglanma

bolgeleri icermektedir (4) (Sekil 2).

n - C419 R nNOS
—
oz R - 7] [Fuin—{ A5 AR |-coon
1 521 724 s\ 949 880 1433
£8., C184 eNOS
s CaM ’ - :
NH, FMN| |FMN FAD NADPH —COOH
1 499 518 s 742 1153
€200 iNOS
CaM o -
NH, FMNFMN; FAD  NADPH -COOH
T 504 537 887 716 o 1203
Dimer Dimer
ara yuz ara ylz
Oksijenaz Ug Reduktaz Ug
Reaktif Oksijen Tiirleri ile NO Arasindaki iliski
Reaktif oksijen tiirleri (ROT), molekiiler
oksijenden tiireyen reaktif molekiilleri ve serbest
radikalleri ifade etmektedir. Bu molekiiller aerobik

solunumda mitokondriyal elektron transport sirasinda yan
trin olarak tiretilmekle birlikte NADPH oksidaz, ksantin
oksidaz gibi enzimatik kaynaklar araciligr ile de
iiretilmektedir. Son yoriingesinde eslesmemis iki elektrona
sahip oksijene elektronlarn eklenmesi ve oksijenin
indirgenmesi ile siiperoksit, hidrojen peroksit, hidroksil
radikali ve hidroksil iyonunu igeren bir dizi ROT

iiretilmektedir (Sekil 3) (6). (18, 19, 15, 16, 20, 21, 22).
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Sekil 3. Reaktif oksijen tiirelerinin elektron yapilari

1

eslesmemis elektronu ifade etmektedir.

Hidrojen peroksit

Hy0o

okes Q0
Oksijen Siiperoksit anyonu
H:0:0H ‘O'H

Hidroksil radikali

- OH

Q0
Peroksit

-2
.02

‘O'H
Hidroksil iyonu

OH"

Bu molekiiller fizyolojik sartlar altinda siiperoksit
dismutaz (SOD), katalaz, glutatyon peroksidaz (GPX)
glutatyon rediiktaz (GR), glutatyon S-transferaz (GST),
peroksiredoksin (PRX), tiyoredoksin (TRX) ve mnon-
enzimatik sistemler olarak gruplandirilan askorbik asit, a-
tokoferol, karotenoidler, flavonoidler ve indirgenmis
glutatyon (GSH) organik bilesikleri tarafindan elimine

edilmektedir (7). Diisiik diizeyde {iretilen ROT, vaskiiler

reaktivite, renal hemodinamikler, glomeriiler filtrasyon,
tiibiiler reabsorbsiyon ve hormonal sekresyon olaylari
bobrek
strdiiriilmesinde gorevlidir (8). ROT {iiretimi antioksidan

iceren fonksiyon ve homeostazinin
savunma sistemi tarafindan karsilanamayacak diizeye
ulastiginda meydana gelen oksidatif stresin doku hasarina

yol actig1 kanitlanmustir (7) (Sekil 4).

Sekil 4: XO, ksantin oksidaz; SOD, siiperoksit dismutaz; NOS, nitrik oksit sentaz, MPO, miyeloperoksidaz; NOX, NADPH

oksidaz (10).

L-arjinin == L-sitriilin

|-——1| cmits

l No) ) (nos]
f Cosiec] o, \
U'No N
() (N0
e
=0
HOCI o (No,)
'\,__.m_ 0, +H,0 __,--’ (NOy
[ Realctif Oksijen Tiirleri | l Reaktif Nitrojen Tiirleri }

NOS'lar tarafindan tiretilen NO- biyolojik sistemlerde
reaktif azot tiirlerinin (RNT) en 6nemlisidir. NO, viicuttaki
ROTlar ile tepkimeye girerek giiclii bir oksidan olan
peroksinitriti (ONOO-) olusturmaktadir. ROT ve RNT

arasindaki bu etkilesim tirozin, sistein, metiyonin, triptofan
gibi aminoasitlerin oksidasyonu ve nitrasyonuyla renal
patofizyolojilere neden olan protein modifikasyonlarina
yol agmaktadir (9).



Bobrek Hastaliklarinda NO ve NOS'lar

ROT ve antioksidan sistem arasindaki dengenin bozulmast,
bobrekte inflamasyon, apoptoz ve fibrozis ile birlikte
kronik  bobrek  yetmezliginin  ilerlemesine neden
olmaktadir (9). Akut ve kronik bobrek yetmezliginde
gelisen bobrek hasarmin asir1 miktarda tiretilen ROT ile
iliskisi oldugu deneysel ¢alismalar ile kamtlanmistir (8-

9,11-14)

Sekil 5: nNOS ve eNOS'un bobrekteki lokalizasyonlari (3).

Bobrek Hastaliklarinda Nitrik Oksit Sentazlar
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Birgok insan ve hayvan c¢aligmalarinda NOS
enzimlerinin bobrekte ekspresyon ve aktivasyon durumlar:
degerlendirildiginde nNOS'un kortikal tiibiillerde ve
makula eNOSun ise

densada, glomerulus  ve

endotelyumda yogun olarak eksprese edildigi saptanmugtir
(Sekil 5).

iNOS hem saglikhi bir bobregin fonksiyonel
roliinii gergeklestirmesinde hem de inflamasyon, bobrek
iskemi/reperfiizyon hasari, {iretral obstriiksiyon, sepsis,
kronik bobrek yetmezligi (KBY) gibi patolojik durumlarda
aktif hale gelerek efektdr molekiilleri {izerinden bu
patolojik olaylara katki saglamaktadr (15).

Bobrekte {iretilen NO, renal ve glomeriiler hemodinamigin
diizenlenmesi (16), natriiirezis basincinin ayarlanmasi (17),
medullar (18),
tiibiiloglomeriiler feedback kontrolii (19), tiibiiler sodyum

perfiizyonun stirdiiriilmesi
reabsiyorbsiyonu (20) ve renal sempatik sinir aktivitesinin
diizenlenmesi (21) gibi gesitli fizyolojik rollere sahiptir
(Sekil 6).
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Sekil 6. NO'nun nefron fonksiyonundaki fizyolojik etkisi.

Tlibdler sodyum
reabsorbsiyonu

Distal tibil

Renal ve
Proksimal tibtl

glomeriiler
hemodinamik

()
-/
Gtomerulus]

Tublloglomeriiler  »
feadback

Henle kulbu

Bobrekte NO'nun net etkisi, diyetle alinan tuza
renal adaptasyonu saglayarak natriiirezis ile diiirezisin
dengelenmesinde de énemlidir. Diyetle alinan tuzda artis
olmasi, NO {retiminin bozulmasina neden olarak

hipertansiyon gelisiminde rol oynamaktadir (3).

KBY'de NO
komplikasyonlarin NO diizeyi ile iligkili olarak gelistigi

sentezinin  bozuldugu ve
gozlenmistir. KBY’de NO sentezinin bozulmasi; L-arjininin
biyosentezinde, erisilebilirliginde ya da hiicre igine
aliminda azalma, asimetrik dimetil arjinin (ADMA) gibi L-
arjininle yarismali aktivite gosteren endojen NOS
inhibitorlerinde artis, renal korteksteki hasara yanit olarak
lokalize NO miktarindaki azalma gibi durumlara bagh
olabilmektedir (22). Deneysel olarak indiiklenen kronik
NOS

hipertansiyon,

inhibisyonunun ise sistemik ve glomeriiler

glomeriiler iskemi, glomeriiloskleroz,
tiibiilointerstisyel hasar ve proteiniiriye neden oldugu
gosterilmistir (23). Ayrica KBY'nin bir sonucu olarak da
NO eksikliginin meydana gelebilecegi bildirilmektedir

(22).

Renal sempatik
sinir aktivites|

- [ KORTEKS

Toplayici kanal

MEDULLA

Bobrekte NOS Aktivitesi ve Diizenlenme Mekanizmalarn

Bobrekte faaliyet gosteren NOS'larin aktiviteleri
cesitli spesifik molekiiller araciligiyla diizenlenmektedir.
Tablo 1.’de gosterilen bu molekiillerin etki mekanizmalar1
asagida ayrintili olarak agiklanmistur.



Tablo 1. NOS enzim aktivitesinin spesifik diizenleyicileri
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nNOS iNOS

eNOS

PDZ Etkilesimli Diizenleyici:
CAPON (NOS1AP) IL-1p3, IL-6, TGF-p
Dimerizasyon: 7-NI, PIN

Fosforilasyon: Ser 847

Sitokinler: LPS, TNF-a, NFkB,

Secici iNOS inhibitorii: 1400W

Substrat iliskili Diizenleyici:
L-NMMA, ADMA

Fosforilasyon: Ser 633, Ser 1176, Ser
1177, Thr 494, Thr 495

Protein-Protein Etkilesimi:
NOSTRIN

S-Nitrozilasyon

Asetilasyon: Lys 497, Lys 507

ADMA: asimetrik dimetil arjinin; IL-1p3: Interl6kin-1 Beta; IL-6: Interlokin-6; L-NMMA: NG-monometil-l-arjinin; LPS:
Lipopolisakkarit; Lys 497: Lizin 497; Lys 507: Lizin 507; NF«kB: Niikleer Faktor Kappa B; NOS1AP: Nitrik Oksit Sentaz 1
Adaptor Protein; NOSTRIN; Nitrik Oksit Sentaz Trafigi Uyaricisi; PIN: nNOS un Protein Inhibitdrii; Ser 633: Serin 633;
Ser 847: Serin 847; Ser 1176: Serin 1176; Ser 1177: Serin 1177; TGF-3: Transforme Edici Biiyiime Faktorii Beta; Thr 494:
Treonin 494; Thr 495: Treonin 495; TNF-a: Timor Nekroz Faktor-Alfa; 1400W: N-[3-(aminometil)benzil]asetamidin; 7-

NI:7-Nitroindazol

nNOS

Noronal nitrik oksit sentaz (nNOS/NOS1) ilk kez
sinir dokusunda bulunmus ve bu nedenle bu isimle
adlandirilmistir. nNNOS temel olarak beyin ve noéronda
bulunsa da daha sonra birgok dokuda fizyolojik ve
patolojik rollere sahip oldugu kamtlanmistir (3). 1434
aminoasitten olusan ve 160,8 kDa molekiiler agirliga sahip
nNOS’un aktivitesi hiicre igi aktivasyonla; Ca2+ ve CaM’e
bagimli olarak diizenlenmektedir. nNOS monomer
haldeyken (24). nNOS enzimleri
yapilarinda bulunan PDZ boélgesi araciigiyla diger
proteinlere baglanabilmektedir (3). nNOS aktivitesini
diizenleyen

inaktif formdadir

molekiiler mekanizmalarin basinda PDZ
etkilesimli diizenleyiciler, enzimin dimerizasyonu ve

fosforilasyon gelmektedir:

PDZ Etkilesimli Diizenleyiciler

nNOS NH2 PDZ
tasimaktadir. nNOS’a 6zgii olan bu PDZ boélgesi enzimin

terminalinde bolgesi

gesitli  proteinlerle  etkilesim  kurmasma  imkan
saglamaktadir. nNOS, PDZ-PDZ etkilesimi araciligiyla
postsinaptik dansite proteini (PSD)95 ve PSD93 ile
etkilesim i¢indedirler ve N-metil-D-aspartat asit (NMDA)
reseptoriine baglanarak hiicre icine Ca2+ girisinin
diizenlenmesine aracilik etmektedir. Hiicre igine giren
Ca2+ miktarinin artmasi ile enzim aktivitesinde artis
meydana gelmektedir (25) (Sekil 7).
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Sekil 7: nNOS ve PSD-95 etkilesimiyle enzim aktivitesinin diizenlenmesi (26).

