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Turkiye Romatoloji Dernedi'nin (TRD) yayin organi olan Ulusal
Romatoloji Dergisi (6nceki adi: RAED Dergisi) yilda Uc kez, Turkce ve
ingilizce yayimlanan hakemli bir bilimsel dergidir (p-ISSN: 2651-2653;
e-ISSN: 2651-2661). Dergi, romatoloji biliminin butin konularinda
orijinal deneysel ve klinik arastirmalari, olgu sunumlarini, derlemeleri,
tanitim ve haberleri, yazarlara ve editére mektuplarin yani sira
romatoloji camiasini ilgilendiren duyurular yayimlar. Bunun disinda
romatoloji alanindaki yenilik ve gelismelere yonelik toplantilarin
konusma metinlerini ya da bu gelismeleri iceren yazilari ek vererek
yayimlayabilir. Derleme yazilar genellikle davetli yazi konumunda
oldugundan dergiye gonderilmeden dnce editor ile iletisime gecilmesi
gerekmektedir. Dergi, dogrudan goénderilen derleme turG yazilari
kabul etmemektedir.

Ulusal Romatoloji Dergisi EBSCO, Gale, Index Copernicus, J-Gate,
Tirk Medline ve TUBITAK ULAKBIM TR Dizin veritabaninda
indekslenmektedir.

Ulusal Romatoloji Dergisi‘nin amaci Ulkemizde romatoloji ile ilgilenen
diger disiplinlerin de katilimiyla romatoloji alaninda glincel bir bilimsel
tartisma zemini ve arsiv olusturmaktir. Dergi bu birikimini, saygin bir
biyomedikal periyodik olarak uluslararasi bilimsel paylasima sunmayi
ve bdylece romatoloji biliminin gelismesine akademik katki saglamayi
hedeflemektedir.

Dergide makale vyukleme, islem veya vyayinlanma Ucreti
uygulanmamaktadir. Degerlendirme ve yayin sdreci boyunca hicbir
sekilde yazarlardan herhangi bir Ucret talep edilmez.Tim vyazilar
dergi web sitesinde yer alan online makale sistemi araciligiyla sisteme
yuklenmelidir.

Yayin politikalari “Recommendations for the Conduct, Reporting,
Editing, and Publication of Scholarly Work in Medical Journals (ICMJE
Recommendations)” (2013, http://www.icmje.org/) temel alinarak
hazirlanmistir.

Acik Erisim Politikasi

Dergide acik erisim politikasi uygulanmaktadir. Acik erisim
politikasi Budapest Open Access Initiative (BOAI) http://www.
budapestopenaccessinitiative.org/  kurallari  esas  alinarak
uygulanmaktadir.

Acik Erisim, “[hakem degerlendirmesinden gecmis bilimsel literattrin],
internet araciligyla; finansal, yasal ve teknik engeller olmaksizin,
serbestce erisilebilir, okunabilir, indirilebilir, kopyalanabilir, dagitilabilir,
basilabilir, taranabilir, tam metinlere baglanti verilebilir, dizinlenebilir,
yazilima veri olarak aktarilabilir ve her trlU yasal amac icin kullanilabilir
olmasi”dir. Cogaltma ve dagitim Uzerindeki tek kisitlama yetkisi
ve bu alandaki tek telif hakkr rolt; kendi calismalarinin battnlaga
Uzerinde kontrol sahibi olabilmeleri, gerektigi gibi taninmalarinin ve
alintlanmalarinin saglanmasi icin, yazarlara verilmelidir.

Telif Haklan

Telif Hakki © Turkiye Romatoloji Dernegi (TRD). Ulusal Romatoloji
Dergisi'nde yayimlanan yazilar ve butlnleyici eklerinin (sekil, tablo,

Amac ve Kapsam / Aims and Scope

resim vb) basili ve elektronik yayin haklari Turkiye Romatoloji
Dernegi'ne aittir. Bu amacla makale gonderme sirasinda dergi
tarafindan tim yazarlarca onaylanan “Telif Haklari Devir Mektubu”
talep edilmektedir. Basim icin dergiye gonderilen yazilar iade edilmez.
Yayinlanan vyazilar icin yazarlara telif hakki ¢denmez. Yayinlanan
yazilarin bilimsel ve etik sorumlulugu yazarlara aittir. Yayinevi ve
dernek yayinlanan vyazilarin fikirlerine resmen katilmaz, dergideki
hicbir Grtin veya servis reklami icin glivence vermez.

Ulusal Romatoloji Dergisi, yazarlardan devraldigi ve derginin cevrimici
(online) striminde yayimladigi icerikle ilgili telif haklarindan,
bilimsel icerige evrensel acik erisimin (open access) desteklenmesi
ve gelistiriimesine katkida bulunmak amaciyla, bilinen standartlarda
kaynak olarak gosterilmesi kosuluyla, ticari kullanim amaci ve icerik
degisikligi disinda kalan tum kullanim (cevrimici baglanti verme,
kopyalama, baski alma, herhangi bir fiziksel ortamda cogaltma ve
dagitma vb.) haklarini (ilgili icerikte tersi belirtiimedigi strece) Creative
Commons Attribution-NonCommercial-NoDerivs 30 Unported (CC
BY-NC-ND3.0) Lisansi araciligiyla bedelsiz kullanima sunmaktadir.
icerigin ticari amach kullanimi icin yayinevinden yazili izin alinmasi
gereklidir.

Sekreterya, Giilay Koca
E-mail: romatolojidernegi@gmail.com

Adres: Turkiye Romatoloji Arastirma ve E@itim Dernegi Kore Sehitleri
Caddesi Onurgil is Merkezi No:35/6 Esentepe-Sisli-istanbul

Materyal Sorumluluk Reddi

Ulusal Romatoloji Dergisi'nde yayinlanan tim yazlarda goris ve
raporlar yazar(lar)in goristdir ve editor, editorler kurulu ya da
yayincinin goérisu degildir; Editor, editorler kurulu ve yayinci bu yazilar
icin herhangi bir sorumluluk kabul etmemektedir.

Yayinevi Yazisma Adresi
Galenos Yayinevi Tic. Ltd. Sti.

Adres: Molla Gurani Mah. Kacamak Sk. No: ,
istanbul-Turkiye

Tel.: +90 212 621 99 25
Faks: +90 212 621 99 27
E-posta: info@galenos.com.tr

OPEN 8ACCESS

Dergimizde asitsiz kagit kullanilmaktadir.
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Journal of Turkish Society for Rheumatology (formerly RAED Journal),
the official organ of Turkish Society for Rheumatology, is a peer-
reviewed scientific journal published quarterly in Turkish or English
(p-ISSN: 2651- 2653). The journal publishes three times in a year
original contributions in the form of basic and clinical research
articles, case reports, reviews, news, letters to the editor and authors
as well as announcements related to all topics of rheumatology. Also,
abstracts or full texts of scientific meetings in rheumatology can be
published as supplements of the journal. The reviews are usually
invited; therefore it is necessary to contact the editor before sending
them to the journal. The journal does not accept unsolicited reviews.

Journal of Turkish Society for Rheumatology is indexed in EBSCO,
Gale, Index Copernicus, J-Gate, Turkish MEDLINE and ULAKBIM.

Journal of Turkish Society for Rheumatology aims to constitute a
current scientific discussion platform and archive in rheumatology
with the contribution of the disciplines related to rheumatology
together. The journal intends to share its experiences with the
international scientific community in a prestigious way and to provide
academic contribution to the development of rheumatology science.

Processing and publication are free of charge with Journal of Turkish
Society for Rheumatology. No fees are requested from the authors
at any point throughout the evaluation and publication process. All
manuscripts must be submitted via the online submission system
which is available through the journal’s web page.

Open Access Policy

This journal provides immediate open access to its content on the
principle that making research freely available to the public supports
a greater global exchange of knowledge.

Open Access Policy is based on the rules of the Budapest Open
Access Initiative (BOAI) http://www.budapestopenaccessinitiative.
org/. By "open access” to peer-reviewed research literature, we
mean its free availability on the public internet, permitting any users
to read, download, copy, distribute, print, search, or link to the full
texts of these articles, crawl them for indexing, pass them as data to
software, or use them for any other lawful purpose, without financial,
legal, or technical barriers other than those inseparable from gaining
access to the internet itself. The only constraint on reproduction and
distribution, and the only role for copyright in this domain, should be
to give authors control over the integrity of their work and the right
to be appropriately acknowledged and cited.

Copyright Statement

Copyright© 20, Turkish Society for Rheumatology. All rights reserved.
All contents (including illustrations, tables and images etc.) published
in the Journal of Turkish Society for Rheumatology will become
the sole proper ty of the Society. Manuscripts sent to the journal
for publishing are not returned. No payment is made to authors
for their articles property published in the journal. No part of this
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Aims and Scope / Amac ve Kapsam

journal may be reproduced, stored or transmitted in any form or
by means either mechanical or electronic, including photo copying,
recording or through an information storage and retrieval system,
without the written permission of the copyright holder beforehand,
except nationally for research purpose, criticism or review. Permission
requests should be addressed to the publisher. All scientific and
ethical statements are the responsibility of the authors. The publisher
and the Association assume no liability for any material published in
the journal.

Journal of Turkish Society for Rheumatology, provided that it is cited
as a resource in known standards, offers free use to contribute to
the support and development of universal open access to scientific
content, from copyrights related to the content it takes over from the
authors and published in the online version of the journal, through
the Creative Commons Attribution-NonCommercial-NoDerivs 3.0
Unported (CC BY-NC-ND3.0) License for all rights (unless otherwise
specified in the relevant content) to use (online linking, copying,
printing, reproduction and distribution in any physical environment,
etc.), excluding commercial use and content change. Written
permission from the publisher is required for commercial use of the
content.

Secretariat, Giilay Koca
E-mail: romatolojidernegi@gmail.com

Adres: Turkiye Romatoloji Arastirma ve Eg@itim Dernegdi Kore Sehitleri
Caddesi Onurgil is Merkezi No:35/6 Esentepe-Sisli-istanbul

Material Disclaimer

The author(s) is (are) responsible for the articles published in the
Journal of Turkish Society for Rheumatology. The editor, editorial
board and publisher do not accept any responsibility for the articles.

Publisher Corresponding Address
Galenos Yayinevi Tic. Ltd. Sti.

Address: Molla Garani Mah. Kacamak Sk. No: ,
istanbul-Turkey

Phone: +90 212 621 99 25 Fax: +90 212 621 99 27
E-mail: info@galenos.com.tr

OPEN 8ACCESS

The journal is printed on acid-free paper.
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Turkiye Romatoloji Dernedi'nin (TRD) yayin organi olan Ulusal
Romatoloji Dergisi (6nceki adi: RAED Dergisi) yilda Uc kez, Turkce ve
ingilizce yayimlanan hakemli bir bilimsel dergidir (p-ISSN: 2651-2653;
e-ISSN: 2651-2661). Ulusal Romatoloji Dergisi, romatoloji biliminin
butin konularinda orijinal deneysel ve klinik arastirmalari, olgu
sunumlarini, derlemeleri, tanitim ve haberleri, yazarlara ve editére
mektuplarin yani sira romatoloji camiasini ilgilendiren duyurulari
yayimlar. Bunun disinda romatoloji alanindaki yenilik ve gelismelere
yonelik toplantilarin konusma metinlerini ya da bu gelismeleri iceren
yazilari ek vererek yayimlayabilir. Derleme yazilar genellikle davetli
yazi konumunda oldugundan dergiye gonderilmeden &nce editér
ile iletisime gecilmesi gerekmektedir. Dergi, dogrudan goénderilen
derleme tUrt yazilar kabul etmemektedir.

Dergide yer alan bolimler asagida asagidaki gibi siniflandiriimaktadir:
- Klinik Arastirma
- Deneysel Calisma
- Olgu Sunumu

- Derleme

- Editoére Mektup

- Oneri

- Yazara Mektup

- Kitap Tanitimi

- Haberler

- Ozetler

ETiK VE HAKEM DEGERLENDIRMESI

Ulusal Romatoloji Dergisi bagimsiz, ényargisiz ve cift-koér hakemlik
ilkeleri cercevesinde yayin yapan sureli bir yayin organidir. Makale bas
editére ulasinca bilimsel kalitesi degerlendirilir ve 6n degerlendirmeyi
gecen yazilar yardimcl editoére génderilir. BoIUm editéri makaleyi 2
hakeme génderir. Hakemler 21 gun icinde kararlarini belirtmelidirler.
Yardimal editér hakem kararlarina kendi degerlendirme ve 6nerisini
ekleyerek bas editére gonderir ve son karari bas editor verir.
Hakemlerin kararlari catisiyorsa dergi editort yeni hakem atayabilir.

Derginin alinti kontrolti “Crossref Similarity Check” tarafindan
gelistirilen “iThenticate” programi kullanilarak yapiimaktadir. intihal
raporuna gore makale yazara geri gonderilebilir ya da reddedilebilir.

Yayinlanmak Uzere dergiye gonderilen yazilar daha 6nce baska bir
dergide yayinlanmamis veya yayinlanmak Uzere es zamanli olarak
herhangi bir dergiye génderiimemis olmalidir. Bilimsel toplantilarda
sunulmus bildirilerden hazirlanan yazilar, tamami yayinlanmamis olmak
kosuluyla dergiye gonderilebilir. Gelen yazilar Yayin Kurulu tarafindan
on incelemeden gecirilir. Derginin yayin amacina uygun olmayan yazilar
dogrudan reddedilebilir ya da hakem degerlendirmesine alinmadan
yayin amacina ve yayin kurallarina uygun hale getirilmesi amaciyla
yazara geri gonderilir. Dergi kapsamina uygun gorllen yazilardan
klinik arastirma, deneysel calisma, derleme ve olgu sunumu sinifi
yazilar hakem degerlendirme (es degerlendirme/peer review) strecine
girerler. Yayin Kurulu, hakem yorum ve onerileri dogrultusunda
dergiye gonderilen yazilarin yayina hazirlanmasi asamalarinda gerekli
gordugl duzeltme ve degisiklikleri énermeye yetkilidir. Dil birligini

Yazarlara Bilgi / Instructions for Authors

saglamak amaciyla ctimlenin bilimsel anlamini degistirmeyen kelime
degisikliklerini yapabilir. Es degerlendirme strecinde gerekli duzelti
asamalarini gectikten sonra sayfa duzeni yapilip yayina hazir hale
getirilen yazilarin provasi, son baski onayi icin ilgili (yazismalarin
yapildigi) yazara gondeilir.

Arastirma Etigi

Yazar(lar), insanlar tzerinde yapilan calismalarda katilimci bireylerden
Bilgilendirilmis Olur alindigini yazilarinda belirtmeli ve calismanin
yapilldigr kurumun Etik Kurulu veya esdegeri bir kuruldan alinan
onay belgesini yaziyla birlikte gondermelidir(ler). Olgu sunumlarinda,
her olgunun kendisine ait bilgilerin yayin amaciyla kullanilacagina
dair bilgilendirildigini gosterir bir belgenin sunulmasi gerekir. Tum
calismalar Helsinki Deklarasyonu’nun son degisiklikleri islenmis sekline
uygun yapilmis olmalidir. Hasta bilgileri 01.08.1998 tarih ve 23420
sayill Resmi Gazete'de yayimlanan Hasta Haklari Yonetmeligi'ne
uygun olarak alinmis olmalidir. Hayvanlar tGzerindeki sonuclari bildiren
deneysel calismalarin, Hayvan Haklari Evrensel Bildirgesi, Deneysel ve
Diger Bilimsel Amaclarla Kullanilacak Omurgali Hayvanlarin Korunmasi
Hakkindaki Avrupa Konvansiyonu (European Convention for the
Protection of Vertebrate Animals Used for Experimental and Other
Scientific Purpose), T.C. Tarim ve Kdy isleri Bakanligi'nin Deneysel
ve Diger Bilimsel Amaclar icin Kullanilan Deney Hayvanlarinin Uretim
Yerleri ile Deney Yapacak Olan Laboratuvarin Kurulus Calisma
Denetleme Usul ve Esaslarina Dair Yénetmelik, Laboratuvar Hayvanlari
Biliminin Temel ilkeleri (Principles of Laboratory Animal Science),
laboratuvar hayvanlarinin bakim ve kullaniimasiyla ilgili el kitaplarinda
yer alan kural ve ilkelere uygun olarak ve calismanin yapildigi kurumda
mevcut ise, Deney Hayvanlari Etik Kurulu'ndan alacaklari onay
sonrasinda yapilmis olmasi gerekir. Etik Kurul onayi yazi ile birlikte
sunulmalidir. Yazilarda, insan ve hayvanlarda yapilan calismalarda
kullanilan ameliyat sonrasi agri giderici tedavi ydntemleri hakkinda da
bilgi verilmelidir.

Yayin Etigi ve Kotiiye Kullanim Bildirgesi

Ulusal Romatoloji Dergisi yayin etigini en yuksek standartlarda
uygulamayi ve Yayin Etigi ve Kotlye Kullanim Bildirgesinin asagidaki
ilkelerine uymayi taahhtt eder. Bu bildirge Committee on Publication
Ethics (COPE), Council of Science Editors (CSE), World Association
of Medical Editors (WAME) ve International Committee of Medical
Journal Editors (ICMJE) adl birlik ve inisiyatiflerin, dergi editorleri
icin gelistirdikleri 6neri ve kilavuzlar temel alinarak hazirlanmistir.
Yayimlanmak Uzere dergiye génderilen yazilar daha 6nce baska bir
dergide yayimlanmamis (bilimsel toplantilarda sunulmus ve tam metin
yayimlanmis bildiriler dahil) veya yayimlanmak Uzere eszamanli olarak
herhangi bir dergiye gdénderilmemis olmalidir. Dergiye goénderilen
yazilar, bir editor ve en az iki danisman (hakem) tarafindan incelenmek
suretiyle tek-kor es degerlendirme (peer review) surecine alinir.
Dergimiz gonderilen yazilarin herhangi bir asamada, amaca yonelik
bir yazilim araciligiyla intihal acisindan incelenebilecedi hakkini sakli
tutar. Bu amacla intihale yonelik izinsiz alintt ya da dizmece
veriler, sahtecilik (tablo sekil ya da arastirma verilerinin uydurma
ya da manipule edilmis olmasi) ve arastirmada uygunsuz insan ya
da hayvan denekler kullanimina yonelik incelemeler séz konusu
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olabilir. Bu standartlara uygun olmayan yazilar dergide yayimlanmaz.
Bu standartlara uygun olmayan yazilar dergide yayimlanmaz. Bu
kural, yayimlanma sonrasi asamada saptanabilecek bu standartlarla
ilgili herhangi bir uyumsuzluk durumunda da gecerlidir ve yazinin
yayimdan geri cekilmesini gerektirir. Yayin etigi geregi dergimiz intihal
ya da duplike yayin stphesi durumlarini rapor edecektir. Dergimiz,
yayin etiginin kotlye kullanimi ya da ihlali ile ilgili olasi durumlarda
COPE tarafindan gelistirilen Yayin Etigi Akis Semalarini temel alir.

Yazar Sorumlulugu

Yazarlar gonderdikleri yazilarin  6zgUnliguni teminat altina
almalidir. Yazinin daha o6nce herhangi bir yerde, herhangi bir
dilde yayimlanmadigi ya da yayimlanmak Uzere degerlendirmeye
alinmis olmadigini beyan etmelidirler. Gecerli telif hakki s6zlesme
ve yasalarina uymalidirlar. Dergimizde tablo, sekil ya da diger
katki sunan alintilar gibi telifli materyal ancak gecerli izin ve telif
onay! ile yayimlanir. Yazarlar; baska yazarlar, katki saglayicilar ya
da kaynaklara uygun bir bicimde atif yapmali ve ilgili kaynaklari

belirtmelidir. Arastirma tlrG yazilarin = (kisa raporlar dahil)
yazar(lar)i “calismayr tasarlama”, “verileri toplama”, “verileri
inceleme”, “yaziyl yazma"” ve “verilerin ve analizlerin dogrulugunu
onaylama” asamalarindan en az 3 tanesine katiimis olmak ve bu

durumu beyan etmek zorundadir. Yazarlar, calisma ile ilgili bilinmesi
gereken ve calismanin bulgularini ya da bilimsel sonucunu potansiyel
olarak etkileyebilecek bir mali iliskiyi ya da cikar cakismasi (conflict
of interest) veya rekabet (competing interest) alanlarini aciklamakla
yukumludur. Calismaya yapilan tim mali katkilari, sponsorluklari ya
da proje desteklerini aciklikla bildirmelidirler. Derginin Cikar Cakismasi
Politikasi ile ilgili ayrintili bilgiyi de iceren ve olasi cikar cakismasi
durumunda kullanilabilecek “Cikar Cakismasi Beyan Formu”na PDF
dokiimani olarak erisilebilir. Yazar yayimlanmis yazisinda anlamli bir
bilimsel hata ya da uygunsuzluk saptadiginda, yaziyi geri cekme ya
da hatayr dizeltme amaciyla olabildigince hizli bir sekilde editor ile
temasa gecme yUkumluluguna tasir.

Hakem Sorumluluklar

Hakemler gelen vyazilari, yazarlarinin etnik koken, cinsiyet, cinsiyet
tercihi, tabiyet, dini inanis ya da politik felsefelerini dikkate almaksizin
bilimsel icerik acisindan degerlendirir. Hakemler acisindan; arastirma,
yazarlari ya da destekleyiciler ile ilgili bir cikar veya rekabet cakismasi
bulunmamalidir. Hakem kararlari nesnel olmalidir. Hakemler yazar
tarafindan atif yapiimamis yayimlanmis ilintili yayinlari belirtmelidir.
Gonderilen yazi ile ilgili tum bilgilerin gizli tutulmasi ve yazar
tarafindan yapilan telif hakki ihlali ve intihal durumlarinin farkina
vardiginda Editore bildirilmesi ile yiktumludurler. Hakem, génderilen
bir yazinin iceriginin kendi bilimsel alani ya da birikimi ile uyumsuz
oldugunu dustndiginde ya da hizli bir degerlendirme yapamayacag
durumlarda Editoru bilgilendirmeli ve degerlendirme strecinden affini
istemelidir.

Editor Sorumluluklar

Editorler gelen yazilari, yazarlarinin etnik koken, cinsiyet, cinsiyet
tercihi, tabiyet, dini inanis ya da politik felsefelerini dikkate almaksizin
bilimsel icerik acisindan degerlendirmelidir. Gonderilen vyazilarin
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yayimlanmasi icin adil bir es degerlendirme sureci saglamaldirlar.
Gonderilen yazi ile ilgili tim bilgilerin yayimlanana kadar gizli
tutulmasini garanti altina almalidirlar. Editorler yayinin icerigi ve
toplam kalitesinden sorumludur. Erratum sayfalari yoluyla gerektiginde
dizeltme yayimlamalidirlar. Editor; yazarlar, editorler ve hakemler
arasinda olabilecek herhangi bir cikar veya rekabet cakismasina
olanak vermemelidir. Ulusal Romatoloji Dergisinde hakem atamasinda
sadece Editor tam yetkiye sahip olup yazilarin yayimlanmasi ile ilgili
sonuc kararindan da kendisi sorumludur.

YAYIN POLITiKASI

Tdm makaleler bilimsel katkilari, 6zgunlik ve icerikleri acisindan
bilimsel komite tarafindan degerlendirilecektir. Yazarlar verilerinin
dogrulugundan sorumludurlar. Dergi gerekli gérdigu yerlerde dil ve
uygun degisiklik yapma hakkini sakli tutar. Gereginde makale revizyon
icin yazara gonderilir. Daha 6nce herhangi bir dilde yayinlanmis
makaleler dergide yayinlanmak Gzere kabul edilmeyecektir. Yazarlar bir
baska dergide yayinlanmak Gzere olan makaleyi teslim edemez. Tim
degisiklikler, yazar ve yayincinin yazili izin alindiktan sonra yapilacaktir.
Tum makalelerin tam metinleri derginin www.manuscriptmodule.
com/raed web sitesinden indirilebilir.