Cat+
NMDA
Reseptdril PS?QE
[ ]
S
Cat++/CaM

PSD-93, Henle kulbunun ¢ikan kalin kolundaki
bazolateral membranda, makula densa hiicrelerinde, distal
tibtiilde, kortikal toplayici kanalda, i¢ ve dis medullar
toplayict kanalda, glomeriiler epitelde ve Bowmann
kapsiiliinde ifade edilmektedir. nNOS ekspresyonunun
yliksek diizeyde oldugu makula densanin bazolateral
membran ve sitoplazmik vezikiiliinde PSD-93, nNOS ile
birlikte yerlesim gostermektedir (27). nNOSun PDZ
bolgesine baglanan PSD-93 ve PSD-95 ile yarigsmali aktivite
gosteren nNOS un karboksi-terminal PDZ ligand1 CAPON
(NOS1AP), sitoplazmik bir proteindir (26). CAPON,
yapisinda bulunan NH2-terminal fosfotirozin baglayan
bolge, monomerik kiigiik G proteini Dexrasl’e baglanarak
nNOS aktivitesi {izerinde diizenleyici etki gostermektedir
(25).

Daha ¢ok noropsikiyatrik hastaliklar, sizofreni,
kardiyak aksiyon potansiyeli hastaliklari, uzamigs QT
segmenti ile iligkili rahatsizliklar ve diyabetle iliskili
hastaliklardaki etkilerine yogunlasilmis olsa da gocuklarda
kronik bobrek hastaliklar: ve bobrek yetmezliginin 6nemli
ve nadir goriilen bir nedeni olan steroide direngli nefrotik
NOS1AP'nin 2
rastlanmustir (28). Bu patolojik varyantlarin her ikisi de

sendromda patojenik  varyantina

nefropatiye yol agmaktadir (29).

Dimerizasyon

nNOS, BH4 ve L-arjinin baglayarak dimerize
olmakta ve boylece elektron akisi kolaylastirilarak enzimin
(24). Saglikli  bdbrek
dokusunda nefron, makula densa, proksimal tiibiil, Henle

aktivasyonu saglanmaktadir

kulbunun ¢ikan kalin kolu, distal tiibiil ve proksimal
tiibiilde protein ve mRNA ekspresyonu saptanan nNOS

(15), makula densada {iiretmis oldugu NO ile
tiibiiloglomeriiler filtrasyonu baskilamaktadir.
Nitroindazol =~ (7-NI)  perfiize  edilen  farelerde

tiibiiloglomeriiler filtrasyon artmis, nNOS-/- farelerde bu
etki saptanmamis olmast nNOS'un filtrasyondaki roliinii
kanitlamistir (30).

Enzim dimerizasyonunda etkili diger bir molekiil
ilk kez sigan hipokampusunden izole edilen nNOSun
inhibitérti (PIN), nNOS'un 17 aminoasitlik

sekansina baglanarak enzimin dimer yapisim destabilize

protein

etmekte, boylece enzim aktivitesini baskilamaktadir (31).
Roczniak ve arkadaglari, 5/6 nefrektomi modelinde ig
medullada PIN ekspresyonunun 6nemli oranda arttig1 ve
kronik bobrek yetmezliginde yiiksek diizeyde seyreden
NO sentezini baskiladigi, buna bagli olarak da tuz



tutulumu ve kan basmcinin artmasina yol agtigim

gostermislerdir (32).
Fosforilasyon
nNOS  fosforilasyonu  enzim  aktivitesinin

diizenlenmesinde kritik role sahip oldugundan bazi
kinazlar ve fosfatazlarin diizenlenmesi, nNOS aktivitesinin
kontroliinde 6nemli bir role sahip olmustur. Bu amacla
protein kinaz A (PKA), CaM bagimh kinazlar, protein
kinaz C (PKC) ve fosfataz 1 gibi enzimler nNOS
aktivitesinin diizenlenmesinde siklikla ¢alisilan molekiiller
arasinda yer almaktadir (24). Bununla birlikte enzimin
farkli bolgelerindeki fosforilasyon, enzim aktivasyonunda
(33). nNOS'un
fosforilasyonu, serin (Ser), treonin (Thr) ve tirozin (Tyr)

farkliliklara  yol  acabilmektedir
amino asitlerinde meydana gelmektedir. En iyi karakterize
edilen nNOS fosforilasyon bolgesi, enzimin rediiktaz
alaninda bulunan Ser-847'dir (34). nNOS'un Ser 847
fosforilasyonu ile posttranslasyonel modifikasyonu, artmis
sodyum tutulumuna ve hipertansiyona yol agabilecek bir
degisime neden olmaktadir (35).

iNOS

iNOS (NOS2) Ca2+bagimli olmayan ve diger NOS
izoformlarma kiyasla yiiksek miktarda NO {ireten bir
enzimdir. Bobrekte iNOS, intersitisyel hiicreler, glomeriiler
parietal epitelyal hiicreler, ¢tkan kalin kolun proksimal
bolgesi, ¢ikan kalin kolun iist ve orta papiller pargasy,
toplayic1 kanalin meduller kisminda yer alan hiicreler ile
kaliks ve papillar epitelyal hiicrelerde saptanmustir (36).

Proinflamatuar sitokin salimimiyla iligkili bobrek
hastaliklarinda iNOS aktivitesindeki artis LPS, TNF-q,
NFkB, IL-13, IL-6 ile TGF-B molekiilleri tarafindan
tetiklenmektedir (37, 38). 18-80 yas aras1i endotoksemi
hastalar1 ve saglikl1 bireylerde yapilmis olan bir ¢calismada
2 ng/kg LPS uygulamasi ile hasta grubunda renal iNOS
enzim aktivitesinin tetiklendigi ve sepsis hastalarimn idrar
ve plazmalarinda NO diizeyi ve renal iNOS'un arttig1
Bununla birlikte iNOS, kontrol
grubunda saptanamamisken LPS ile uyarilan hastalarda

saptanmugtir. renal
yliksek oranda eksprese oldugu bulunmustur. Bu veriler
bobrek hasar belirtecleri ile desteklendiginde LPS ile
uyarilan renal iNOS artisimin hastalarda proksimal tiibiil
hasarm tetikledigi kanitlanmistir (38). Bununla birlikte
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renal hasar olusturulan sican modelinde iNOS inhibitorii
N-[3-(aminometil)benzil]asetamidin (1400W) uygulanan
siganlarda histolojik hasar, artmus proteintiri, artmis bobrek
hasar molekiilii (KIM-1) ve azalmis kreatin klirensi gibi
renal disfonksiyonlar ile tiibiilointersitisyel infiltrasyonun
diizeldigi gozlenmistir (39).

eNOS

eNOS, glomerulusun endotelyal hiicrelerinde,
peritiibiiler kapillerde ve vaskiiler demette giiclii diizeyde
eksprese edilen dimer yapida bir enzimdir (3, 40). Siklikla
kaveolin molekiiliine baghh kaveola bolgesinde lokalize
olan bu enzim, intraselliler Ca2+ diizeyindeki artisla
Ca/CaM kompleksinin olusumu ve eNOS"un kaveolinden
ayrigmasi sonucu aktive olmaktadir (Sekil 8).

Intraselliiler Ca diizeyi diisene kadar aktif haldeki
eNOS enzimi L-arjinin, oksijen ve NAPDH substratlar1
mevcut oldugu siirece NO sentezini stirdiirmektedir (41).
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Sekil 8: Kaveola bolgesinde eNOS'un Ca2+/CaM ile aktivasyonu.

Kaveola
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eNOS enzim aktivitesini diizenleyen molekiiler

CaM

INAKTIF

degisimler; enzim lokalizasyonundaki degisiklikler,
substrat iligkili diizenlenme, fosforilasyon, protein-protein
etkilesimi, S-nitrozilasyon ve protein asetilasyonu olarak

siniflandirilmaktadir (42).
Substrat iliskili Diizenleyiciler
NG-

ve asimetrik dimetil

eNOS aktivitesi endojen metilarjininler;
monometil-L-arjinin (L-NMMA)
arjinin (ADMA)'in enzimin aktif bdlgesine arjinin ile
yarismali olarak baglanmasiyla inhibe edilebilmektedir
(43). KBY hastalarinda NOS aktivitesinin baskilandig:
karutlanmis olup (44), Martinez ve arkadaslarimin yapmus
olduklar1 ¢alismada KBY modeli olusturulan si¢canlarda
eNOS
yetersizlik ya da plazma ADMA diizeyindeki artis ile

aktivitesinin azalmasi, L-arjinin diizeyindeki
agiklanmistir. L-arjinin ile yarigsmali aktivite gosteren
endojen eNOS inhibitériit ADMA, ayni zamanda Ser1177
fosforilasyonunu da engelleyerek eNOS aktivitesinde
inhibitor (45).
degerleri ve kreatin klirensi bulgular: ile bobrek fonksiyon

etki gostermektedir Serum kreatinin
kayb1 oldugu desteklenen akut ve kronik bobrek yetmezligi
olan 89 hastanin plazmasinda kontrol grubuna gore daha
yliksek oranda metilarjinin oldugu saptanmaistir (46).

Fosforilasyon

eNOS, yapisindaki fosforillenen serin, treonin ve
tirozin kalintilar1 sebebiyle dinamik olarak diizenlenebilen
bir enzimdir. Buna gore yapilan calismalarda Ser633,
Ser1176 ve Serl177 fosforilasyonu enzim aktivitesinde

artisa ve NO tretiminin siirdiiriilmesine neden olurken,

Kaveola

kaveolinler ;
Léar

Thr494 ve Thr495 fosforilasyonu enzim aktivitesinin

=
<
—a\

azalmasina neden oldugu gosterilmistir (35, 47). Bununla
birlikte eNOS
dimerizasyonunda artis ve Hsp90 kompleksi olusumunun
bobrek
perfiizyonun diizelmesiyle renal kan akimi ve kreatin

L-arjinin  uygulanmas:i  sonucu

gozlenmesi, vaskiiler tonusun ve renal

Kklirensinin artisim saglamistir (45).
Protein- Protein Etkilesimi

NOSTRIN, eNOS ile protein-protein etkilesimi
araciligryla enzimin kaveoladan ayrilmasina ve hiicre igi
bolgelere translokalize olarak enzim aktivitesinin
baskilanmasina neden olmaktadir (48, 49). Simdiye kadar
bobrek hasarinda NOSTRIN’in fonksiyonu ile iligkili
yapilmug bir calisma bulunmamasina ragmen preeklemsi
hastalarinda vaskiiler komplikasyonlarin yan sira siklikla
ortaya cikan sistemik karaciger ve bobrek hasari, bu
dokularda da eNOS aktivitesinin NOSTRIN araciligiyla

diizenlenebilecegini diisiindiirmektedir (50).
S-Nitrozilasyon

S-nitrozilasyon, sisteinin tiyol grubuna NO’dan
nitrozol grubu ekleyerek S-nitrozotiyol olusturmak {izere
gerceklesen bir posttranslasyonel modifikasyondur. eNOS
proteininin sistein kalintilarinda meydana gelen S-
enzim bozarak

nitrozilasyon, dimerizasyonunu

aktivitesinin azalmasina neden olmaktadir (51) (Sekil 9).
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Sekil 9: S-nitrozilasyon reaksiyonlar1 (GSH: Glutatyon, GSNO: S-nitrozoglutatyon, GSNOR: GSNO rediiktaz R-SNO: S-
nitrozotiyol tiirevi, R-SH: Sistein tiyol/siilfidril, Trx: Tiyoredoksin, TrxR: tiyoredoksin rediiktaz) (52).