Yayin Politikasi ve Makale Yazim Kurallari asagida belirtilen
maddeler “Recommendations for the Conduct, Reporting, Editing,
and Publication of Scholarly Work in Medical Journals (ICMJE
Recommendations)” (2013, http://www.icmje.org/) temel alinarak
hazirlanmistir.

Arastirma makalelerinin hazirligi, sistematik derleme, meta-analizleri
ve sunumu ise uluslararasi kilavuzlara uygun olmalidir:

Randomize calismalar icin; CONSORT (Moher D, Schultz KF, Altman
D, for the CONSORT Group. The CONSORT statement revised
recommendations for improving the quality of reports of parallel
group randomized trials. JAMA 2001; 285:1987-91) (http://www.
consort-statement.org/).

Sistematik derleme ve meta-analizlerin raporlamalari icin; PRISMA
(Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group.
Preferred Reporting Items for Systematic Reviews and Meta-Analyses:
The PRISMA Statement. PLoS Med 2009; 6(7): e1000097) (http:/
Www.prisma-statement.orgy/).

Tanisal degerli calismalar icin; STARD (Bossuyt PM, Reitsma JB, Bruns
DE, Gatsonis CA, Glasziou PP, Irwig LM, et al, for the STARD Group.
Towards complete and accurate reporting of studies of diagnostic
accuracy: the STARD initiative. Ann Intern Med 2003;138:40-4)
(http://Awww.stard-statement.org/).

Gozlemsel calismalar icin; STROBE (http://www.strobe-statement.
org/).

Meta-analizleri ve gdzlemsel calismalarin sistematik derlemeleri icin;
MOOSE (Stroup DF, Berlin JA, Morton SC, et al. Meta-analysis of
observational studies in epidemiology: a proposal for reporting
“Meta-analysis of observational Studies in Epidemiology” (MOOSE)
group. JAMA 2000; 283: 2008-12).

Ulusal Romatoloji Dergisi / Journal of Turkish Society for Rheumatology « Cilt / Volume 14 « Sayi / Issue 1 « Nisan / April 2022 A-V




Ulusal

ROMATOLOJI Dergisi

WWW. romatolopderg\sw org

GENEL KURALLAR

Asagida belirtilen 6zelliklerin disinda yazilarla ilgili ilkeler acisindan
“International Committee of Medical Journal Editors (ICMJE). Uniform
Requirements for Manuscripts” dokUmanlari (www.icmje.org) esas
alinmalidir.

Dergiye gonderilecek yazilarda bulunmasi gereken boltmler sirasi ile
sunlardir ve her biri ayri sayfada baslayacak sekilde sunulmalidir:

Sayfa 1: Baslik sayfasi
Sayfa 2: Turkce Baslik, Ozet ve Anahtar Sozcikler

Sayfa 3: ingilizce Baslik (Title), Ozet (Abstract) ve Anahtar Sézcikler
(Key words)

Sayfa 4 ve sonrasi: Temel Metin
Sonraki sayfa: Kaynaklar

Sonraki sayfa: Tablo Aciklama Yazisi ve Tablo (her tablo ayri sayfada
belirtilmelidir)

Sonraki sayfa: Sekil ve Resim Alt Yazilari ve Resim/Sekiller (her sekil
ayri sayfada belirtilmelidir)

Baslik Sayfasi
Baslik sayfasinda asagidaki siralama gézetilmelidir:

1- Yazinin génderildigi kategori (klinik arastirma, deneysel calisma,
derleme, olgu sunumu vb)

2- Yazinin bashgi (baslk 80 karakteri gecmemeli ve standart disi
kisaltmalar icermemelidir)

3- Yazarlarin ad, soyad, iletisim adresleri ve arastirmanin yapildigi
sirada calistiklar kurum

4- Yazinin, dergide yayinlandiginda devam sayfalarinin Gst tarafinda
gorinmesi arzu edilen ve 40 karakteri gecmeyen kisaltiimis bashgi

5- Varsa destekleyen kurum ve kuruluslar

6- Yazi daha 6nce sunulmussa, sunuldugu toplantinin ayrintilari
7- iletisim kurulacak yazarin haberlesme bilgileri

8- Eger varsa yazinin icerigiyle ilgili maddi destegin belirtiimesi

Tiirkce Ozet

Arastirma yazilarinda Amac, Yontem, Bulgular ve Sonuc boéltimlerinden
olusmali ve 250 kelimeyi gecmemelidir. Derleme ve olgu bildirilerinde
yapilandirilmamis 6zet verilmelidir. Olgu sunumlarinin 6zeti 100
kelimeyi gecmemelidir. Tirkce 6zet sayfasinda en az 3 en fazla 6
anahtar kelime belirtilmelidir.

ingilizce Ozet

Arastirma yazilarinda “Objectives”, “Methods”, “Results”, and
“Conclusions” bolumlerinden olusmalidir ve 250 kelimeyi
gecmemelidir. ingilizce Ozet sayfasinda en az 3 en fazla 6 ingilizce
anahtar sézclk belirlenmeli, yazinin ingilizce bashgr eklenmelidir.

Temel Metin

Giris, Hastalar/Gerec ve Yoéntem, Bulgular, Tartisma ve Kaynaklar
boélumlerinden olusmalidir.  Kisaltmalar standart olmali ve ilk
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kullanildiginda parantez icinde aciklanmalidir. Olciimlerde uluslararasi
kabul edilmis birimler kullanilmalidir.

Tablo, Sekil ve Resimler

Metinde kullanilis sirasina goére numaralandiriimali ve gereksiz
kullanimdan kacinilmalidir. Olgularda kullanilan fotograflarda izin
alinmali ve taninmay! 6nlemek icin gerekli tedbirler uygulanmalidir.
Fotograf ve varsa cizim kalitesine 6zen gosterilmelidir. Yayin Kurulu
yeterli kalitede olmadigi gerekcesiyle tablo, sekil ve resimlerde
duzeltme veya yenileme isteginde bulunabilir. Sekil ve resimlerin
orijinal olmalari gerekir. Baska bir yayin icinde kullaniimis bulunan
resim, sekil ve grafiklerin dergimizde yayimlanabilmesi icin, gerekli
izinler yazarlar tarafindan ve makale basvurusu yapilmadan 6nce
alinmalidir. iznin alindigini gésterir belgenin kopyasi yaziyla birlikte
dergiye gonderilmelidir.

Kaynaklar

Kaynaklar glincel ve yazi icin gerekli olanlardan secilmelidir. Yaz
metninde kaynaklar parantez icinde gosterilmeli ve kullanilis sirasina
gore numaralandiriimalidir. Sureli yayin adlar PubMed kurallarina
uygun olarak kisaltilmali, burada yer almayan dergilerin adlarinda
kisaltma kullanilmamalidir. Bildiri 6zetlerinin kaynak gosterilmesinden
kacinilmalidir. Bir dergi tarafindan kabul edilmis fakat heniz
yayimlanmamis olan yazilar gerektigi sekilde belgelendirilerek kaynak
olarak kullanilabilir. Kabul edilmemis yazilar da dahil olmak Uzere
bunun disindaki bilgi, yazi icinde “yayinlanmamis gézlem” oldugu
belirtilerek kullanilabilir. Kaynaklar asagidaki érneklere gore yazilmali
ve 6 yazara kadar olan kaynaklarda yazarlarin tamami sunulmali,
daha fazla yazari olan kaynak kinyeleri, ilk 3 yazar ve sonuna ve ark.
(yabanci dildeki kaynaklarin kinyelerinde et al.) kisaltmasi gelecek
sekilde duzenlenmelidir. Kaynaklarin dogrulugu acisindan sorumluluk
yazarlara aittir.

Ornekler
Turkce sureli yayin 6rnegi:
Goksedef D, Omeroglu NO, Denli S, Ureyen C, Sayilgan C, ipek G.

Sistemik lupus eritematozuslu bir olguda aort yetmezligi nedeniyle
aort kapak replasmani. Cerrahpasa Tip Dergisi 2008;39:73-5.

Yabanci dilde sreli yayin érnegi:

Wolfe F, Hawley DJ, Cathey MA. Termination of slow acting
antirheumatic therapy in rheumatoid arhritis: a 14-year prospective
evaluatin of 1017 consecutive starts. J Rheumatol 1990;17:994-1002.

Elektronik dergide yayimlanan sdreli yayin érnegi:

Yurdakul S. Is there really a higher risk for infection with anti
TNF-alpha agents or is there a selection bias? Lett Ed Rheumatol
1(1):2110006. doi:10.2399/ler.11.0006

Kitap bolumu érnegi:
Buchanan WW, Dequeker J. History of rheumatic diseases. In:

Hochberg MC, Silman AJ, Smolen JS, Weinblatt ME, Weisman MH,
editors. Rheumatology. Edinburgh: Mosby; 2003:3-8.
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Hazirlanan yazilarin dergiye gonderilmeden ¢nce asagidaki kontrol
listesine gore gozden gecirilmesi 6nerilir:
1- Baslik sayfasi

2- Ozetler (Turkce ve Ingilizce; olgu sunumlarinda en fazla 100 sézcik,
digerlerinde en fazla 250 sozciik; arastirma yazilarinda yapilandiriimis)

3- Anahtar sozcukler (en az 3'er adet)
4- Temel metin (alt basliklar)

Ulusal Romatoloji Dergisi / Journal of Turkish Society for Rheumatology « Cilt / Volume 14 « Sayi / Issue 1 « Nisan / April 2022  SVARVII

Yazarlara Bilgi / Instructions for Authors

5- Kaynaklar (ICMIJE kurallarina uygunluk)

6- Sekil, tablo ve resimler (numaralandirma; alt yazilar; 6zgunlik/izin
yazisl)

7- Basvuru mektubu
8- Telif Hakki Devir Formu (tm yazarlar tarafindan imzalanmis)
9- Cikar Cakismasi Beyan Formu (gereginde)
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Journal of Turkish Society for Rheumatology (formerly RAED Journal),
the official organ of Turkish Society for Rheumatology, is a peer-
reviewed scientific journal published three times in a year in Turkish
or English (p-ISSN: 2651- 2653). The journal publishes original
contributions in the form of experimental and clinical research
articles, case reports, reviews, news, letters to the editor and authors
as well as announcements related to all topics of rheumatology. Also,
abstracts or full texts of scientific meetings in rheumatology can be
published as supplements of the journal. The reviews are usually
invited; therefore it is necessary to contact the editor before sending
them to the journal. The journal does not accept reviews which are
directly submitted.

The article types in the journal are classified as below:
- Clinical Research Article
- Experimental Study

- Case Report

- Review

- Letter to the Editor

- Recommendation

- Letter to the Author

- Book Review

- News

- Abstracts

ETHICS & PEER-REVIEW

Journal of Turkish Society for Rheumatology is an independent
journal based on double-blind peer-review principles. The manuscript
is assigned to the Editor-in-Chief, who reviews the manuscript and
makes an initial decision based on manuscript quality and editorial
priorities. Manuscripts that pass initial evaluation are sent to an
Associate Editor. The Associate Editor assigns the manuscript to
two reviewers (internal and/or external reviewers). The reviewers
must review the manuscript within 21 days. The Associate Editor
recommends a decision based on the reviewers’ recommendations
and sends the manuscript to the Editor-in-Chief. The Editor-in-Chief
makes a final decision based on editorial priorities, manuscript quality,
and Associate Editor’s and reviewers' recommendations. If there are
any conflicting recommendations from reviewers, the Editor-in-Chief
can assign a new reviewer.

All manuscripts submitted are screened for plagiarism using Crossref
Similarity Check powered by “iThenticate” software. Results indicating
plagiarism may cause manuscripts being returned or rejected.