NOS
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Bobrekte protein S- nitrozilasyonun, NO aracili
hiicresel sinyal mekanizmalaria aracilik eden, bobrek
hasarma kars1 bir molekiiler koruma mekanizmas1 oldugu
ve sagkalimi artirdig1 bildirilmistir. Bununla birlikte, eNOS
delesyonunda bu koruma mekanizmasmin ortadan

kalktig1 gozlenmistir (53).
Asetilasyon

Proteinlerin asetilasyonu, lizin gruplarmmn e-
amino gruplarinda gergeklesen ve lizin asetiltransferazlar
tarafindan

uyarilan bir posttranslasyonel

modifikasyondur. Aspirin  ve
tarafindan, eNOSun CaM baglanma bolgesindeki Lys 497
ve Lys 507 dogrudan asetillenmekte ve boylece enzim
inhibe (54). eNOS'un
deasetilasyonundan sorumlu enzim, histon deasetilaz 3
(HDAC3) diir (42). eNOS
diizenlenmesinde rol oynayan sirtuin ailesi iiyelerinden
SIRT-1, sinf IIl NAD+-bagimli HDAC ailesinin bir {iyesidir

(54). Son yillarda renal hasarin iyilesmesinde mezenkimal

asetilleyici ajanlar

aktivitesi olmaktadir

asetilasyonunun

kok hiicre (MKH) lerin terapétik etkisine glial hiicre tiirevli

norotrofik  faktoriin  aracihk  ettigi = kamtlanmus,
tiibiilointersitisyel fibrozisde peritiibiiler kapiller kaybin
Onlenmesi amaciyla unilateral {ireteral obstriiksiyon fare
modelleri olusturuldugunda GDNF-MKH ile uyarilan
anjiyojenik yaruta SIRT-1 ve eNOSun aracilik ettigi

gosterilmistir (Sekil 10) (55).
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Sekil 10: GDNF gen transfeksiyonu yapilan insan adipoz doku tiirevli mezenkimal kok hiicrelerinden (A-MKH)

elde edilen eksozomlarin, unilateral {ireteral obstriiksiyon (UUO) fare modellerinde SIRT-1/eNOS araciligiyla

bobreklerdeki hasari iyilestirdigi 6nerilen mekanizma (55).
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Literatiirlerden elde edilen bilgilere gére cesitli
bobrek fonksiyonlarinda rol oynayan NO sentezinin
bozulmasi ile bébrek hastaliklar: arasinda yakin bir iliski
oldugu anlasilmistir. Bugiine kadar yapilan calismalar,
bobrekte
bozulmasma

tibiiler ~ve  glomeriiler

NOS
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eslik eden aktivitesinin
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diizenlenmesinin, gelisen patolojik durumun
diizeltilebilmesi igin kritik onem tasidigini gostermistir.
Yapilan aragtirmalara gore gesitli bobrek hastaliklarinda
NOS aktivitesinin spesifik ajanlarla diizenlenmesi renal
kreatin
bobrek
fonksiyonlarinin diizelmesinde 6nemli rol oynamaktadir

(Sekil 11).

hemodinamik, tiibiiloglomeriiler filtrasyon,

klirensi,  natritirezis ve  diiirezis

gibi

Sekil 11. Bobrek hastaliklarinda kullanilan NOS diizenleyicileri ve fonksiyonlari.
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Bu nedenle fizyolojik ve patolojik durumlarda
NO'nun roliit ve NOS aktivitesinin diizenlenme
mekanizmalarinin anlagilmas1 ve genis bir perspektifle
degerlendirilebilmesi, gesitli bobrek hastaliklarinin gelisim
mekanizmalarimn aydinlatilmasinda ve bunlara kars1 yeni
tedavi stratejilerinin gelistirilebilmesinde 6nemli bir paya

sahip olacaktir..
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Abstract

The vestibular system (VS) undertakes vital tasks for the survival
of the individual by perceiving the movement of the head
according to gravity and adjusting on balance, autonomic
function, spatial perception, and orientation. In addition to being
the first system to develop in the intrauterine period, the VS
continues to develop with childhood. Although the onset time
varies depending on various factors, it is known that VS
degenerates with aging. It has also been shown in the literature
that the number of sensory vestibular hair cells decreases by
approximately 6% per decade from birth to old age. In addition,
neurons in the vestibular nuclei are known to decrease by about
3% per decade between the ages of 40 and 90. These age-related
changes in VS may cause dizziness, loss of balance, unsteady gait,
increased falls and even agitation, loneliness, and loss of self-
confidence in elderly individuals. In addition, it is reported in the
literature that falls due to vestibular disorder are among the third
to tenth leading causes of death among older adults. In this sense,
it is very important to determine age-related VS dysfunctions in
the healthy aging action plans of the health systems of the
countries and in the development of strategies to prevent age-
related falls. At the same time, it is very valuable for
physiotherapists working in the field of geriatric rehabilitation to
know well the age-related changes of VS and its effects on balance
in the creation of possible vestibular rehabilitation programs. We
. > = think that virtual reality applications applied in addition to
AysegulKOSEOGLU KURTV vestibular rehabilitation }f’or g/};stibular dis},)o}i‘ders are promising,
Bahgesehir Universitesi Lisansustl Egitim especially hearing problems in the elderly population should not
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The sense of balance uses sensory info from vision,
touch, proprioception, and vestibular input to influence
motor neurons and their associated spinal-level motor
output (1). The proprioceptive and vestibular system (VS)

coordination is particularly

important for

0z

Vestibiiler sistem (VS), basin yer cekimine gore hareketini algilayip denge,
otonomik fonksiyon, uzaysal algi ve oryantasyon tizerine diizenlemeler
yaparak bireyin hayatta kalabilmesi icin hayati gorevler {istlenir. VS'nin
intratiterin donemde gelismeye baslayan ilk sistem olmasmin yani sira
cocukluk donemiyle birlikte gelisimine devam etmektedir. Baslangic
zaman cesitli faktorlere bagh olarak degismekle birlikte yaslanmayla VS
dejenere oldugu bilinmektedir. Literatiirde duyusal vestibiiler tiiylt hiicre
sayisinin dogumdan yasliliga her on yilda yaklasik %6 oraninda azaldig: da
gosterilmistir. Bunun yani sira vestibiiler ¢ekirdeklerdeki noronlar, 40 ila 90
yaslar1 arasmnda her on yilda yaklasik %3 oraninda azaldigi da
bilinmektedir. VS'deki yasa bagli bu degisiklikler yasli bireylerde bas
donmesi, denge kaybi, dengesiz yiiriime, artan diismeler ve hatta
ajitasyona, yalnizlik ve dzgtiven kayiplarma neden olabilmektedir. Bunun
yanu sira literatiirde vestibiiler bozukluga bagl diismelerin yash yetiskinler
arasinda oliim sebepleri arasinda ticlincii ila onuncu 6nde gelen &lim
nedeni arasinda oldugu da bildirilmektedir. Bu anlamda {ilkelerin saglik
sistemlerinin saglikli yaslanma eylem planlamalarinda ve yasa bagh
diismeleri engelleyici stratejilerin gelistirilmesinde yasa bagh VS
disfonksiyonlarmin belirlenmesi oldukca ©nemlidir. Ay zamanda
ozellikle geriatrik rehabilitasyon alaninda calisan fizyoterapistlerin
muhtemel vestibiiler rehabilitasyon programlarmin olusturulmasinda
VS nin yasa bagli degisimlerini ve denge tizerine olan etkilerini iyi bilmeleri
oldukca degerlidir. Vestibiiler bozukluklar icin vestibiiler rehabilitasyona
ek olarak uygulanan sanal gerceklik uygulamalarmnim timit vadettigi, yasl
popiilasyonda ozellikle isitme problemlerinin gozden kagirilmamasi ve

ihtiyac  halinde isitme cihazlarimin recete edilmesi gerektigini
diistinmekteyiz.
Anahtar Kelimeler: Denge, geriatrik rehabilitasyon, vestibiiler

disfonksiyon, vestibiiler rehabilitasyon.

(8). Age-related falls are among the most important
problems of elderly populations (over 65 years of age). It is
thought that the increase in fall frequency and fall-related
injuries in elderly individuals will increase costs to
approximately 65 billion dollars by 2035 in the United

keepin
Ping States (9). In this sense, it is very important to develop

movements, body posture, and balance. The incidence of
vestibular dysfunction (VD) increases with age, which can
cause falls, agitation, loneliness, fear of falling, and lack of
self-confidence in the elderly population. At the same time,
VD is accepted as an important differential diagnosis that
causes clinically unexpected falls (2-4). While VD is at the
level of 35% in adults over 40 years of age (5), it is reported
to be between 29 and 45% in individuals over 70 years of
age (6). One-third of adults who report loss of balance also
report having symptoms of dizziness (7). It is stated in the
literature that falls due to vestibular disorders are among
the 3rd to 10th leading causes of death among older adults

strategies to prevent age-related falls in the health systems
of countries. Physiotherapists working with geriatric
rehabilitation should be well aware of the age-related
changes of VS, which plays an important role in balance,
and its effects on balance, in order to develop possible
prevention strategies, and it will be valuable in the
development of treatment approach and fall prevention
action plans.

Vestibular System

The VS has five sensory epithelium made up of
hairy cells surrounded by supporting cells (10), a sensory



organ located in the inner ear that attends critical functions
vital to survival (11, 12). Aristotle's core classification of the
five senses does not include VS as one of them. With the
exploration of the vestibular organ in the mid-19th century,
it was found that the VS contributes sensory info to the
brain about the movement and position of the head. For this
reason, it has been defined as the sixth sense in the
(13). The that the
development of the vestibular apparatus occurs during the

literature literature indicates
49th day in the womb, while the neural connections
between the labyrinths and the oculomotor nuclei in the
brain stem take place between the 12th and 24th weeks of
pregnancy. During intrauterine life, the vestibular nerve
attains myelination before any other cranial nerve, and the
vestibular system becomes operational in the 8th and 9th
months of development (14). It is the first sensory system to
enlarge in humans, and although it has completed its
morphological development at birth, it continues its
developmental maturation. It helps the child's ability to
develop balance, control and movement by making his
developmental maturation most evident in the pre-school
period (15).

Hair cells in its structure are specialized to convert
mechanical energy into electrical energy. Hair cells in the
vestibular sensory epithelium are responsible for sensing
head rotations (causing endolymph fluid flow in the
semicircular canals) and head tilt or linear head movements
(causing the movement of the otoconia in otolith organs),
and is an important system include in keeping the balance

and orientation of the person in space (16).

In general terms, VS, which is responsible for both
sensory and motor functions, uses the brain to control eye
movement in mammals; it coordinates spatial orientation
and balance by sending signals to the muscles to allow the
body to maintain a vertical position. It also activates a
number of reflex pathways responsible for regulatory
movements in order to compensate for the position of the
body. Vestibulo-ocular (VOR) reflex, which is one of the
fastest reflex mechanisms of the human body in
establishing and maintaining quality locomotor function,
belongs to VS reflexes. Thanks to the VOR, the visual
environment is stabilized during movement (17). People

with vestibular disorders often experience dizziness due to
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blurring or marked oscillation of the visual world, as the
eyes cannot compensate for head movements quickly
enough with the VOR (18). Another important reflex of the
VS is the vestibulo-spinal reflex (VSR). The VSR plays
important role in supporting the vertical position of the
body to the ground during dynamic movement (13).
Vestibular inputs also drive vestibulo-spinal responses that
provide postural control (19). Vestibular damage causes
loss of balance due to poor postural stabilization during
changes in head position and orientation, which can lead to
falls (20). Furthermore, the vestibular system triggers
that the
vestibular signal regarding head position is also utilized for

vestibulo-autonomic responses, indicating
maintaining homeostasis in various processes like blood
pressure, respiratory rate, and gastrointestinal activity
when undergoing positional changes (19, 21). In addition to
providing inputs to these important brainstem reflexes, the
VS also sends information about head orientation and
movement to projections to subcortical and cortical
structures used for higher-order cognitive operations such
as spatial memory and navigation. Consequently,
individuals with vestibular disorders may experience
spatial disorientation and a decline in spatial memory and
navigation skills (22). When the literature is examined, it is
seen that vestibular losses are used as vestibular
vestibular vestibular

dysfunction, hypofunction, or

disorder.

Vestibular
manifested by decreased vestibular function in healthy

losses occur with age and are

older adults. Within the clinical context, balance issues
frequently observed among older adults manifest as
dizziness, impaired balance, an unsteady gait, and an
elevated risk of falling (23-25). Although both peripheral
and central vestibular disorders are a common cause of
these signs; other sensory problems such as vision,
somatosensory, and hearing; neuromotor and
musculoskeletal problems such as arthritis and weakness;
cognitive problems such as attentional control (26); sensory
integration (26,27); motor coordination/planning disorders;
psychological disorders such as fear of falling (28, 29) may
also pave the way for balance-related disorders. In
addition, common pathological effects of some systemic

conditions, such as vascular disease and diabetes, whose
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prevalence increases with age, such as cerebral
hypoperfusion - orthostatic hypotension, sensory loss -
peripheral neuropathy, may also affect balance control (30).
These risk factors can potentially influence the impact of
vestibular

individuals, or

control in older
with vestibular

impairments to result in a distinct balance phenotype.

disorders on balance

they may interact

Primary changes in cellular size in peripheral VS
with aging are associated with loss of neurons and hair cells
in both the otolith and semicircular canals. Rauch et al.
(2001) showed hair cell loss in 67 temporal bone samples
from 49 individuals aged 1-100 years. They also showed a
firm and statistically —substantial decrease with age,
consistent with the linear regression model over time (31).
Although the evidence in the literature is not unanimous,
some studies indicate age-related reductions in vestibular
cell populations, both peripheral (e.g., hair cells) and
central (e.g., vestibular afferent nerve, brain stem vestibular
nucleus neurons) (32-34). In addition, age-related changes
in clinical vestibular function in the literature vary
according to the type of tests used for evaluation, making
the evidence suspicious (35, 36).

Wan et al. (2019) showed that synaptic loss may be
an early and significant subscriber to the vestibular loss
associated with aging (37). Given that hair cells and
neurons are not regenerated in humans, it is believed that
these losses are irreversible or permanent. In addition to
this view, Tighilet et al. (2019) in their study on rats
suggested that under certain conditions, strong synaptic
plasticity can occur in the vestibular sensory organs, and
this reactive plasticity can gradually restore peripheral
sensory input, which may contribute to the repair of
damaged contacts between hair cells and vestibular nerve
fibers (38). If this process can be demonstrated in humans,
a broad range of therapeutic approaches for
pharmacological interventions could be demonstrated in

the future.

Nevertheless, further research is required to
investigate the cellular and molecular mechanisms that
underlie the spontaneous peripheral repair process. In
addition, it is also known that these developments will be
critical in the light of emerging therapies that specifically

target the VS, such as vestibular hair cell regeneration and
prosthetic electrical vestibular stimulation. It should be
noted, however, that an individual's balance problem is at
least partially due to vestibular disorder rather than other
co-existing disorders, but in such a case, balance function
can be developed following vestibular therapy.

Daniel et al. (2019) conducted a retrospective
cohort study of 76 elderly participants, aged 66-99 years
(mean 80.5 years), who had a history of loss of balance,
dizziness, and falls due to loss of balance, who completed
vestibular rehabilitation treatment, using computerized
instruments to objectively determine the degree of adaptive
improvement in balance control. They used a dynamic
posturography. Results revealed a 42.1% improvement (p <
.0001) in balance function with a mean post-treatment
composite sensory organization score of 74.2. The data
confirm that vestibular therapy programs can significantly
improve balance loss, if not restore it to a normal level by
the age of 99 (39).

Balance or postural control is an intricate process
that arises from the dynamic interplay between the
particular tasks related to posture, the individuals’
physiological system functioning, and the surrounding
environment. Different postural goals are conducted by
different central and peripheral nervous system networks
and can be divided into three types: (i) steady-state posture
(40, 41); (ii) reactive postural responses to unexpected,
external postural disturbances (41-43) ; and (iii) proactive
postural control (44). The sensory, motor, cognitive,
psychological, and cardiovascular health of an aging
individual forms the basis for how the individual performs
postural tasks in each setting. The brain plays a crucial role
in integrating diverse sensorimotor cues for balance
control. Numerous studies have suggested that the
integration of multiple sensory inputs, such as visual and
somatosensory inputs, is a significant predictor of balance
function and the likelihood of experiencing falls (45, 46). In
addition, cognitive load, environmental and emotional
conditions involve the balance control of the individual (47-
49). One of the most important abilities of the body in daily
life is the ability to stand upright against gravity
dynamically and statically, both at rest and on the go. This
skill is very important in the physical and social



participation of the person in life. Elderly individuals
generally prefer to restrict physical activity, travel, and
social interactions to avoid or minimize the symptoms and
possible consequences of balance and/or VS disorders (50,
51). Therefore, rehabilitation of VS disorders will play an
important role in returning the person to activities of daily

living.

The Effect of Vestibular Rehabilitation Modifications on
Balance in the Elderly

With vestibular rehabilitation, it is aimed to
increase gaze stability and postural stability, thereby
improving vertigo, activities of daily living (52), and
psychological factors such as anxiety, depression, fear of
moving and fear of falling (53). According to the Current
Clinical Practice Guideline published by the American
Academy of Physical Therapy Neurological Physical
Therapy in 2022 (54), vestibular rehabilitation applied to
individuals with peripheral vestibular hypofunction; It
should be recommended to individuals with vestibular
disorders, regardless of age, gender, duration of illness
(acute - chronic). However, abnormal cognitive function,
comorbidities such as depression, anxiety, and drugs that
suppress VS may adversely affect the rehabilitation
process. It is important for individuals with both bilateral
vestibular
rehabilitation as soon as possible. According to this

and unilateral hypofunction to begin
guideline, the rehabilitation program should consist of
targeted exercise techniques, gaze fixation exercises,
vibrotactile exercise programs, progressive static-dynamic
balance and gait exercises, and should be administered in a
individuals with

supervised manner in cognitive

impairment (54).

As new technologies continue to advance in the
field of rehabilitation and their usage becomes more
widespread, many researchers are investigating the
effectiveness of virtual reality applications in both
assessment and rehabilitation. Virtual reality is defined as
technology that combines computer graphics to create a
realistic world, responds to the user's verbal and non-
verbal responses, and can change the virtual world (55).
Virtual reality technology reflects interactive simulations of
the real world created by computers and
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presented to users through various virtual environments
and allows users to feel present in these environments (56).
According to research, the use of virtual reality in
vestibular rehabilitation is becoming more widespread day
by day (57, 58) .

In a study, it was reported that 36% of 70-year-old
geriatric females and 29% of males suffer from dizziness,
and this figure rises to 50% in advanced ages (59) .
Therefore, new research in this area is gaining more and
more importance. In a systematic literature review, it was
stated that the efficacy of virtual reality use only with a
head-mounted screen in individuals over 65 years of age in
improving balance and gait is uncertain, but there is great
potential here (60). In a randomized controlled trial
comparing vestibular rehabilitation with the use of virtual
reality in addition to vestibular rehabilitation in individuals
with unilateral vestibular disorders, it was found that, at
the end of a four-week program, significant improvements
in dizziness and balance confidence were demonstrated in
addition to VOR and postural control (61) . In a study
conducted on individuals with and without cognitive
impairment, it was stated that virtual reality use can be
safely used to improve VOR, postural control, and quality
of life even with cognitive impairment (62) . In another
study examining the effectuality of a hybrid virtual reality-
based vestibular rehabilitation program, virtual reality
application was compared with static posturography
education with visual feedback. When the results were
examined, no difference was found between the two
groups, but the reduction in symptoms was found to be
greater in the virtual reality program (63) . A summary of
the mentioned studies is given in Table 1. In a different
study, lavender oil scent was added to virtual reality use in
individuals with multiple sclerosis, and positive results
were found in balance and fear of falling compared to the
virtual reality group that did not smell lavender (64) .
According to these studies, it seems that greater effects can
be obtained with virtual reality experiences added to
vestibular rehabilitation.
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Table 1. Summary table of studies referenced in the review about vestibular rehabilitation

Study Participants Inée:::;(t;m Comparison Group(s) Outcomes Results
Deems et al. | Age: 66-99 years (mean 80.5 The study group X Computerized
(2019) (39) years) performed dynamic Balance function, measured by composite
retrospective | Total n=76 (35 women, 41 men) | vestibular therapy posturography (CDP) | sensory organization test CDP scores,
cohort study (repetitive balance Sensory organization | improved on average by 35% (P <.0001).
exercises) on test (SOT) Results revealed an improvement in
average 2 times per Timed up and go test | balance function of 42.1% (P <.0001),
week for 7 weeks. Functional gait with an average posttherapy SOT score
assessment of 74.2.
The four square-step
test of dynamic
balance
Micarelli et Age: 39-60 years (mean 50,1 The IG performed a | The CG performed only a VOR gain and The findings indicated notable
al. (2017) years) head-mounted vestibular rehabilitation postural enhancements in the CG, with significant
(61) Total n =47 (20 women, 27 men) | device (HMD) -- program and underwent a 4- arrangement. improvements observed in areas such as
randomized | Intervention group (IG) =39-60 based gaming week rehabilitation protocol. Italian Dizziness VOR gain on the impacted side,
controlled years (mean 49.72 years), n =23 procedure when Handicap Inventory parameters related to postural stability,
pilot trial (9 women, 14 men) combined with a Activities Specific low-frequency body oscillations, and

Comparison group (CG) =41-60
years (mean 50.48 years), n =24
(11 women, 13 men)

classical vestibular
rehabilitation and
underwent a 4-
week rehabilitation
protocol.