Manuscripts sent to the journal for publication should not have
been previously published in another journal or sent to any journal
simultaneously to be published. Manuscripts prepared from papers
presented at scientific meetings can be sent to the journal, provided
that they are not fully published. Incoming articles are pre-examined
by Editorial Board. Manuscripts that are not suitable for publication
purposes may be rejected directly or sent back to the author for
publication and publication rules without being evaluated by the
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reviewer. Among the articles deemed appropriate for the scope of
the journal, clinical research, experimental study, review and case
report class articles enter the peer-review process. The Editorial Board
is empowered to propose the corrections and changes it deems
necessary during the preparation of the articles sent to the journal in
line with the comments and suggestions of the reviewers. In order to
ensure language unity, he/she can make word changes that do not
change the scientific meaning of the sentence. After the necessary
correction steps have passed in the peer evaluation process, the proof
of the articles that are made ready for publication and the page layout
is sent to the relevant author (for whom correspondence is made) for
the final print approval.

Research Ethics

The author(s) should indicate in their articles that Informed Consent
was received from the participating individuals in the studies
conducted on people and send the approval document(s) received
from the Ethics Committee or equivalent board of the institution
where the study was conducted. In case reports, a document must be
presented, indicating that each case is informed that their information
will be used for publication. All work must have been done in
accordance with the final amendments to the Helsinki Declaration.
Patient information should be obtained in accordance with the
Patient Rights Regulation published in the Official Gazette dated
01.08.1998 and numbered 23420. The European Convention for the
Protection of Vertebrate Animals Used for Experimental and Other
Scientific Purpose, by the Universal Declaration of Animal Rights,
which reports results on animals, for the Protection of Vertebrates
to be Used for Experimental and Other Scientific Purposes, T.C. The
Regulation of the Ministry of Agriculture and Rural Affairs on the
Production Areas of the Experimental Animals Used for Experimental
and Other Scientific Purposes and the Regulation on the Establishment
Operation Control Procedures and Principles of the Laboratory to
Experiment, the Principles of Laboratory Animal Science, by the care
and use of laboratory animals. If it is available in accordance with
the rules and principles contained in the relevant manuals and in the
institution where the study is carried out, it should be made after
approval from the Experimental Animals Ethics Committee. Ethics
Committee approval must be submitted with the letter. In the articles,
the information should be given about post-operative pain-relieving
treatment methods used in human and animal studies.

Publication Ethics and Malpractice Statement

Journal of Turkish Society for Rheumatology undertakes to apply
the publication ethics to the highest standards and to comply
with the following principles of the Publication Ethics and Abuse
Declaration. This declaration is prepared based on the suggestions
and guidelines developed by the journal on editors of the Committee
on Publication Ethics (COPE), Council of Science Editors (CSE), World
Association of Medical Editors (WAME) and International Committee
of Medical Journal Editors (ICMJE). Manuscripts sent to the journal
for publication should not have been previously published in another
journal (including papers presented at scientific meetings and
published in full text) or simultaneously not sent to any journal for
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publication. Manuscripts sent to the journal are taken into the peer
review process by an Editor and at least two consultants (reviewers).
Our journal reserves the right to examine the submitted articles at
any stage in terms of plagiarism through a purposeful software. For
this purpose, unauthorized quotations or fraudulent data regarding
plagiarism, fraudulence (made up or manipulated in the form or
research data of the table) and investigations may be subject to
inappropriate human or animal subjects. Manuscripts that do not
comply with these standards are not published in the journal. This
rule also applies in case of any incompatibility with these standards
which can be determined at the post-publishing stage and requires
the withdrawal of the article from the publication. Due to publication
ethics, our journal will report cases of plagiarism or duplicate
publication. Our journal is based on Publication Ethics Flowcharts
developed by COPE in possible situations related to malpractice or
violation of publication ethics.

Author Responsibility

Authors should ensure the authenticity of the articles they send.
They must declare that the manuscript has not been published in
any language, or has been evaluated for publication. They must
comply with applicable copyright contracts and laws. In our journal,
copyrighted material such as tables, figures or other contributory
citations is published only with valid permission and copyright
approval. Authors; other authors, contributors or sources should
cite appropriately and indicate relevant sources. Participating in at
least three stages of research type articles (including short reports)
"designing the study”, “collecting data”, “reviewing data”, “writing
the article” and “confirming the accuracy of data and analysis”
must declare. The authors are responsible for disclosing a financial
relationship or areas of conflict of interest or competing for interest
that should be known about the study and potentially affect the
findings or scientific outcome of the study. They must explicitly report
all financial contributions, sponsorships or project supports to the
study. The “Conflict of Interest Conflict Declaration Form”, which
contains detailed information about the journal’s Conflict of Interest
Policy and can be used in case of potential conflict of interest, is
available as a PDF document. When the author detects a meaningful
scientific error or incompliance in his published article, he has an
obligation to contact the Editor as quickly as possible for the purpose
of withdrawing or correcting the article.

"o 7

Reviewer Responsibilities

Reviewers evaluate incoming articles in terms of scientific content,
regardless of their authors’ ethnicity, gender, gender preference,
nationality, religious belief, or political philosophy. For the reviewers;
there should be no conflict of interest or competition regarding
research, authors or promoters. Reviewer decisions must be objective.
The Reviewers should indicate the related publications that have not
been cited by the author. They are obliged to keep all information
regarding the submitted article confidential and inform the Editor
when they become aware of copyright infringement and plagiarism
by the author. The reviewer should inform the Editor and ask for
forgiveness from the evaluation process when he considers that the
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content of a sent article is incompatible with his or her scientific field
or knowledge, or when he cannot make a quick evaluation.

Editor Responsibilities

Editors should evaluate incoming articles in terms of scientific content,
regardless of their authors’ ethnicity, gender, gender preference,
nationality, religious belief, or political philosophy. They must provide
a fair peer-review process for the publication of the submitted articles.
They must ensure that all information regarding the submitted letter
is kept confidential until it is published. Editors are responsible for
the content and overall quality of the publication. If necessary, they
should publish a correction through the Erratum pages. The Editor
should not allow any conflicts of interest or competition between
authors, editors and reviewers. Only the Editor has full authority in
the assignment of the reviewers in the Journal of Turkish Society for
Rheumatology and is also responsible for the final decision on the
publication of the articles.

PUBLICATION POLICY

All articles will be evaluated by the scientific committee in terms of
their scientific contributions, originality and content. Authors are
responsible for the accuracy of their data. The journal reserves the
right to change the language and appropriate changes where it
deems necessary. If necessary, the article is sent to the author for
revision. Articles previously published in any language will not be
accepted for publication in the journal. Authors cannot submit an
article that is about to be published in another journal. All changes
will be made after the written permission of the author and publisher.
The full text of all articles can be downloaded from the journal’s
website, www.manuscriptmodule.com/raed.

The Editorial Policies and General Guidelines for manuscript
preparation specified below are based on “Recommendations for
the Conduct, Reporting, Editing, and Publication of Scholarly Work
in Medical Journals (ICMJE Recommendations)” by the International
Committee of Medical Journal Editors (2013, archived at http://www.
icmje.org/).

Preparation of research articles, systematic reviews and meta-analyses
must comply with study design guidelines:

CONSORT statement for randomized controlled trials (Moher D,
Schultz KF, Altman D, for the CONSORT Group. The CONSORT
statement revised recommendations for improving the quality of
reports of parallel-group randomized trials. JAMA 2001; 285: 1987-
91) (http://www.consort-statement.org/);

PRISMA statement of preferred reporting items for systematic reviews
and meta-analyses (Moher D, Liberati A, Tetzlaff J, Altman DG, The
PRISMA Group. Preferred Reporting Items for Systematic Reviews
and Meta-Analyses: The PRISMA Statement. PLoS Med 2009; 6(7):
€1000097.) (http://Awww.prisma-statement.org/);

STARD checklist for the reporting of studies of diagnostic accuracy
(Bossuyt PM, Reitsma JB, Bruns DE, Gatsonis CA, Glasziou PP, Irwig
LM, et al., for the STARD Group. Towards complete and accurate
reporting of studies of diagnostic accuracy: the STARD initiative. Ann
Intern Med 2003;138:40-4.) (http://www.stard-statement.orgy/);
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STROBE statement, a checklist of items that should be included
in reports of observational studies (http://www.strobe-statement.
org/);

MOOSE guidelines for meta-analysis and systemic reviews of
observational studies (Stroup DF, Berlin JA, Morton SC, et al. Meta-
analysis of observational studies in epidemiology: a proposal for
reporting Meta-analysis of observational Studies in Epidemiology
(MOOSE) group. JAMA 2000; 283: 2008-12).

GENERAL RULES

Apart from the features mentioned below, “International Committee
of Medical Journal Editors (ICMJE). Uniform Requirements for
Manuscripts” documents (www.icmje.org) should be taken as a basis.

The sections that should be included in the articles to be sent to the
journal are as follows and should be presented in a way that each
starts on a separate page:

Page 1: Title page

Page 2: Turkish Title, Abstract and Keywords
Page 3: Title, Abstract and Key Words in English
Page 4 and afterwards: Main Text

Next page: Resources

Next page: Table Explanation and Table (each table should be
specified on a separate page)

Next page: Figure and Image Subtitles and Image / Shapes (each
shape must be specified on a separate page)

Title Page

The title page should be considered in the following order:

1- The category in which the article was sent (clinical research,
experimental study, review, case report, etc.)

2- Title of the article (the title should not exceed 80 characters and
should not contain non-standard abbreviations)

3- Name, surname, contact addresses of the authors and the
institution they work at the time of the research

4- The abbreviated title of the article, which is desired to appear at
the top of the continuation pages when published in the journal and
does not exceed 40 characters.

5- Supporting institutions and organizations, if any

6- If the article has been submitted before, details of the meeting it
was presented

7- Communication information of the author to be contacted

8- Indicating the financial support regarding the content of the article,
if any

Turkish Abstract

The research articles should consist of the “Objectives”, “Methods”,
“Results”, and “Conclusions” sections and should not exceed 250
words. An unstructured abstract should be provided in reviews and
case reports. The abstract of case reports should not exceed 100
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words. A minimum of 3 and a maximum of 6 keywords should be
specified in the Turkish abstract page.

English Abstract

The research articles should consist of “Objectives”, “Methods”,
“Results”, and “Conclusions” sections and should not exceed
250 words. At least 3, maximum of 6 English keywords should be
determined in the English Abstract page, and English title of the
article should be added.

Main Text

The introduction should consist of the Patients / Materials and
Methods, Results, Discussion and References sections. Abbreviations
should be standard and should be explained in parentheses when
they are used first. Internationally accepted units should be used in
the measurements.

Tables, Figures and Images

It should be numbered in the order of use in the text, and unnecessary
use should be avoided. In the photographs used in the cases,
permission should be obtained, and necessary measures should
be applied to prevent recognition. Attention should be paid to the
quality of photographs and drawings if any. Editorial Board may
request correction or renewal in tables, figures and pictures on the
grounds that it is not of sufficient quality. Figures and pictures must
be original. In order for the pictures, figures and graphics used in
another publication to be published in our journal, the necessary
permissions must be obtained by the authors and before applying
for an article. A copy of the document indicating that the permit has
been obtained must be sent to the journal with the article.

References

References should be selected from the ones that are up to date and
necessary for the article. References in the text should be indicated in
parentheses and numbered according to the order of use. Name of
the journals should be abbreviated in accordance with PubMed rules,
and abbreviations should not be used in the names of journals which
are not included here. Citation of proceedings should be avoided.
Manuscripts accepted by a journal but not yet published can be
documented as required and used as a source. Information other than
this, including unaccepted articles, can be used by stating that there
is “unpublished observation” in the article. References should be
written according to the examples below, and all the authors should
be presented in references up to 6 authors, references which have
more authors should be arranged in a way that et al.”” abbreviation
will be placed at the end of the first three authors. The responsibility
for the accuracy of the references belongs to the authors.

Examples
Periodical publication example in Turkish:

Goksedef D, Omeroglu NO, Denli S, Ureyen C, Sayilgan C, ipek G.
Sistemik lupus eritematozuslu bir olguda aort yetmezligi nedeniyle
aort kapak replasmani. Cerrahpasa Tip Dergisi 2008;39:73-5.
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Periodical publication example in a foreign language:

Wolfe F, Hawley DJ, Cathey MA. Termination of slow-acting
antirheumatic therapy in rheumatoid arhritis: a 14-year prospective
evaluatin of 1017 consecutive starts. J Rheumatol 1990;17:994-1002.