Balance Confidence
scale

Zung Instrument for
Anxiety Disorders
Dynamic Gait Index
Simulator Sickness

scores on both the Italian Dizziness
Handicap Inventory and Activities-
specific Balance Confidence scale (P <
.0001).IG reported fewer symptoms
associated with the gaming tasks, as
evidenced by decreased scores on the

Questionnaire Simulator Sickness Questionnaire (P <
.0001).
Micarelli et Age: 69-82 years (mean 75 years) | The IGs underwent | The CGs underwent only Despite all groups showing a significant
al. (2019) Total n =47 (26 women, 21 men) | vestibular vestibular rehabilitation. VOR gain and improvement (p <0.05) in posturography
(62) Group 1: IG without mild rehabilitation with They followed in the clinic postural parameters, dizziness-related symptoms,
cognitive impairment (MCI)= virtual reliability twice a week for 4 weeks for arrangement. and quality of life scores through within-

72-80 years (mean 76.9 years), n

(HMD). They

30-45 min. Between

subjects analysis, the HMD
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the local =11 (6 women, 5 men) Group 2: | followed in the supervised sessions, patients 2. The Italian Dizziness | implementation led to a notable increase
longitudinal | IG with MCI =70-81 years clinic twice a week did a twice-daily home Handicap Inventory (p <0.05) in post-treatment
cohort study | (mean 76.3 years), n=12 (7 for 4 weeks for 30~ | exercise plan for 3040 3. The Activities- improvements when compared to older
women, 5 men) Group 3: CG 45 min. Between minutes/day. specific Balance adults and participants with MCI who
without MCI = 69-79 years supervised sessions, Confidence scale solely underwent vestibular
(mean 74.3 years), n =12 (6 patients did a twice- 4. The Dynamic Gait rehabilitation.
women, 6 men) Group 4: CG daily home exercise Index
with MCI =69-76 years (mean plan for 3040
72.5 years), n=12 (7 women, 5 minutes/day.
men)
Rosiak et al. | Age: 26-68 years (mean 45 years) | The IG received ten | The CG received a total of 1. The posturographic Both groups showed statistically
(2018) (63) Total n =50 (27 women, 23 men) | training sessions ten sessions of static. assessment on a static | significant improvements in
A IG = 26-64 years (mean 46.48 lasting 30 minutes posturography training with platform posturographic parameters. However,
prospective, | years), n=25 (14 women, 11 for two weeks using | visual feedback over a 2. Vertigo Symptom there were no significant differences
non- men) a hybrid virtual two-week period under the Scale - Short Form when comparing the results between the
randomized, | CG =29-68 years (mean 45.20 reliability unit. supervision of a (VSS-SE) two groups. Both groups reported
controlled years) n =25 (13 women, 12 Also, the group was | physiotherapist. The questionnaire statistically significant improvements in
group men) instructed by duration of each session was, their subjective perception of symptoms

physiotherapists on
how to perform
Cawthorne-
Cooksey exercises
at home and were
asked to exercise
three times daily.

on average, 25 minutes.
Also, the group was
instructed by
physiotherapists on how to
perform Cawthorne-
Cooksey exercises at home
and were asked to exercise
three times daily.

on the VSS-SF scale, with the IG showing
greater improvement.

n:number; CDP: computerized dynamic posturography; SOT: Sensory organization test; IG: Intervention group; CG:comparison group; HMD: head-

mounted device; VOR: Vestibulo-ocular reflex; MCI: without mild cognitive impairment; VSS-SF: Vertigo Symptom Scale — Short Form
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Elderly individuals with hearing loss are at greater
risk of falling than individuals without (65, 66). The ear,
which is responsible for sending information about hearing
and balance to the brain via the hippocampus, is also
responsible for the vestibular sensation of the acceleration
of rotation or translation of the head, in addition to the
reception of acoustic stimuli. Therefore, dizziness and loss
of balance may also be seen in the elderly with hearing
problems (67). In a study comparing children with normal
vestibular function without hearing impairment, children
with normal vestibular function with hearing impairment,
and children with hearing impairment with vestibular
dysfunction, significant differences were found in balance
and motor performance. While deaf children with
vestibular dysfunction showed the worst balance and
motor performance, children with normal vestibular
function with hearing impairment showed significantly
better results than this group. However, this difference was
found to be greater in the group with normal hearing and
normal vestibular function. The results of this study
therefore show that hearing problems added to vestibular
disorders result in greater motor losses (68). Therefore, in
addition to vestibular rehabilitation to reduce the risk of
motor losses and falls in the elderly with hearing
impairment; considering that hearing aids should be used
to improve postural stability and static balance (69), dual-
task training should be provided (65), and considering that
hearing problems in the elderly may result in cognitive
impairment (70), and this impairment may adversely affect

rehabilitation, cognitive rehabilitation may be beneficial.
Conclusion and Suggestions

Many of the elderly population suffer in some way
from adverse changes in their vestibular function.
Prevention of falls and loss of balance caused by vestibular
disorder, regaining the social activity of this population,
and making it more independent in daily living activities
can only be achieved with vestibular rehabilitation. In
addition, countries need to develop their health policies in
this sense. With prevention strategies, problems can be
prevented before they occur, and health system costs can
thus be reduced. More research is needed in the field of
vestibular rehabilitation. Studies on hearing-impaired
individuals and visually impaired individuals may help to

better understand the vestibular system. However, we
think that there is a need for innovative studies in the fields
of perturbation, virtual reality, and augmented reality.
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Editore mektuplar
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bahsedilen makalenin bashgi, yazar isimleri, yaym yili, cildi, sayis1 ve sayfa numaralar1 acgikca
belirtilmelidir.
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Yazinin Boliimleri

Bagslik (Title)

Agik ve kapsayicl olmali ve makalenin en 6nemli yonlerini tanimlamali. Baglik 150 harfi
asmamali, yanisira baslik sayfasinda 50 harfi asmayacak sekilde kisa baslik belirtilmelidir.

Oz (Abstract)

Arastirmanin igerigini dogru olarak yansitmali; amag, uygulanan baslica yontemler, baslica
bulgular ve temel sonuglar belirtilmelidir. Kaynak kullanilmamalidir.
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Giris
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hipotezi kisa ve net olarak agiklanmalidur.
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Istatistiksel analiz i¢in kullanilan yazilim (lar) ve versiyonlari belirtilmelidir.

“Gere¢ ve YOontem”, aynt zamanda ¢aligmanin etik onayina ve bilgilendirilmis onama dair
bilgileri icermelidir. Etik Kurul Onayi, tarih ve numara ile belirtilmelidir. Insanlar ile yapilan
aragtirmalarda ve olgu sunumlarinda, hastalardan ve goniilliilerden “Bilgilendirilmis Onam”
alindigini belirten bir ifade yazida yer almalidir.

Bulgular

Bulgular; metinde, tablolarda ve grafiklerde mantikl bir sira ile sunulmalidir. Tablo ve
grafiklerde yer alan tiim bulgular metinde tekrarlanmamali, sadece 6nemli bulgular vurgulanmali ve
Ozetlenmelidir. Benzer sekilde, grafikler ve tablolar da birbirinin tekrar1 olmamali; grafikler cok
sayida veri barmdiran tablolara alternatif olarak kullanilmalidir.

Tablolar ve Tablo Basliklar1

Tablolar, ana metin i¢inde degil, her biri ayr sayfalarda olmak tizere ayri1 bir dosya halinde
sisteme yiiklenmelidir. Tablolar, metni tamamlayic1 ve agiklayici olmali, metin igerisinde sunulan
verilerin tekrarini icermemelidir. Tablolar agik ve anlasilir bicimde diizenlenmelidir. Her bir tablo
kisa ve agiklayici bir bagliga sahip olmali, bu basliklar tablonun {iistiinde yer almalidir. Tablolar,
metin igindeki gegis sirasma uygun olarak Arabik (1,2,3,...) rakamlar ile numaralandirilmali ve
metinde parantez iginde yazilmalidir.
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Tablolarnn iginde kullanilan kisaltmalar, ana metin icinde tanmimlanmis olsalar bile,
tablonun hemen altinda tanimlanmalidir. Bagka kaynaklardan veri alinmis ise, kaynak dipnot
olarak belirtilmelidir. Dipnotlar igin simgeler su sekilde siralanmalidir: *, **, **, 1, 1, §, .

Sekiller ve Sekil Alt Yazilar

Sekil, resim, grafik ve fotograflarin tiimii “Sekil” olarak adlandirilmali ve ayr1 birer dosya
olarak (TIFF veya JPEG formatinda) sisteme eklenmelidir. Sekiller, en az 300 DPI ¢oziiniirliikte,
net ve en az 100x100 mm boyutunda olmalidir. Sekillerin iizerinde oklar, ok basliklari, yildiz ve
benzeri simgeler, seklin alt yazisinda yer alan agiklamalar: desteklemek tizere, kullanilabilir.
Sekillerin tizerinde, bir bireyi ya da kurumu belirten herhangi bir bilgi yer almamalidur.

Sekiller, metin iginde gegis sirasinda uygun olarak Arabik rakamlar ile numaralandirilmal
ve metinde parantez iginde yazilmalidir.

Sekillerin agiklamalari, ana metnin sonunda listelenmelidir. Sekillerin alt boltimleri var ise,
sekil agiklamalar asagidaki formata uygun olarak yapilandirilmalidir:

Ornek: Sekil 1. a-b. Lamina propria ve submukozada kalretininin immunohistokimyast.
(DAP, x200). Ganglionik zon +++ (a), Hipoganglionik zon ++ (b).

Baska yerde yaymnlanmis olan sekiller kullanildiginda, bu konuda izin alinmis olmasi
yazarin sorumlulugundadir.

Tartisma

Tartisma; ana bulgularin literatiir egliginde yorumlanmasini igerir. Caligmanin yenilik
iceren ve Onemli Ozellikleri yanisira kisithliklar1 da belirtilmelidir. Bu boliimde ayrica; konu ile
ilgili daha ileri ¢alismalar/ klinik uygulamalar/izlenecek yontemlere dair oneriler gelistirilmelidir.
Tartismanin son paragraf(lar) makalenin sonucunu 6zetlemelidir.

Tesekkiir

Eger varsa, destekleyen kisi ya da kurumlara iligskin bilgi ve tesekkiir bu boliimde yer
almalidir. Ornegin sadece teknik destek veren ya da makalenin yazilmasina yardimci olan ancak
yazarlik kriterlerini karsilamayan kisiler bu boliimde anilmalidir. Finansal destek ve malzeme
destegi de bu boliimde yer almalidur.

Kaynaklar
Yazarlar, makale konusu ile dogrudan ilgili en giincel kaynaklar1 kullanmalidir.
Kaynaklar metindeki gecis sirasina gore Arabik rakamlarla numaralandirilmali ve

dizilmelidir. Kaynak numarasi, metnin i¢inde yazar adi belirtildi ise yazar adindan hemen
sonra, diger durumlarda ciimle sonunda parantez icinde belirtilmelidir.

Kaynak gosteriminde, Vancouver stili kullanilmalidir.
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Dergilerin kisa isimleri MEDLINE (www.ncbi.nlm.nih.gov/nlmcatalog/journals) stiline
uygun olmalidir. Alti ya da daha az sayidaki yazara kadar tiim yazarlar yazilmali, yedi ya da daha
tazla yazar varsa ilk alt1 yazar yazilip, Tiirkce makalelerde "ve ark.", ingilizce makalelerde “et al.”
ibaresi kullanilmalidir.