Example of periodical publication published in an online journal:

Yurdakul S. Is there really a higher risk for infection with anti
TNF-alpha agents or is there a selection bias? Lett Ed Rheumatol
1(1):110006. doi:10.2399/ler.11.0006

Example of book section:

Buchanan WW, Dequeker J. History of rheumatic diseases. In:
Hochberg MC, Silman AJ, Smolen JS, Weinblatt ME, Weisman MH,
editors. Rheumatology. Edinburgh: Mosby; 2003:3-8.

It is recommended that the prepared articles are reviewed according
to the following checklist before being sent to the journal:
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8- Copyright Transfer Form (signed by all authors)
9- Conflict of Interest Declaration Form (if required)



Ulusal

ROMATOLOJI DCI‘ isi icindekiler / Contents

15

23

29

32

36

40

46

WWW. romatolopderg\sw org

Orijinal Arastirmalar / Original Article

Validity and reliability of the Turkish version of “self-care behaviour scale” in patients with rheumatoid arthritis

Romatoid artritli bireylerde "6z bakim davranislari 6lceginin” Turkce gecerlilik ve guvenilirligi
Berna Cafer Karalar, Yasemin Tokem, Filiz Ozel; izmir, Turkey

Cerebral venous sinus thrombosis in Behcet's disease: A retrospective single-centre study

Behcet hastaliginda serebral vendz sinUs trombozu: Retrospektif tek merkezli bir calisma
Lutfi Akyol, Kerim Aslan, Cemal Glrbiiz, Metin Ozgen, Mehmet Sayarlioglu; Diyarbakir, Samsun, Turkey

Ischemia-modified albumin levels are elevated, and thiol/disulfite homeostasis is impaired in Behcet's disease

Behcet hastaliginda iskemi modifiye albumin duzeyleri ytkselmis, tiyol/distlfit homeostazisi ise bozulmustur
Ahmet Kor, Yuksel Maras, Ebru Atalar, Esra Firat Oguz, Kevser Gék, Ozcan Erel; Ankara, Turkey

Romatoid artritte akciger tomografisi bulgular ve klinik 6zelliklerle iliskileri

Lung tomography findings in rheumatoid arthritis and their relationship with clinical features
Sevtap Acer Kasman, Mehmet Engin Tezcan; istanbul, Turkiye

Olgu Sunumlari / Case Reports

ANCA-associated vasculitis with temporal artery involvement: A report of two cases

Temporal arter tutulumu olan ANCA iliskili vaskulit: Olgu sunumu
Ozkan Varan, Betul Ogut, Hamit Kiclk, Abdurrahman Tufan, Ayse Dursun, Berna Géker; Ankara, Turkey

Morfea ve ellerde fasiit gelisen bir olgu

Morphea and a case with fasciitis in the hands
Mehtap Tinazh, Hulya Vahedi, Deniz Aydin; Lefkosa, KKTC

Is it a liver abscess or liver infarction? Diagnostic dilemma in a patient with systemic lupus erythematosus and
antiphospholipid syndrome: a case-based mini review

Karaciger apsesi mi yoksa nekrozu mu? Sistemik lupus eritematoz ve antifosfolipid antikor sendromu olan hastada
tanisal ikilem: Olgu esliginde kisa bir derleme
Resit Yildirim, Déndi Uskidar Cansu, Mustafa Dinler, Deniz Arik, Cengiz Korkmaz; Eskisehir, Turkey

Relapsing polychondritis with pituitary adenoma
Hipofiz adenomu ile tekrarlayan polikondrit birlikteligi

Haberler / News

Haberler - Hazirlayan: Giilay Koca

AONIB  Ulusal Romatoloji Dergisi / Journal of Turkish Society for Rheumatology « Cilt / Volume 14 « Sayi / Issue 1 » Nisan / April 2022



Ulusal

ROMATOLOJI DCI‘ isi Editdrden / Editorial

WWW. romatolopderg\sw org

Sevgili Okurlarimiz,

Ulusal Romatoloji Dergimiz (eski adiyla RAED dergisi) daha 6nce duzenli bir sekilde yayimlanarak EBSCO, J-Gate,
Index Copernicus, EuroPub ve GALE indekslerine girmeyi basarmisti. 2022 yili itibari ile gerekli kriterleri karsilayarak
ULAKBIM’e (TR dizin) de katilmis bulunuyoruz.

Dergimizin bu noktaya gelmesinde emegi gecen Editér Kurulundaki tim arkadaslarima, TRD Y&netim Kuruluna,
Dernek Sekreterimize ve siz yazar ve hakemlerimize yine cok tesekklr ediyorum.

Bu yeni dénemde, ULAKBIM buinyesinde kalabilmemiz icin de cok énem tasiyan, orijinal arastirma sayilarimiz hizla
artiyor. Bu sayimizda ilk kez ingilizce olarak yayinlanan calismalar cogunlugu olusturuyor. Orijinal makalelerimizden
ilkinde Berna Cafer Karalar ve ark. romatoid artrit'li (RA) bireylerde “6z bakim davranislari 6lceginin” Turkce
gecerlilik ve gtivenirliligini degerlendiriyorlar. Sonraki iki Behcet hastaligi (BH) yazimizdan ilkinde Lutfi Akyol ve ark.
hastaligin 6nemli bir damar tutulumu olan serebral sints trombozu ile ilgili deneyimlerini paylasirken, diger yazida
Ahmet Kor ve ark. Behcet hastaligi ile iskemi modifiye albtimin ve tiyol molekulleri arasindaki iliskiyi ve BH'ye bagh
gelisebilecek komplikasyonlarda bu molekullerin serum dizeylerini degerlendiriyorlar. Son yazimizda da Sevtap
Acer Kasman ve Mehmet Engin Tezcan RA’li hastalarda akciger tomografisindeki bulgular ile demografik, klinik ve
komorbid risk faktorleri arasindaki iliskiyi arastiriyorlar. Ayrica 4 ilginc olgu sunumu da bu sayida yer alacak.

Saygilarimla,

Editorler Kurulu Adina
Haner Direskeneli
Editor
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Validity and reliability of the Turkish version of “self-care
behaviour scale” in patients with rheumatoid arthritis

Romatoid artritli bireylerde “6z bakim davranislari 6lceginin” Tiirkce gecerlilik ve glivenilirligi

® Berna Cafer Karalar!, ®Yasemin Tokem?, ® Filiz Ozel3

Tizmir Katip Celebi University, Atatirk Training and Research Hospital, Clinic of Internal Medicine, [zmir, Turkey
2izmir Katip Celebi University Faculty of Health Sciences, Division of Nursing, Department of Internal Medicine Nursing, Izmir, Turkey
3Kastamonu University Faculty of Health Sciences, Division of Nursing, Department of Internal Medicine Nursing, Izmir, Turkey

Abstract

Objective: Rheumatoid arthritis is a chronic disease that requires long-
term medication, has several side effects and limits the individual's
daily life that may cause self-care deficiency. Therefore, self-care
behaviors of the patients should be identified systematically and self-
care behaviors should be supported accordingly. This study aimed to
analyze whether or not the scale of self-care behavior was a valid and
reliable tool to measure self-care behaviors in the Turkish rheumatoid
arthritis population.

Methods: The study was conducted between February 1,
2017 - August 30, 2017 in a rheumatology clinic of a university
hospital. For language validity, the scale was translated from English
and then translated from Turkish to English. For the validity of the
items of the translated scale, ten expert opinions were obtained and
finalized the scale and consequential form was applied to 119 patients.

Results: Cronbach’s Alpha value was found to be 0.675 for internal
consistency analysis in accordance with the original values of the scale.
Additionally, because of expert opinions, Cronbach’s Alpha value
obtained by reversely scoring the first three items were 0.558.

Conclusion: Because of the validity and reliability analysis of the Self-
Care Behavior scale, it is found that it is a moderately reliable and
valid scale for the Turkish society; It is recommended that the items
in the scale may cause misunderstandings about patients’ self-care,
and therefore a Turkish scale that can measure self-care behaviors in a
more valid and reliable manner is recommended.

Keywords: Self-care, reliability, validity, rheumatoid arthritis,
rheumatology

0Oz

Amac: Romatoid artrit, uzun sureli ilac tedavisi gerektiren, cesitli yan
etkileri olan, kisinin gunlik yasamini sinirlandirarak kendi kendine
bakim eksikligine neden olabilen kronik bir hastaliktir. Bu nedenle
hastalarin 6z bakim davranislari sistematik bir sekilde belirlenmeli ve
buna gore 6z bakim davranislari desteklenmelidir. Bu calismanin amaci,
6z bakim davranisi 6lceginin Tirk romatoid artrit populasyonunda
0z bakim davranislarini 6lcmek icin gecerli ve gvenilir bir arac olup
olmadigini incelemektir.

Yontem: Calisma 1 Subat 2017 - 30 Agustos 2017 tarihleri arasinda
bir Universite hastanesinin romatoloji kliniginde gerceklestirilmistir.
Dil gecerliligi icin olcek ingilizceden cevrilmis ve sonra Tirkce'den
ingilizceye tekrar cevrilmistir. Cevrilen 6lcegin maddelerinin gecerliligi
icin on uzman gorusu alinarak 6lcege son sekli verilmis ve sonuc formu
119 hastaya uygulanmistir.

Bulgular: Olcegin orijinal degerlerine gére ic tutarlilik analizi icin
Cronbach’s Alpha degeri 0,675 olarak bulunmustur. Ayrica uzman
gorisleri sonucunda ilk ¢ maddenin ters puanlanarak elde edilen
Cronbach’s Alpha degeri 0,558'dir.

Sonuc: Self-Care Behaviour Olceginin yapilan gecerlik ve guvenirlik
analizleri sonucunda Turk toplumu icin orta diizeyde glvenilir ve gecerli
bir 6lcek oldugu saptanmakla birlikte; olcekte yer alan maddelerin
hastalarin 6zbakimlari ile ilgili yanlis anlamalara sebep olabilecegi ve
bu nedenle 6z bakim davranislarini daha gecerli ve gtivenilir bir sekilde
Olcebilecek Turkce bir dlcegin gelistiriimesi énerilmektedir.

Anahtar Kelimeler: Oz bakim, gtvenilirlik, gecerlilik, romatoid artrit,
romatoloji
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Introduction

Rheumatoid arthritis (RA) is a chronic, autoimmune,
inflammatory rheumatic disease of unknown etiology
affecting two or more joints and systems.!! According
to a RA prevalence study conducted in 2017, it has been
determined between 0.41% and 0.54%. According to the
study, an increase was determined in RA prevalence in the
last decade.” According to a recent RA prevalence study
conducted in Turkey, it was determined to be 0.56% for the
individuals over the age of 16.°/'The aim of RA treatment s to
provide the remission of patients, reduce their pain, prevent
complications and side effects, have the individuals perform
their daily activities, manage symptoms and prevent the
poor prognosis.! RA treatment is a long process including
the symptom management and effective communication
with healthcare professionals and the self-care process.
The important matter for the patients in the treatment
process is the individual’s compliance to treatment. This is
because the individuals will have to use drugs continuously
after diagnosed. Also, they should comply with the changes
in their occupational and daily lives. The compliance
includes social support and complementary treatment in
addition to medical treatment. It is not right to expect that
the individuals comply with all these factors completely.
The World Health Organization (WHO) states that the
compliance to treatment problems of the individuals with
a chronic disease are at a severe level and the compliance
to treatment levels of the individuals receiving long-term
treatment are less than 50% in the developing countries.”!

Self-care is described as “all the activities performed
by the individuals to continue well-being, life, and health
status” and it has been described by Orem, a nursing
theoretician, as the activities performed continuously by
the individuals, which are under the control of healthcare
professionals and in which the individuals exhibitappropriate
and intentional behavior by themselves.[*” Self-care in RA
may be described as being able to administer medication,
recognizing/managing side-effects, knowing and managing
emergency cases, going for physician checks, performing
daily and occupational activities independently, performing
the sports activity appropriate for the individual and jointly
determined, and complying with the diet offers.

There are some behavior for the patients with RA that
will affect the course of the disease and they should and
should not perform. But, the people who will control this
behavior of the patients are healthcare professionals. In the
literature, the deficiencies have mentioned the levels at
which self-care behavior performed.® There is no self-care
behavior scale prepared for the Turkish patients with RA to

perform diagnosis. For this reason, it performed a reliability
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and validity study of the Self-Care Behavior Scale to use for
determine the level at which the Turkish patients with RA
perform self-care behavior. For this purpose, hypotheses
are;

e Self-Care Behavior Scale is a valid tool to measure the
level of self-care behavior in Trurkish patients with RA.

e Self-Care Behavior Scale is a reliable tool to measure

the level of self-care behavior in Turkish patients with RA.

Materials and Methods

Study Design

The study was planned in methodological type to test the
reliability and validity of the Self-Care Behavior Scale in the
Turkish patient population with RA.

Research Population and Sampling

The study was conducted in the rheumatology outpatient
clinic of a university hospital between May 1*and August
30%, 2017. The population of the study was composed of
119 individuals with RA who agreed to participate and
complied with the inclusion criteria. The individuals who
were followed for more than six months for RA agreed to
participate in the study, were over the age of 18, years were
without any hearing and mental disability and was able to
speak Turkish included in the study. Patients who were
pregnant and did not comply with the inclusion criteria were
excluded from the study.

Data Collection

Self-Care Behavior Scale, Multi-Dimensional Health
Assessment Questionnaire, and Patient Identification Form
were used as the data collection tools. The translation from
English and Turkish and back translation were performed.
For the content validity of the translated scale items, the
opinions of 10 experts were received and the scale was put
into the final form and this form was applied to the patients.

Patient Identification Form: The Patient Identification
Form was prepared by the researchers by the literature
support to obtain the socio-demographic data and the data
on the disease and disease activity.

Self-Care Behavior Scale (SCBS): The Self-Care
Behavior Scale to be tested in terms of reliability and
validity, was developed by Morowatisharifabad et al.; in
2011. The scale particularly measures the self-care behavior
of the patients with RA. The original version of the scale
is composed of 17 questions and it includes the answers
of never-hardly ever-sometimes-very often-always. In the
original version of the scale, there is only one negatively
scored question (4™ question).



The content of the scale is composed of the questions
on the hot application, using joint protectors, consulting a
physician, being able to perform the daily routines, receiving
food supplement or avoiding some food, massage application,
distraction, social and emotional support, providing stress
control, providing treatment regularly, resting and exercise,
etc. Additionally, the exercise time is also asked. The answers
to these questions are “never-10 minutes-20 minutes-30
minutes-more than 30” (Table 1).

Multidimensional Health Assessment Questionnaire
[MDHAQ]

The original version of the Multidimensional Health
Assessment Questionnaire was published by Pincus et
al.,ll% in 1999. The Turkish reliability and validity study of
MDHAQ was conducted by Gogus et al.'!l The scale is an
extended form of the Health Assessment Questionnaire.
The level at which the patient individuals perform daily
activities is asked in the form. The answers are “easily (0) - a
bit difficult (1) - with difficulty (2) - I can’t perform (3).” The
symptoms specific to RA may affect, restrict and prevent the
daily activities of the patients. As the additional symptoms of
the patients may also affect the self-care behaviors, whether
there is morning stiffness and its time are investigated with
pain and fatigue scale.

Language Validity Studies of the Scale

Firstly, the language validity was tested to test whether
or not the Self-Care Behavior Scale was a reliable and valid
tool in assessing at what level the Trurkish patient population
with RA performed self-care behaviors.

¢ Firstly, the translation of the scale from English, the
original language, to Turkish was performed by the three

people, who know both Turkish and English well, and did
not see the scale before.

® The scale translated to Turkish was translated into
English again by the three people, who know both Turkish
and English well, and did not see the scale before.

® The texts which were translated into Turkish and
English by different people were compared and it was
checked whether they were the same or not.

Table 1. Cronbach alpha reliability coefficients of the “Self-Care Behavior
Scale” original and after item reverse scoring

Sample size  Item Cronbach’s alpha

(N) number value
Self—Carg Behawor 119 17 0657
Scale (original scale)
Self-Care Behavior
Scale (item reverse 119 17 0.558

scoring)
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e After the assessment of the scale which checked, it was
sent to 10 experts to receive their opinions.

* After receiving the opinions of the experts and
performing the required corrections, the final form was
prepared.

® The last form of the scale, which went through all
phases was put into the process to be used in the study.

As the sample size for the scale application, is
recommended to be used for patients, 5-10 times of the
scale item number.'? After the scale was put into its final
form, 119 individuals with RA, who agreed to participate in
the study, 7 times of the scale item number, composed the
research sample and the scale applied.

Content Validity Studies of the Scale

After the language validity of the scale was performed,
it was sent to ten experts, including four clinicians and six
academicians, to determine its content validity and the scale
form put into its final form based on the experts’ opinions.
This form was applied to the individuals included in the
study.

Reliability Studies of Scale

Test-retest method used to test the reliability of the scale.
The time between the two tests should be appropriate to test
the time invariance of the scale. The scale is recommended
to be used again in a period of two weeks and two months.
But as the remission and attack periods of the individuals
with RA are very changeable, this period was limited to 24
and 72 h based on the experts’ opinions. Within this time,
the test was applied again by reaching the individuals again.
Pearson’s Correlation coeflicients of these two tests were
calculated. The reliability coefficient should be greater than
0.70. The fact that the value is high and it approaches +1
indicates how reliable that measurement.!'*!¥

Statistical Analysis

The data were processed in a computer environment
by SPSS 16. It was determined that 83.2% of the patients
with RA were female, 58% were homemakers, 66.4%
were unemployed, 80.7% were married and 70.6% lived
in the metropolitan area. The age average of the patients
was 50.60+13.79, and 35.6% were within the age range of
46-59 years. 63.9% of the individuals were primary school
graduates, 77.3% had lower income than their expenses,
93.3% lived in a nuclear family, 80.7% had children and
73.9% received care from the family members. The period
of the disease ranged between 6 months and 43 years and it
was averagely within the range of 12.27+9.04 and similarly
the period of treatment was between 6 months and 38 years



and it was averagely within the range of 10.72+8.37. In the
examination of the status of having treatment for the disease,
it was determined that 56.3% did not receive training,
90.8% shared their problems with their relatives and 62.2%
had deformity in their joints. It was determined that 56.3%
of the patients had an additional disease and 34.9% had
mostly the history of cardiovascular disease. 97.5% of the
patients used medicine, 46.1% used disease-modifying anti-
rheumatic drugs (DMARD), 66.4% had morning stiffness
and the average stiffness period was 76.05+156.73 min. The
mean score of the visual pain scale in which the patients
assessed their pain for the pain values they experienced in
the last week was 3.33+3.15. The mean fatigue level felt in
the last week was 4.87+3.47 points. Also, when the well-
being of the patients was examined compared to the last two
weeks, it was observed that 53.8% answered as “good.”

Results

Reliability Analyses of “Self-Care Behavior Scale”

Based on the original values of the scale, Cronbach’s
Alpha value for the internal consistency analysis was found
to be 0.675 (Table 2). The first 3 items were reversely scored
based on the experts’ opinions and the Cronbach’s Alpha
value was determined to be 0.558 (Table 2). For the test-
retest used for determining the time invariance of the scale,
the first 30 patients who agreed to participate in the study and
accepted to be reached by phone and could be reached when
called. Because of the experts’ opinion, the retest period was
limited to 24-72 hours. The results were determined to be
statistically significant (r=0.74 p=0.000) (Table 3). Table
4 shows the split-half reliability results of SCBS. It was
determined that the Cronbach’s Alpha value of the first half
(1-9) was 0.450 and Cronbach’s Alpha value of the second
half (10-17) was 0.530, and the correlation between the two
halves was 0.484. Guttman Split-Half coeflicient was 0.652
and Spearman- Brown coefficient was 0.653.

Assessment of the Content Validity of the “Self-
Care Behavior Scale”

Experts’ opinions were received for the content validity.
For the statements in some of the scale items, two experts
recommended changes. It was recommended in the first
translation that “Used a heated pool, a bor shower” statement
for the 1**item should be changed as “Going into a hot water
pool”; and the “heat” statement in the 2" item should be
changed as “hot application.”

The scale was put into its final form with the revisions
performed based on the recommendations.

Cafer Karalar et al. Turkish version of self-care behaviours

Table 2. Correlation analysis results of the test-retest scores of “Self-
Care Behavior Scale”

N R P
Pretest 30
0.74 0.000
Posttest 30

Table 3. Results of “Self-Care Behavior Scale” split-half reliability analyses

The split-half correlation value 0.484
Guttman split - half coefficient 0.652
Spearman - brown coefficient 0.653
1.Half (the first 9 items) alpha value 0.450
2.Half (next 8 Items) alpha value 0.530
Number of people (N) 119

Assessment of the Construct Validity of the “Self-
Care Behavior Scale”

Factor Analysis

Principal Components Analysis and Varimax method
were used for construct validity on SCBS. Because of
the Principal Components Analysis, 61.268% of the
variation was explained with 6 components. Because of
the analysis Kaiser-Meyer Olkin (KMO) coefficient and
result of Bartlett’s test (X2=528.55; p=0.000) was found to
be statistically significantly Kaiser-Meyer Olkin (KMO)
variance value found by both factors was determined to
be 0.602%.Within the scope of the study, a significant
correlation was determined between the SCBS score and
income status, residence, gender and educational status

(p<0.05).

Discussion

Self-care behaviors define the actions that individuals
initiate and do for the continuation of the individual’s life and
the continuity of health and well-being.!'>!¢'The key factor in
successfully managing RA is the inclusion of patients in self-
care behaviors.' In chronic diseases such as RA, self-care
covers a wide spectrum such as treatment and management of
symptoms resulting from the pathophysiology of the disease,
coping with the disease, compliance with treatment, social
life and personal relationships.!'¥ The European Alliance
of Associations for Rheumatology stated the importance
of the role of the rheumatology nurses in increasing self-
management skills, developing correct behavior and patient
education to increase their competence.!'"”! For nurses, scales
are needed to determine the self-care behaviors of patients
with RA and the factors affecting them. There is no scale
to measure the self-care behaviors of patients with RA in
Turkey. For this reason, the Turkish validity and reliability
of the SCBS were examined.



Table 4. Self-care behaviour scale Turkish form frequencies of scale items

Never Almost Never ~ Sometimes Very often Always

(n, %) (n, %) (n, %) (n, %) (n, %)
Going into a hot water pool 101 (84.9) 8(6.7) 9(7.6) 0 1(0.8)
Applied hot application to parts of your body 105 (88.2) 7(5.9) 7 (5.9) 0 0
Used joint protection, bracing or splinting 99 (83.2) 1(0.8) 15(12.6) 3(2.5) 1(0.8)
Canged he dosege o your dugsor hesmeof akng em 51037 7043 2093 309 swd)
Adjusted your daily routine or work schedule 19(13.4) 19 (16) 34 (20) 20(16.8) 30(25.2)
Taken food supplements, vitamin or eaten special foods 76 (66.4) 3(2.5) 7 (5.9 5(4.2) 25(21)
Bewared certain foods 79 (66.4) 11(9.2) 18 (15.1) 3(2.5) 8(6.7)
Used massage 70 (58.8) 7 (5.9) 26(21.8) 9(7.6) 7 (5.9)
B g g o IR Be 5 ey 20s9 769 86))
Talked with persons who are sympathetic 33(27.7) 15(12.6) 47 (39.5) 4 (3.4) 20(16.8)
Used methods to help control stress 59 (49.6) 14(11.8) 31(26.1) 4 (3.4) 11(9.2)
Used relaxation methods such as meditation 95 (79.8) 4 (3.4) 11(9.2) 3(2.5) 6 (5)
Taken your drugs regulary and based on your prescription 1(0.8) 2(1.7) 12 (10.1) 8(6.7) 96 (80.7)
Visited your physician regulary 0 2(1.7) 9(7.6) 2(1.7) 106 (89.1)
Rested 7(5.9) 8(6.7) 25(21) 14 (11.8) 65 (54.6)
Exercised (including water exercise) 72 (60.5) 6 (5) 21(17.6) 4 (3.4) 16 (13.4)

m;r:t;:an 30 30 minutes 20 minutes 10 minutes Never
If you exercise, how much minutes do you exercise per day? 11(9.2) 9(7.6) 8(6.7) 15(12.6) 76 (63.9)

Because of the study of Morowatisharifabad et al.”!
in which they evaluated the reliability and validity of the
original version of the scale, the Cronbach’s Alpha value was
found to be 0.680. The Cronbach Alpha value of the SCBS
in individuals with RA in Turkey was found to be 0.657.
"This value shows that the scale has moderate reliability."!