Kaynaklarin yazim stili ve noktalamalar ile ilgili olarak ayrintili bilgi ve Orneklere
https://www.nlm.nih.gov/bsd /uniform requirements.html web adresinden ulasilabilir. En
sik kullanulan kaynak tiirlerine dair 6rnekler asagida yer almaktadir

Dergi Makaleleri
o Standart dergi makalesi (alt1 ya da daha az sayida yazar):

Kutcher S, Wei Y, Coniglio C. Mental health literacy: past, present, and future. Can ] Psychiatry.
2016;61:154-8.

o Standart dergi makalesi (yedi ya da daha fazla sayida yazar):

Zhou S, Ma Y, Shi Y, Tang L, Zheng Z, Fang F, et al. Mean platelet volume predicts prognosis in
patients with diffuse large B-cell lymphoma. Hematol Oncol. 2018;36:104-9.

e Ek sayi(supplement) da yer alan makaleler:

Yoon RS, Patel JN, Liporace FA. Nail and Plate Combination Fixation for Periprosthetic and
Interprosthetic Fractures. ] Orthop Trauma 2019;33 (Suppl 6):518-520.

e Editoryal:

Dirchwolf M, Marciano S, Martinez J, Ruf AE. Unresolved issues in the prophylaxis of bacterial
infections in patients with cirrhosis. [Editorial] World ] Hepatol. 2018;10:892-7.

e Basim oncesi elektronik olarak yayimlanan makaleler:

Stanojcic N, Hull C, O'Brart DP. Clinical and material degradations of intraocular lenses: A review.
Eur ] Ophthalmol. 2019 Aug 6: 1120672119867818. [Epub ahead of print]

Kitaplar ve Digser Monograflar

e Kitap: Nussbaum RL, Mclnnes RR, Willard HF, editors. Genetics in Medicine. 6th ed.
Pennsylvania: WB. Saunders; 2001.

e Kitap boliimii: Kelly A, Stanley CA. Hyperinsulinism. In: Sarafoglu K, Hoffman GF, Roth KS,
editors. Pediatric Endocrinology and Inborn Errors of Metabolism. 1st ed. New York: Mc
Graw-Hill Companies; 2009:465-78.

o Tiirkge kitap boliimii: Uysal S. Biyolojik Degiskenlik ve Referans Aralik. Tibbi Laboratuvar
Yonetimi (1) iginde Ed: Onvural B, Coker C, Akan P, Kiime T. Meta Basim, Izmir 2019; 301-307.
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Elektronik Materyal

o Sadece internet’de yer alan dergilerde yayimlanan makaleler:

Rolfsjord LB, Skjerven HO, Bakkeheim E, Berents TL, Carlsen KH, Carlsen KCL. Quality of life,
salivary cortisol and atopic diseases in young children. PLoS One 2019 Aug 30;14(8):e0214040. doi:
10.1371/journal.pone.0214040. Erisim adresi:
https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0214040

e Bir web sitesinin bir boliimii: European Clinical Research Infrastructure Network [Internet].
Trial Management. [Erisim tarihi: 02 Eyliil 2019]. Erisim adresi:
https://www.ecrin.org/activities/trial-management.

YAZININ GONDERILMESI

Liitfen makaleleri tamamiyle “online” olarak https://www.journalagent.com/deutip/ adresine
gonderiniz. Bu adrese, derginin web sayfasindan da (https://tip.deu.edu.tr/tr/tip-fakultesi-dergisi/)
ulasabilirsiniz.

Tletisim kurulacak yazarm, tam iletisim adresi, telefon (is, GSM) ve e-posta adresi dahil yer
almalidir.

Makaleyi gondermeden dnce; liitfen asagidaki kurallara uyuldugundan emin olunuz:

— Kisaltmalar ilk kez kullanildig1 yerde agiklanir ve parantez icinde gdsterilir. Baslik ve Ozde
kisaltma kullanimindan kag¢imilmalidir.

— Metinde, tablolarda ve sekillerde ondalik kesirler Tiirkge'de virgiil; Ingilizce’de nokta ile
ayrilmalidir.

— Olglim sonuglar1 ve istatistiksel veriler, ciimle basina denk gelmedikge rakamlar ile
yazilmalidir. Birimi olmayan ve dokuza esit ya da kiigiik sayilar yazi ile yazilmalidir.

—  Olciim sonuclar1 metrik birimler ile ifade edilmelidir. Laboratuvar sonuclarmnin kullanilmakta
olan yerel birimler yanisira International System of Units (SI) ile ifade edilmesi uygundur.
— llaglarimn ticari isimleri yerine jenerik isimleri kullanilmalidir.

— Hastaliklarin isimleri, Diinya Saglk Orgﬁtﬁ’nﬁn https://www.who.int. adresindeki web
sitesinde belirtilen bagliklara uygun olmalidir.
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Gonderimi tamamlamadan 6nce; asagidaki tiim dosyalarin yiiklendiginden ve tiim bilgilerin
girildiginden emin olunuz:

- Baslik sayfas1 asagidakileri igermelidir:
- Yazmin bashg: ve kisa bashg
- Yazarlarin her birinin adi,soyadi, kurumu, b6liimii ve akademik tinvan
- lletigim kurulacak yazarm e-posta adresi ve tiim iletisim bilgileri
- Ana metnin ve 6zilin kelime sayis, tablo sayis1 ve sekil sayisi, kaynak sayis1
- Calisma 6nceden tez ve/veya bildiri seklinde sunuldu ise bilgilendirme
- Destek veren kurum ve/veya kisiler var ise bilgilendirme
- Qikar ¢atismasi beyan

- Oz

- Ana metin

- Tablolar

- Sekiller

- Etik Kurul Onay1

- Yayimn Hakki Devir Formu

- Tesekkiir (eger gerekli ise)

- Tium yazarlarin ORCID bilgileri

Revizyon gerektigi durumlarda yazar, yazinin revize versiyonu yanisira danismanlarin belirttigi
konularin her birinin nasil ele alindigini ve/veya diizeltildigini ayrintili olarak agiklayan bir
“Danismanlara Yanit” belgesini sisteme yiiklemelidir. Revize yazi {izerinde yapilan diizeltme ve
degisiklikler isaretlenmis olmalidir.

KABUL SONRASI

Son kontrol (proof): Yayimlanmak {izere kabul edilen yazilar, dil bilgisi kurallari, noktalama ve
format agisindan gozden gegirilir; daha sonra PDF formatinda iletisim yazarma son kontrol igin
gonderilir. Bu asamada 6nemli degisiklikler yapilmaz. Yazarin bu son kontrolii, 2 giin iginde
tamamlamas1 beklenir.

DOI numarasi: Son kontroliin ardindan, yazilara DOI numaralar: alinir.

Bastlan yazilar: Yazarlar, makalelerine PDF formatinda, elektronik dosya olarak herhangi bir
ticrete 6demeden ulasabilirler.
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Submission of the Manuscript
Post Acceptance
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SCOPE and MAIN POLICIES

Journal of Dokuz Eylul University Medical Faculty (] DEU Med) is published by Dokuz
Eylul University Medical Faculty three times a year. The journal publishes basic and clinical
research articles from all fields of medicine, review articles on up-to-date topics, case reports,
editorials and letters to the editor. Article submissions need to be made electronically
(https://tip.deu.edu.tr/tr/tip-fakultesi-dergisi/).

It is essential for a submitted article to be non-previously published or under consideration
in any other printed or electronic media. If a submitted manuscript has previously been presented
at any meeting, the name, date and city in which the meeting was held should be stated in the title
page. Besides, it should be mentioned whether a submitted manuscript is a preliminary study or
part of a thesis.

The scientific, ethical and legal responsibility for data, opinions and statements of
published articles belong to the author(s). The Editors, Editorial Board, Publisher and Dokuz Eylul
University Medical Faculty disclaim any responsibility on these issues.

All manuscripts will pass through a pre-evaluation process by the Editorial Board as to
whether a submitted manuscript is prepared in accordance with the journal’s scope and
manuscript preparation rules. The editors may decide to reject or request revision of the format
before assigning the manuscript to reviewers.

] DEU Med is a double blind journal and the manuscripts are assigned to at least two
reviewers selected among specialists in the related field. ] DEU Med aspires to notify authors
about the review decision within 6-8 weeks following submission. Considering the suggestions of
the reviewers, the editor may request revision of the article. The revision should be completed
within 8 weeks. If the revised version of the manuscript is not submitted within the allocated time,
the manuscript will be evaluated as a new submission.


https://tip.deu.edu.tr/tr/tip-fakultesi-dergisi/
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The authors will be informed about the final decision (rejection / acceptance) for the article
by the editor.

Any requests for withdrawal of manuscripts close to the final decision, without reasonable
explanation, will be rejected.

All authors of a manuscript accepted for publication should consent that editors could
make corrections without changing the basic meaning of the text of the manuscript written.

No charge is requested from the author(s) regarding the evaluation and/or publication
process of the manuscripts submitted to ] DEU Med.

COPYRIGHT and AUTHORSHIP

The author(s) should transfer all their local and international copyrights of their submitted
article to “J DEU Med” by the “Copyright Transfer Form” (FORM 1) signed by all authors.

The contribution of each author to the article should be clearly defined on the form.

Following the submission of the article, no change is possible concerning the names or
order of the authors. Practices of the journal on this subject are in accordance with the rules of the
International Committee of Medical Journal Editors (ICMJE) (http://www.icjme.org) and Council of
Science Editors (CSE) (https://www.councilscienceeditors.org).

ETHICAL GUIDELINES
J DEU Med, accepts articles in accordance with the ethical and scientific standards.

The Editorial Office inspects all submitted manuscripts concerning plagiarism and duplication. If
an ethical problem is detected, the editorial office will act according to the Committee on Publication
Ethics (COPE) (https://publicationethics.org/guidance/guidelines) guidelines.

For clinical research studies, the approval of Ethics Committee in accordance with “WMA
Declaration of Helsinki - Ethical Principles for Medical Research Involving Human Subjects”
(https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-principles-for-
medical-research-involving-human-subjects/); for studies involving animals the approval of
Ethics Committee in accordance with “International Guiding Principles for Biomedical Research
Involving Animals” (http://iclas.org/wp-content/uploads/2013/03/CIOMS-ICLAS-Principles-
Final.pdf) and/or  "Guide  for  the care and  use  of  laboratory  animals”
(https://grants.nih.gov/grants/olaw/guide-for-the-care-and-use-of-laboratory-animals.pdf) is
required. A copy of the Ethics Committee Approval Form should be submitted online.

Case reports should be prepared with care for the patient privacy. Any kind of definitive
information or photographs, hospital registry number or dates which will define the identity of the
patient should not be used. Informed consent must also be obtained for case reports.

For experimental studies on animals, measures taken to reduce pain and discomfort should
be clearly stated.


http://www.icjme.org/
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The authors should acknowledge and provide information to the Editor on grants or other
financial interests or affiliations with institutions, organizations, or companies relevant to the
manuscript.

PREPARATION OF THE MANUSCRIPT

Language

J] DEU Med accepts the articles written in Turkish and in English. The Turkish as well as the
English manuscripts should include title, abstract and keywords in both languages.

Basic Principles
J] DEU Med uses the standards called “Uniform Requirements for Manuscripts Submitted to Biomedical
Journals: Writing and Editing for Biomedical Publication” (http://www.icmje.org/recommendations)
stated by ICMJE.

The authors are recommended to follow CONSORT guidelines for randomized
trials, STROBE  guidelines for observational studies, STARD for diagnostic/prognostic
studies, PRISMA for systematic reviews and meta-analysis, ARRIVE for animal pre-clinical
studies, TREND for non-randomized behavioral and public health intervention studies and CARE
for case reports. The reporting guidelines are available at the EQUATOR Network (www.equator-
network.org/home/) and the NLM’s “Research Reporting Guidelines and Initiatives”
(www.nlm.nih.gov/services/research report guide.html) .

Types of articles accepted for submission

Research article

The main feature of a research article is that it contains substantial novel research.
Manuscripts on randomized trials, observational studies, diagnostic/prognostic accuracy studies,
systematic reviews and meta-analysis, animal pre-clinical studies, non-randomized behavioral and
public health intervention studies are considered as research articles.

Review article

Review article is a comprehensive discussion of the recent knowledge on specific topics in
medicine, prepared by experts with extensive knowledge and experience in the field who have
contributed to the scientific literature. The editor may invite scientists with original research for
review articles.

Case report

Case reports are articles about patients which are unique and difficult to diagnose and/or
treat and provide new information for the medical literature.
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Letter to the Editor

This type of manuscript discusses the importance, missing parts or an overlooked structure
of a previously published article. Authors can also submit their comments to the editor on a subject
which may be in the reader’s field of interest especially on educational cases, in the Letter to the
Editor form. Volume, year, issue, page numbers, title and author names of the article mentioned in

a Letter to the Editor should be stated clearly.

General format and length of types of articles accepted for submission

Sections Word Count Word Count Number
of the in of
Main Text* Abstract Keywords
Research Article Title, Abstract, Keywords, 3500 250, 3-6
Introduction, Materials and structured into:
Methods, Results, Objective,
Discussion, Conclusion, Materials and
References Methods,
Results,
Conclusion
Review article Title, Abstract, Keywords, | 5000, 250, 3-6
Main Text, References may include unstructured
subheadings
Case Report Title, Abstract, Keywords, 1500 150, 3-6
Introduction, the Patient, unstructured
Discussion and References
Letter to the unstructured 1000 - -
Editor

* the main text: excluding Title, Abstract, Keywords, References and Tables-Figures-Images

Manuscript Sections

Title (Baslik)

The title should be clear and comprehensive and should describe the most important aspects of the
complete article. The title should not exceed 150 characters and the short title should not exceed 50
characters.

Abstract (Oz)

The abstract should accurately reflect the content of the article and include the aim of the study,
basic procedures, main findings and fundamental conclusions. No references are used in the
abstract.

Keywords (Anahtar sézciikler)

The key words are chosen to enable retrieval and indexing. Acronyms should be avoided. The
keywords should be concordant with the Index Medicus Medical Subject Headings (MeSH) terms



(https://www.nlm.nih.gov/mesh/meshhome.html). For Turkish “Anahtar Sozciikler” please follow
Tiirkiye Bilim Terimleri (https://www.bilimterimleri.com/).

Introduction

The “Introduction” section explains briefly and clearly the background and the objective of, or the
hypothesis tested by the study.

Materials and Methods

This section includes the description of the participants and the source population; technical
information including the identification of methods, equipment and procedures in sufficient detail
to allow others to reproduce the results; description of statistical methods with enough detail to
establish the appropriateness for the study and to enable the verification of the reported results.

The statistical software pacakage (s) and versions used for statistical analysis should be specifired.

The information about the Ethics Commitee Approval, including the date and number should be
stated in the “Materials and Methods” section. For articles concerning research on humans, a
statement should be included that shows Informed Cconsent of patients and volunteers was
obtained .

Results
The results should be presented in logical sequence with the main or most important findings first.

Authors should take care not to repeat all the data in the tables or figures in the text. The text
should include only the main findings. Similarly the data should not be duplicated in tables and
graphs and graphs should be utilized as alternatives to tables with many entries.

Tables

Tables should be presented within the main document following the reference list with each table
on a separate page. The tables should be explanatory for the text and should not duplicate the data
given in the text. The tables should be numbered with Arabic numerals consecutively in the order
they are referred to within the main text. A descriptive title should be provided for all tables and
the titles should be placed above the tables. Abbreviations used in the tables should be defined
below the tables even if they are defined within the main text. The symbols for footnotes may be
aligned as: *, **, *** 1, 1, §, . Tables should be arranged clearly to provide an easy reading. If data
has been obtained from other sources, it is the authors responsibility to obtain permission and the
source should be indicated as a footnote.

Figures

The figures, graphics and photographs are all named as “Figure” and should be submitted as
separate files (in TIFF or JPEG format). The minimum resolution of each submitted figure should
be 300DPI, and the figures should be clear in resolution and large in size (minimum dimensions
100x100 mm). Thick and thin arrows, arrowheads, stars, asterisks and similar marks can be used
on the images to support figure legends. Any information within the images that may indicate an
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individual or institution should be blinded. The figures should be numbered with Arabic
numerals consecutively in the order they are referred to within the main text. Figure legends
should be listed at the end of the main document. When there are figure subunits, the figure
legends should be structured in the following format:

Example: Figure 1. a-b. Immunohistochemistry of kalretinin in lamina propria and submucosa.
(DAP, x200). Ganglionic zone +++ (a), Hypoganglionic zone ++ (b).

It is the responsibility of the authors to acquire copyright permissions if any tables, figures and
other images previously printed are used in their manuscript.

Discussion

The discussion contains the explanations of the main findings in the light of literature. The new
and important aspects as well as the limitations of the study should be stated. The implications for
future research/clinical practice/policy also need to be explored. The last paragraph(s) of the
discussion should summarize the conclusions of the study.
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References
The authors should use up-to-date references directly related to the subject of their article
and take care to use Turkish references when sufficiently relevant.

References should be numbered with arabic numerals in the order of citation in the main
text. References should be indicated in paranthesis at the end of the sentence or just after the
author’s name if mentioned in the text.

The references should follow the Vancouver style .

Abbreviations of journal titles should be done in accordance with journal abbreviations used in
MEDLINE (www.ncbi.nlm.nih.gov/nlmcatalog/journals). For publications with 6 or fewer
authors, a list of all authors is required, for publications with 7 or more authors, the first 6 authors
should be listed, followed by “et al”.

Detailed information about reference styles and punctuations with samples are available at

https://www.nlm.nih.gov/bsd/uniform_requirements.html. Please find below the examples for the
most frequently used references:
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Articles in Journals
e Standard journal article (with six or less authors):

Kutcher S, Wei Y, Coniglio C. Mental health literacy: past, present, and future. Can ] Psychiatry.
2016;61:154-8.

o Standard journal article (with seven or more authors):

Zhou S, Ma Y, Shi Y, Tang L, Zheng Z, Fang F, et al. Mean platelet volume predicts prognosis in
patients with diffuse large B-cell lymphoma. Hematol Oncol. 2018;36:104-9.

e Article in a supplement:

Yoon RS, Patel JN, Liporace FA. Nail and Plate Combination Fixation for Periprosthetic and
Interprosthetic Fractures. ] Orthop Trauma 2019;33 (Suppl 6):518-520.
e Editorial:

Dirchwolf M, Marciano S, Martinez J, Ruf AE. Unresolved issues in the prophylaxis of bacterial
infections in patients with cirrhosis. [Editorial] World ] Hepatol. 2018;10:892-7.

o Article published electronically ahead of the print version:

Stanojcic N, Hull C, O'Brart DP. Clinical and material degradations of intraocular lenses: A review.
Eur J Ophthalmol. 2019 Aug 6: 1120672119867818. [Epub ahead of print]

Books and Other Monographs

e Book with editor(s) as author: Nussbaum RL, McInnes RR, Willard HF, editors. Genetics in
Medicine. 6th ed. Pennsylvania: WB. Saunders; 2001.

e Chapter in a book: Kelly A, Stanley CA. Hyperinsulinism. In: Sarafoglu K, Hoffman GF, Roth
KS, editors. Pediatric Endocrinology and Inborn Errors of Metabolism. 1st ed. New York: Mc
Graw-Hill Companies; 2009:465-78.

Electronic Material

e Article only the internet:

Rolfsjord LB, Skjerven HO, Bakkeheim E, Berents TL, Carlsen KH, Carlsen KCL. Quality of life,
salivary cortisol and atopic diseases in young children. PLoS One 2019 Aug 30;14(8):e0214040. doi:
10.1371/journal.pone.0214040. Erisim adresi:
https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0214040

e Part of a homepage/Web site: European Clinical Research Infrastructure Network [Internet].
Trial Management. [Erisim tarihi: 02 Eyliil 2019]. Erisim adresi:
https://www.ecrin.org/activities/trial-management.
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https://www.ncbi.nlm.nih.gov/pubmed/31469854
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VIII

SUBMISSION of the MANUSCRIPT

Please submit manuscripts exclusively online at: https://www .journalagent.com/deutip/ which is
also available at the web site of the journal (https://tip.deu.edu.tr/tr/tip-fakultesi-dergisi/).

Before submitting the manuscript please ensure the following :

The abbreviations must be defined the first time they are used and should be displayed in
parentheses after the definition. Authors should avoid abbreviations in the title, abstract and at
the beginning of the sentences.

Decimal fractions in the text, tables and figures should be separated by decimals points in
sections in English and commas in sections in Turkish.

Measurements should be reported in metric units. It is appropriate to state the laboratory
results in the International System of Units (SI) as well as the local units being used.

Measurements and statistical data should be stated as numbers unless at the beginning of the
sentence. Numbers with no unit and <9 should be stated in written form.

Generical names of the drugs should be preferred instead of the commercial names.

The names of the diseases should be in accordance with the Health Topics of World Health
Organization stated at https://www.who.int.

Before ending the submission, please bu sure that all files below are uploaded:

- Title page
0 The title and short title
The name, affiliation and academic degree of each author
The e mail address and full contact information of the correspondance author
The word count for the main text and the abstract
Number of figures, tables and number of references
The information about whether submitted manuscript has previously been presented at a
meeting (name, date, city) and whether it is a preliminary study or part of a thesis
Sources of support
0 Conflict of Interest declaration

©O O 0O oo

o

- Abstract

- Main text

- Figures

- Ethical approval and informed consent

- Transfer of Copyright Aggreement Form
- Acknowledgements (if necessary)

- ORCID IDs of all authors
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If a revision is required, along with the revised version of the manuscript, the author should
submit a “Response to Reviewers” which states in detail how each issue raised by the reviewers
has been covered. The revised manuscript should be marked and/or annotated regarding the
revisions.

POST ACCEPTANCE

Proofs: Manuscripts accepted for publication are edited for grammar, puctuation and format; then
a PDF proof is sent to the corresponding author to check for editing and type setting accuracy.
Major changes to the articles as accepted for publication will not be considered at this stage. The
author is expected to complete the proof check within 2 days.

DOI number: Following the proof check, the manuscripts are provided with a DOI number and
published on the journal’s webpage.

Offprints: The electronic files of typeset articles in Adobe Acrobat PDF format are provided free of
charge.