In this study, regular drug use (80.7%) and regular
doctor control (89.1%) behavior are applied more than
other behaviors by patients. Similarly, in another study, the
most common behaviors were; drug management, physician
follow-up, and nutritional supplementation.” In the study
of Nadrian et al.,”!! it was stated that the lowest scores
were “regular exercise, especially water exercises,” “using
relaxation methods such as meditation” and “using a heated
pool, bathtub or shower” behavior.

The least applied behavior in this study are the behaviors
such as ‘used a hot water pool, applied hot application
parts of your body and used joint protection, bracing or
splinting’. Kordasiabi et al.,?! on the other hand, listed the
least applied behavior as water exercise, diet, massage and
relaxation techniques.
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In this study, it was found that gender, place of residence,
education level, income status and the presence of deformity
in the joints affected self-care behaviors. Similar to this study,
it was determined that gender, age, marital status, education,
occupation, income status, duration of illness, the presence
of comorbidity and health belief affected self-care behaviors.
According to the research findings, it was emphasized
that patients should be evaluated in a broad perspective in
determining their self-care needs and that nurses should
consider these factors in patient empowerment.??!

Studies have shown that patients with RA exhibit different
behavior. Other comprehensive studies are needed to reveal
different results in patients by applying the scale in different
societies and cultures.

Conclusion

Because of the reliability and validity analyses of the
SCBS, it was determined to be a moderately reliable and
valid scale for Turkish society, however, as the items in the
scale may cause misunderstanding about the self-care of
patients, and thus it is recommended to develop a Turkish



scale that can assess the self-care behavior in a more reliable
and valid way.

Acknowledgements: We thank the patients who
volunteered to participate in the study. Many thanks to
Ayca Olmez for statistical analysis and Gékhan Gokeeoglu
for English translation.

Ethics

Ethics Committee Approval: Ethical permission
was obtained from Izmir Katip Celebi University of
Non-interventional Clinical Studies Institutionel Ethics
Committee (decision number: 2016/16) and institutional
permission from the hospital.

Informed Consent: Written consent was obtained from
each patient participating in the study.

Peer-review: Externally peer-reviewed.

Authorship Contributions

Concept: B.C.K., Design: B.CK, Y.T., F.O., Data
Collection or Processing: B.C.K., Analysis or Interpretation:
B.CK,, Y.T,, F.O,, Literature Search: B.CK., Y.T., F.O,,
Writing: B.C.K,, Y.T., F.O.

Conflict of Interest: No conflict of interest was
declared by the authors.

Financial Disclosure: The authors declare that they
have no relevant financial.

References

1. Tan M. Eklem ve Bag Dokusu Hastaliklar1 ve Bakim. In: Durna
Z, I¢ Hastaliklar1 Hemsireligi, editor. I¢ Hastaliklar: Hemgireligi.
Istanbul: Akademi Yaymcilik; 2013:503-5.

2. Hunter TM, Boytsov N, Zhang X, et al. Prevalence of rheumatoid
arthritis in the United States adult population in healthcare claims
databases, 2004-2014. Rheumatol Int 2017;37:1551-7.

3. Tuncer T, Gilgil E, Kacar C, et al. Prevalence of rheumatoid
arthritis and spondyloarthritis in Turkey: a nationwidestudy. Arch
Rheumatol 2018;33:128-36.

4. Demirel A, Kirnap M. Romatoid artrit tedavisinde geleneksel ve
giincel yaklagimlar. JHS 2010;19:74-84.

5. The World Health Report 2003. World Healt Organization
(WHO) Website [Internet]. Geneva. [cited 4 June 2017 Available
from: https://www.who.int/whr/2003/en/whr03_en.pdf

6. Akbiyik A, Kogak G, Oksel E. Kronik kalp yetmezligi olan
hastalarda 6z-bakim davraniglarinin incelenmesi. Izmir Katip
Celebi Universitesi Saglik Bilimleri Fakiiltesi Dergisi 2016;1:1-8.

7. Ogztiirk C, Karatag H. Orem’in 6z bakim yetersizlik kurami ve
posttravmatik epilepside hemsirelik bakimi. Anadolu Hemsirelik
ve Saglik Bilimleri Dergisi 2008;11:85-91.

n Cafer Karalar et al. Turkish version of self-care behaviours

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Tokem Y, Durmaz Akyol A, Argon G. The relationship between
disability and self-care agency of Turkish patients with rheumatoid
arthritis. J Clin Nurs 2007;16:44-50.

Morowatisharifabad MA, Nadrian H, Mazloomy SS, et al.
Utilising the precede model to predict factorsrelatedto self-care
behaviours in patients with rheumatoid arthritis in Yazd (Iran).
Journal Nursing and Healthcare of Chronic Illness 2010; 2:32-40.

Pincus T, Swearingen C, Wolfe F. Toward a multidimensional
health assessment questionnaire (MDHAQ): assessment of
advanced activities of daily living and psychological status in the
patient-friendly health assessment questionnaire format. Arthritis
Rheum 1999;42:2220-30.

Gogus F, Yazici Y, Ozdemir O, et al. Inter-cultural differences
in disease impact of rheumatoid arthritis as assessed by
multidimensional health assessment questionnaire (MDHAQ).
In Annals of the Rheumatic Diseases 2004;63:194.

Baydur H, Eser E. Uygulama: yasam kalitesi 6lceklerinin
psikometrik ¢oziimlenmesi 2006;1:99-123.

Alpar R. (Ed.) Spor, saglk ve egitim bilimlerinden 6rneklerle
uygulamali istatistik ve gecerlilik-gtivenirlilik. ~Ankara: Detay
Yayincilik; 2016;513-57.

Hayran O, Ozbek H. (Ed.) Saglik bilimlerinde arastirma ve
istatistik yontemler. Istanbul. Nobel Tip Kitabevi; 2017:43-4.

Jenerette CM, Murdaugh C. Testing the theory of self-
care management for sickle cell disease. Res Nurs Health
2008;31:355-69.

Orem D. Nursing concepts in practise (6th ed.) St Louis, Mosby;
2001.

Baker C, Stern PN. Finding meaning in chronic illness as the key
to self-care. Can J Nurs Res 1993;25:23-36.

Sidani S. Self care. In: Doran D, editors. Nursing outcomes the
state of the science. Toronto, Kanada. Jones & Bartlett Learning,
LLC;2010:79-124.

Bech B, Primdahl J, Van Tubergen A, et al. 2018 update of
the EULAR recommendations for the role of the nurse in the
management of chronic inflammatory arthritis. Ann Rheum
Dis 2020;79:61-8.

Kordasiabi MC, Akhlaghi M, Baghianimoghadam MH,
et al. Self management behaviors in rheumatoid arthritis
patients and associated factors in Tehran 2013. Glob J Health
Sci 2016;8:156-67.

Nadrian H, Morowatisharifabad MA, Bahmanpour K.
Development of a rheumatoid arthritis education program
using the PRECEDE_PROCEED model. Health Promot
Perspect 2011;1:118-29.

Ebrahimi M, Moghadamnia M, Farmanbar R, Zayeni SH,
Kazem Nejad Leili E. Status of self- care ability of patients with
Rheumatoid Arthritis. ] Holist Nurs Midwifery 2015;25:9-18.

McDonald-Miszczak L, Wister AV. Predicting self-care behaviors
among older adults coping with arthrits: A cross-sectional
and 1-year longitudinal comparative analysis. ] Aging Health
2005;17:836-57.



Ulusal

ROMATOLOJI Dergisi

www, romatolapderg\i\ org

Original Article / Orijinal Arastirma

DOI: 10.4274/raed.galenos.2022.35220
Ulus Romatol Derg 2022;14(1):7-14

Cerebral venous sinus thrombosis in Behcet’'s disease:
A retrospective single-centre study

Behcet hastaliginda serebral ven6z siniis trombozu: Retrospektif tek merkezli bir calisma

@ Lutfi Akyol', ® Kerim Aslan2, ® Cemal Gurbz3, ® Metin Ozgen3, ® Mehmet Sayarlioglu3

TDepartment of Internal Medicine, Division of Rheumatology, Health Sciences University, Gazi Yasargil Training and Research Hospital, Diyarbakir, Turkey
20ndokuz Mayis University Faculty of Medicine, Department of Radiology, Samsun, Turkey
3Department of Internal Medicine, Division of Rheumatology, Ondokuz Mayis University School of Medicine, Samsun, Turkey

Abstract

Objective: This study aims to analyze the clinical, laboratory findings,
treatments and prognosis of Behcet's disease (BD)-associated cerebral
venous sinus thrombosis (CVST) and to compare the clinical features of
BD patients with and without CVST.

Methods: In this single-center retrospective study, we reported a
series of 24 consecutive CVST patients (20 males and 4 females; mean
age 34+12 years) were diagnosed with BD according to international
study group criteria. The control group included 36 (24 males and 12
females; mean age 32+8 years) consecutive patients with BD without
CVST from the same center.

Results: Headache (n=20, 83.3%) was the most common complaint at
admission in patients with BD-associated CVST. In comparison between
BD cases with and without CVST, extracranial vascular involvement was
more frequent in the BD-associated CVST patients (p=0.03). Twenty-
three (95.8%) patients received corticosteroid (CS) treatment. A total
of 8 BD-associated CVST patients received anti-tumor necrosis factor-
alpha (anti TNF-a) treatment. There was no significant difference
in the rate of CS use before and after anti-tumor necrosis factor-a
(TNF-a) treatment (p=0.345) but CS dose was significantly reduced
after treatment (p=0.018). When patients with BD- associated CVST
who receive or did not receive anti-TNF-a treatment compared, on
cranial imaging, thrombosis was significantly less in patients received
anti TNF-a treatment than who did not (p=0.02).

Conclusion: When the CVST was detected in young men patients
with headache, BD should come to mind and patients should also
be evaluated in this respect. As the risk of extracranial vascular
involvement increases in such patients, they should be systematically
evaluated in terms of vascular involvement. Although CS treatment
could not be stopped completely with anti TNF-a. drugs, it could be
reduced. Significant radiological improvement was observed with anti-
TNF-a treatment.

Keywords: Behcet's disease, cerebral venous sinus thrombosis, anti-
tumor necrosis factor-a., treatment, neurobehcet

0Oz

Amac: Bu calismanin amaci, Behcet hastaligi (BH) ile iliskili serebral
vendz sinds trombozunun (SVST) klinik, laboratuvar bulgularini,
tedavilerini ve prognozunu analiz etmek ve SVST olan ve olmayan BH
hastalarinin klinik 6zelliklerini karsilastirmaktir.

Yontem: Bu tek merkezli retrospektif calismaya, uluslararasi calisma
grubu kriterlerelerine gore BH tanisi konan 24 ardisik SVST hastasi (20
erkek ve 4 kadin; ortalama yas 3412 yil) dahil edildi. Kontrol grubu
ayni merkezden 36 (24 erkek ve 12 kadin; ortalama yas 32+8 yil)
SVST'si olmayan ardisik BH hastasiydi.