Correspondance:

Dokuz Eyliil University Medical Faculty

(J DEU Med) Editorial Office

35340 — IZMIR/TURKEY

E-mail: tipdergisi@deu.edu.tr

Phone: 0090 232 412 2263

Web site: https://tip.deu.edu.tr/tr/tip-fakultesi-dergisi/
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	YAZARLARA BİLGİ
	KAPSAM ve TEMEL İŞLEYİŞ
	Dokuz Eylül Üniversitesi Tıp Fakültesi Dergisi (DEU Tıp Derg), Dokuz Eylül Üniversitesi Tıp Fakültesinin yayın organı olup yılda üç kez yayınlanır. Dergi, tıbbın her alanından temel ve klinik araştırmaları, toplum temelli araştırmaları, güncel konular...
	YAYIN HAKKI ve YAZARLIK
	DEU Tıp Derg’e gönderilmiş olan yazının tüm yerel ve uluslararası yayın hakları yazarların hepsinin imzaladığı “Yayın Hakkı Devir Formu” ile DEU Tıp Derg’e devrededilir. (Ek 1).
	Yazarların her birinin makaleye katkısı, form üzerinde açıkça belirtilmelidir.
	ETİK KURALLAR
	DEU Tıp Derg, etik ve bilimsel standartlara uygun makaleleri yayımlar.
	Olgu sunumlarının hazırlanmasında; hastanın mahremiyetinin korunmasına özen gösterilmelidir. Hastaların kimliğini tanımlayıcı bilgiler ve fotoğraflar, hastane kayıt numarası ve tarihler kullanılmamalıdır. Olgu sunumları için, “Bilgilendirilmiş Onam” a...
	DEU Tıp Derg yazı dili, Türkçe ve İngilizce’dir. Gerek Türkçe, gerekse İngilizce yazılar diğer dilde başlık, öz ve anahtar sözcükleri içermelidir.
	Araştırma makalesi
	Bir araştırma makalesinin temel özelliği gerçek orijinal araştırma içermesidir. Randomize çalışmalar, gözlemsel çalışmalar, tanısal/prognostik doğruluk çalışmaları, sistematik derlemeler ve meta-analizler, pre-klinik deneysel hayvan çalışmaları, rando...
	Derleme makalesi
	Olgu sunumları
	Editöre mektuplar
	Bu tür yazılar; daha önceden dergide yayınlanmış bir makalenin önemine, eksik kısımlarına veya gözden kaçan bir özelliğine vurgu yapmak üzere hazırlanır. Bu yazıda bahsedilen makalenin başlığı, yazar isimleri, yayın yılı, cildi, sayısı ve sayfa numara...
	Yazının Bölümleri
	Başlık (Title)
	Açık ve kapsayıcı olmalı ve makalenin en önemli yönlerini tanımlamalı.  Başlık 150 harfi aşmamalı, yanısıra başlık sayfasında 50 harfi aşmayacak şekilde kısa başlık belirtilmelidir.
	Öz (Abstract)
	Anahtar sözcükler (Key words)
	Giriş
	Giriş bölümünde çalışmanın yapılmasını gerekli kılan ön bilgiler ve çalışmanın amacı ya da hipotezi kısa ve net olarak açıklanmalıdır.
	Gereç ve Yöntem
	Bu bölüm; çalışma grubuna ve kaynak topluma ilişkin özellikleri, yöntemlerin tanımlanmasını içeren teknik bilgiyi, cihazlar ve işlemler hakkında bulguların yeniden üretilebilmesini sağlayacak şekilde ayrıntılı  açıklamaları, istatistiksel yöntemler ha...
	İstatistiksel analiz için kullanılan yazılım (lar) ve versiyonları belirtilmelidir.
	Bulgular
	Tablolar ve Tablo Başlıkları
	Tablolar, ana metin içinde değil, her biri ayrı sayfalarda olmak üzere ayrı bir dosya halinde sisteme yüklenmelidir. Tablolar, metni tamamlayıcı ve açıklayıcı olmalı, metin içerisinde sunulan verilerin tekrarını içermemelidir. Tablolar açık ve anlaşıl...
	Tabloların içinde kullanılan kısaltmalar, ana metin içinde tanımlanmış olsalar bile, tablonun hemen altında tanımlanmalıdır.  Başka kaynaklardan veri alınmış ise, kaynak dipnot olarak belirtilmelidir. Dipnotlar için simgeler şu şekilde sıralanmalıdır:...
	Tartışma
	Tartışma; ana bulguların literatür eşliğinde yorumlanmasını içerir. Çalışmanın yenilik içeren ve önemli özellikleri yanısıra kısıtlılıkları da belirtilmelidir. Bu bölümde ayrıca; konu ile ilgili daha ileri çalışmalar/ klinik uygulamalar/izlenecek yönt...
	Teşekkür
	Eğer varsa, destekleyen kişi ya da kurumlara ilişkin bilgi ve teşekkür bu bölümde yer almalıdır. Örneğin sadece teknik destek veren ya da makalenin yazılmasına yardımcı olan ancak yazarlık kriterlerini karşılamayan kişiler bu bölümde anılmalıdır.  Fin...
	Kaynaklar
	Kaynaklar metindeki geçiş sırasına göre Arabik rakamlarla numaralandırılmalı ve dizilmelidir. Kaynak numarası, metnin içinde yazar adı belirtildi ise yazar adından hemen sonra, diğer durumlarda cümle sonunda parantez içinde belirtilmelidir.
	Kaynak gösteriminde, Vancouver stili kullanılmalıdır.
	Dergilerin kısa isimleri MEDLINE (www.ncbi.nlm.nih.gov/nlmcatalog/journals) stiline uygun olmalıdır. Altı ya da daha az sayıdaki yazara kadar tüm yazarlar yazılmalı, yedi ya da daha fazla yazar varsa ilk altı yazar yazılıp, Türkçe makalelerde "ve ark....
	Kaynakların yazım stili ve noktalamalar ile ilgili olarak ayrıntılı bilgi ve örneklere  https://www.nlm.nih.gov/bsd/uniform_requirements.html web adresinden ulaşılabilir.  En sık kullanılan kaynak türlerine dair örnekler aşağıda yer almaktadır
	 Standart dergi makalesi (altı ya da daha az sayıda yazar):
	Kutcher S, Wei Y, Coniglio C. Mental health literacy: past, present, and future. Can J Psychiatry. 2016;61:154-8.
	 Standart dergi makalesi (yedi ya da daha fazla sayıda yazar):
	Zhou S, Ma Y, Shi Y, Tang L, Zheng Z, Fang F, et al. Mean platelet volume predicts prognosis in patients with diffuse large B-cell lymphoma. Hematol Oncol. 2018;36:104-9.
	 Ek sayı(supplement) da yer alan makaleler:
	Yoon RS, Patel JN, Liporace FA. Nail and Plate Combination Fixation for Periprosthetic and Interprosthetic Fractures. J Orthop Trauma 2019;33 (Suppl 6):S18-S20.
	 Editoryal:
	Dirchwolf M, Marciano S, Martínez J, Ruf AE. Unresolved issues in the prophylaxis of bacterial infections in patients with cirrhosis. [22TEditorial22T] World J Hepatol. 2018;10:892–7.
	 Basım öncesi elektronik olarak yayımlanan makaleler:
	Stanojcic N, Hull C, O'Brart DP. Clinical and material degradations of intraocular lenses: A review. Eur J Ophthalmol. 2019 Aug 6: 1120672119867818. [22TEpub22T 22Tahead22T of 22Tprint22T]
	 Kitap: Nussbaum RL, McInnes RR, Willard HF, editors. Genetics in Medicine. 6th ed.  Pennsylvania: WB. Saunders; 2001.
	 Kitap bölümü:  Kelly A, Stanley CA. Hyperinsulinism. In: Sarafoglu K, Hoffman GF, Roth KS, editors. Pediatric Endocrinology and Inborn Errors of Metabolism. 1st ed. New York: Mc Graw-Hill Companies; 2009:465-78.
	 Türkçe kitap bölümü: Uysal S. Biyolojik Değişkenlik ve Referans Aralık. Tıbbi Laboratuvar Yönetimi (ı) içinde Ed: Önvural B, Çoker C, Akan P, Küme T. Meta Basım,  İzmir 2019; 301-307.
	 Bir web sitesinin bir bölümü: European Clinical Research Infrastructure Network [Internet]. Trial Management. [Erişim tarihi: 02 Eylül 2019]. Erişim adresi:       https://www.ecrin.org/activities/trial-management.
	İletişim kurulacak yazarın, tam iletişim adresi, telefon (iş, GSM) ve  e-posta adresi dahil yer almalıdır.
	 İlaçların ticari isimleri yerine jenerik isimleri kullanılmalıdır.
	 Hastalıkların isimleri, Dünya Sağlık Örgütü’nün  https://www.who.int. adresindeki web sitesinde belirtilen başlıklara uygun olmalıdır.
	Gönderimi tamamlamadan önce; aşağıdaki tüm dosyaların yüklendiğinden ve tüm bilgilerin girildiğinden emin olunuz:
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	INSTRUCTIONS FOR AUTHORS
	COPYRIGHT and AUTHORSHIP
	ETHICAL GUIDELINES
	J DEU Med, accepts articles in accordance with the ethical and scientific standards.
	For clinical research studies, the approval of Ethics Committee in accordance with “WMA Declaration of Helsinki - Ethical Principles for Medical Research Involving Human Subjects”  (https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical...
	PREPARATION OF THE MANUSCRIPT
	J DEU Med accepts the articles written in Turkish and in English. The Turkish as well as the English manuscripts should include title, abstract and keywords in both languages.
	Types of articles accepted for submission
	Case report
	Manuscript Sections
	Title (Başlık)
	The title should be clear and comprehensive and should describe the most important aspects of the complete article. The title should not exceed 150 characters and the short title should not exceed 50 characters.
	Abstract (Öz)
	Keywords (Anahtar sözcükler)
	Introduction
	The “Introduction” section explains briefly and clearly  the background and the objective of, or the hypothesis tested by the study.
	Materials and Methods
	This section includes  the description of the participants and the source population; technical information including the identification of methods, equipment and procedures in sufficient detail to allow others to reproduce the results; description of...
	The statistical software pacakage (s) and versions used for statistical analysis should be specifired.
	The information about the Ethics Commitee Approval, including the date and number should be stated in the “Materials and Methods” section. For articles concerning research on humans, a statement should be included that shows Informed Cconsent of patie...
	Results
	The results should be presented in logical sequence with the main or most important findings first.
	Tables
	The discussion contains the explanations of the main findings in the light of literature. The new and important aspects as well as the limitations of the study  should be stated. The implications for future research/clinical practice/policy also need ...
	Acknowledgements
	This section includes information regarding the supporting institution(s) or person(s) if applicable.  Examples of those who might be acknowledged include a person who provided purely technical help or writing assistance. Financial and material suppor...
	 Standard journal article (with six or less authors):
	Kutcher S, Wei Y, Coniglio C. Mental health literacy: past, present, and future. Can J Psychiatry. 2016;61:154-8.
	 Standard journal article (with seven or more authors):
	Zhou S, Ma Y, Shi Y, Tang L, Zheng Z, Fang F, et al. Mean platelet volume predicts prognosis in patients with diffuse large B-cell lymphoma. Hematol Oncol. 2018;36:104-9.
	 Article in a supplement:
	Yoon RS, Patel JN, Liporace FA. Nail and Plate Combination Fixation for Periprosthetic and Interprosthetic Fractures. J Orthop Trauma 2019;33 (Suppl 6):S18-S20.
	 Editorial:
	Dirchwolf M, Marciano S, Martínez J, Ruf AE. Unresolved issues in the prophylaxis of bacterial infections in patients with cirrhosis. [22TEditorial22T] World J Hepatol. 2018;10:892–7.
	 Article published electronically ahead of the print version:
	Stanojcic N, Hull C, O'Brart DP. Clinical and material degradations of intraocular lenses: A review. Eur J Ophthalmol. 2019 Aug 6: 1120672119867818. [22TEpub22T 22Tahead22T of 22Tprint22T]
	 Book with editor(s) as author: Nussbaum RL, McInnes RR, Willard HF, editors. Genetics in Medicine. 6th ed.  Pennsylvania: WB. Saunders; 2001.
	 Chapter in a book:  Kelly A, Stanley CA. Hyperinsulinism. In: Sarafoglu K, Hoffman GF, Roth KS, editors. Pediatric Endocrinology and Inborn Errors of Metabolism. 1st ed. New York: Mc Graw-Hill Companies; 2009:465-78.
	 Part of a homepage/Web site: European Clinical Research Infrastructure Network [Internet]. Trial Management. [Erişim tarihi: 02 Eylül 2019]. Erişim adresi:       https://www.ecrin.org/activities/trial-management.
	 Generical names of the drugs should be preferred instead of the commercial names.
	 The names of the diseases should be in accordance with the Health Topics of World Health Organization stated at  https://www.who.int.