Bulgular: Bas agrisi (n=20, %83,3) BH ile iliskili SVST'li hastalarda
basvuru sirasinda en sik gorilen sikayetti. SVST olan ve olmayan BH
olgulari karsilastirildiginda, BH ile iliskili SVST hastalarinda ekstrakraniyal
vaskller tutulum daha sikti (p=0,03). Yirmi Uc (%95,8) hasta
kortikosteroid (KS) tedavisi aldi. Toplam 8 BH ile iliskili SVST hastasi,
anti-timor nekroz faktor (TNF-a) tedavisi aldi. TNF-o. tedavisi dncesi
ve sonrasl KS kullanim oraninda anlamli fark bulunmadi (p=0,345),
ancak tedavi sonrasi KS dozu anlamli olarak azalmisti (p=0,018). BH
ile iliskili SVST olan ve anti-TNF-a tedavisi alan ve almayan hastalar
karsilastinldiginda, kraniyal gortnttlemede, anti TNF-a. tedavisi
alan hastalarda tromboz, almayanlara gore anlamli olarak daha azdi
(p=0,02).

Sonuc: Bas agrisi olan genc erkek hastalarda SVST saptandiginda akla
BH gelmeli ve hastalar bu acidan degerlendirilmelidir. Bu hastalarda
ekstrakraniyal vaskuler tutulumu riski arttigindan, vaskuler tutulum
acisindan sistemik olarak degerlendirilmelidirler. Anti TNF-a ilac
tedavisi ile KS tedavisi tamamen kesilesemese de, dozu azaltilabilir.
Anti-TNF-a tedavi ile belirgin radyolojik iyilesme gozlendi.

Anahtar Kelimeler: Behcet hastaligi, serebral venéz sinis trombozu,
anti-tumor nekroz faktor-a, tedavi, nérobehcet
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Introduction

Behget’s disease (BD) is a systemic vasculitis that can
involve many tissues; patients often develop oral and genital
ulcers." Although many organs and systems can be affected,
(neuro-BD) is
Both the central and peripheral nervous systems may be

neurological involvement uncommon.
affected in such patients. The central nervous system (CNS)
involvement may be parenchymal or non-parenchymal; the
latter includes cerebral venous sinus thrombosis (CVST),
arterial occlusion, and/or aneurysms. Although CVST is a
major manifestation of non-parenchymal involvement, only
a few case reports and few retrospective clinical series have
described the treatment and long-term outcomes thereof.
Primary treatment of neurological involvement in BD
undoubtedly requires immunosuppression with or without
corticosteroid (CS). Anti-tumor necrosis factor-o (anti-
TNF-a) agents are now used for BD complications but
experience on their effect on CVST is limited.!'*4

Since data on the clinical features, disease course and
outcome of BD-related CVST is limited, we tried analyzing
the clinical, laboratory findings, treatments and outcomes
of BD-associated CVST and compare the clinical features
of patients with BD with and without CVST who were
followed up in a single centre.

Materials and Methods

Patients

Between June 2014 and January 2018, patients diagnosed
with BD according to the 1990 guidelines of the International
Study Group or the International Criteria for Behget’s
disease were included. CVST was diagnosed based on typical
clinical features, magnetic resonance venography (MRV),
cranial magnetic resonance imaging (MRI) features, and
neurologist opinion. Patients with comorbidities (trauma,
infection, malignancy, or oral contraceptive use) were
excluded. The control group included thirty-six consecutive
patients with BD without CVST from the same period.
CVST patients were compared as patients who received and
did not receive anti TNF-a treatment.

Methods

Data on 24 patients with BD-associated CVST and the
36 controls were retrieved from our electronic database and
retrospectively reviewed. We recorded age at the onset of
problems, and at diagnosis, along with disease duration,
laboratory parameters, the cranial and extracranial locations
of thromboses as revealed by imaging, and the course of

m Akyol et al. Behcet's disease, cerebral venous sinus thrombosis

cranial imaging over the years. The clinical findings were
compared to those of the controls. Immunosuppressant (IS)
and anticoagulant treatments prescribed at diagnosis, along
with treatment duration and changes therein during follow-
up, were recorded. Patients receiving anti-TINF-o treatment
were examined in detail in terms of previous and ongoing
treatments, treatment duration, and long-term results.
The disease activity was evaluated by measuring the levels
of clinical and acute phase reactants, imaging results and,
patients on anti-TNF treatment, Behcet Disease Current
Activity Form (BDCAF) scores. We contacted all patients
by telephone.

The remission criteria were an absence of BD-related
symptoms, no new vascular involvement or progression of
existing vascular involvement, normal levels of acute phase
reactants, and a methylprednisolone dose <10 mg/day for 3
months. Recurrence was defined as the development of new
symptoms and/or sufficient progression of a pre-existing
BD-related symptom to necessitate an increase or change in
treatment. Infliximab was intravenously administered at an
induction dose of 5 mg/kg during weeks 0, 2, and 6, and every
8 weeks thereafter. Adalimumab was given subcutaneously
(40 mg every 2 weeks) along with etanercept (50 mg weekly).

The approval of the institutional ethical committee
was obtained (University of Health Sciences Turkey, Gazi
Yagargil Training and Research Hospital, approval number:
541, date: 11.09.2020).

Statistical Analysis

Histograms and probability plots were generated. We
used the Kolmogorov-Smirnov or Shapiro-Wilk test to
determine whether variables were normally distributed.
Continuous variables with normal distributions are expressed
as mean = standard deviation (SD); all other variables are
expressed as median values (range). Categorical variables
were compared using the chi-squared or Fisher’s exact
test. Continuous variables were compared using Student’s
t-test. Non-normally distributed continuous variables were
compared using the Mann-Whitney U testand the Wilcoxon
test. A p-value <0.05 was considered statistically significant.
All tests were performed using SPSS for Windows software
(ver. 22.0; IBM Corp., Armonk, NY, USA).

Results

Demographic Characteristics and Clinical Features

In total, 24 (20 males and 4 females) of 571 patients with
BD (4.2%) were diagnosed with BD-associated CVST; 54



exhibited neurological involvement (9.4%), and headache
[n=20 (83.3%) patients] was the most common complaint
at admission. Three (12.5%) patients presented with oral
aphthae and 1 (4.2%) patient with hemoptysis due to
pulmonary artery aneurysm at admission.

Of the patients with CVST, the most common BD-
related symptoms were oral aphthae in 24 (100%) and
genital ulcers in 21 (87.5%) (Table 1).

Neurological Imaging
CVST was diagnosed using MRV and cranial MRI. A

neuroradiologist (K.A.; 8 years of experience) reviewed all
brain MRI scans while blinded to the clinical and laboratory
data, and treatments. Multiple sinus involvement (19, 79.2%)
was more common than single sinus involvement (5, 20.8%).
No patient had a cerebral infarction, bleeding, or permanent
neurological damage. The parenchymal involvement was
observed in 32 (5.6%) patients and 2 (0.3%) exhibited both
parenchymal involvement and CVST. All patients had
control imaging including brain MRI and MR venography.
In 10 of 23 patients at their final visit, CVST was continuing
on MR venography and brain MRI.

Extracranial Thrombosis

In total, 16 (66.7%) patients exhibited extracranial
vascular involvement; lower extremity deep vein thrombosis
was seen in 8 (33.3%) patients, jugular vein thrombi in 7
(29.2%), and pulmonary thromboembolism in 6 (25.0%)
(Table 1).

Laboratory Findings

The erythrocyte sedimentation rate (ESR) and C-reactive
protein (CRP) level were elevated in 20 (83%) patients at
admission. The mean ESR at presentation was 54.08 (0-20)
mm/h, and the mean CRP level 66.7 (0-5) mg/dL. After 1
year, the ESR was higher in nine (39%) patients and the CRP
level was higher in six (26%); the mean ESR and CRP level
were 19.04 mm/h and 9.26 mg/dL, respectively. Compared
to baseline, the values decreased significantly after 1 year
(both p<0.01). Antinuclear antibody status was negative in
15 patients and weakly positive (<1:160) in 2 patients. Anti-
extracted nuclear antigen antibody status was negative in
all patients. Of the 16 patients evaluated, all were negative
for antiphospholipid antibodies (anticardiolipin antibody
immunoglobulin G (IgG)/IgM, lupus anticoagulant, and
anti-beta-2 glycoprotein (anti-$2GPI) IgG/IgM]. HLA B51
analysis was performed in six (25%) patients; four (16.7%)
were positive.
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Table 1. Clinical and demographic characteristics of Behcet-associated

CVST patients

Parameter Values, n (%)
Age, mean + SD (years) 34+12
Onset of symptoms, mean + SD (years) 27.2+10.8
Age at diagnosis, mean + SD (years) 27.9+10.8
Duration of the disease, mean + SD (months) 80.7+59.1
Gender

Male 20(83.3)
Female 4(16.7)
Localizations of Sinus Vein Thrombosis

Transverse sinus 20(83.3)
Superior sagittal sinus 18 (75.0)
Sigmoid sinus 16 (66.7)
Cavernous sinus 3(12.5)
Symptoms

Headache 20(83.3)
Oral aphthae 3(12.5)
Hemoptysis 1(4.2)
BD-Related Clinical Findings

Oral aphthae 24 (100)
Papuloustular lesion 14 (58.3)
Superficial thrombophlebitis 7(29.2)
Erythema nodosum 3(12.5)
Genital ulcer 21(87.5)
Ocular involvement 8(33.3)
Positive Pathergy test 6 (25)
Arthralgia 8(33.3)
Arthritis 2(8.3)
Localizations of Extracranial Vascular Involvement 16 (66.7)
Deep vein thrombosis 8(33.3)
Jugular vein thrombosis 7(29.2)
Pulmonary thromboembolism 6 (25.0)
Vena cava thrombosis 5(20.8)
lliac vein thrombosis 3(12.5)
Pulmonary artery aneurysm 2(8.3)
Cardiac thrombus 1(4.2)
Treatments on CVST diagnosis

Colchicine 16 (66.7)
Azathioprine 14 (58.3)
Corticosteroid (all) 23(95.8)
Pulse corticosteroid 18 (75.0)
Cyclophosphamide (intravenous) 11 (45.8)
Anti TNF-o. 1(4.2)
Anticoagulant 19(79.2)
Warfarin 16 (66.7)
Enoxaparin 19(79.2)

BD: Behcet'’s disease, CVST: Cerebral venous sinus thrombosis, TNF-c.. Tumor

necrosis factor-alpha




Treatments and Outcomes

Treatments on CVST Diagnosis

Previous treatments included ISs and anticoagulants.
In total, 16 (66.7%) patients with BD-associated CVST
were prescribed colchicine and 14 (58.3%) were prescribed
azathioprine. Twenty-three (95.8%) patients received CS
(methylprednisolone or an equivalent) treatment. Eighteen
(75%) patients received pulsed CSs and five (20.8%)
received CS at a starting dose of 1 mg/kg/day, which that
was gradually tapered and stopped. The pulsed protocol was
methylprednisolone or an equivalent at 1 g/day for 3-5 days
(induction), followed by 1 mg/kg/day (maintenance); the
CS was then tapered or stopped. Eleven patients (45.8%)
received pulsed cyclophosphamide (CYC) treatment (1 g
per month, intravenously for 6 months, or 500 mg every 15
days). Anti-TNF-o (adalimumab) therapy was prescribed for
one (4.2%) patient (40 mg subcutaneously every 2 weeks).
Low-molecular-weight heparin (enoxaparin, 100 IU/kg x 2)
was given during the acute period and then replaced with
warfarin (used only for maintenance treatment). Before
anticoagulant treatment, all patients were evaluated in terms
of pulmonary artery aneurysms. Anticoagulant treatment
was prescribed for 19 (79.2%) patients. All patients received
enoxaparin (Table 1).

Treatment During Follow-up

Patients who received current treatments were evaluated
at outpatient clinic visits every 1-3 months according to

their clinical status after discharge. Ten of 16 (66.7%)
patients who received colchicine treatment was switched to
azathioprine and/or anti TNF-o treatment after one year
because they were colchicine-resistant.

Initially, 18 (75%) patients received pulsed CS
treatment. Two (8%) patients received repeat-pulsed
treatments because of recurrence during follow-up. Of 23
(95.8%) patients prescribed CSs, the doses were reduced
and ultimately discontinued in 16 (69.5%). At the last visit,
7 of 23 patients were receiving low dose (<10 mg/day) CS
treatment.

Initally, 19 (79.2%) patients prescribed
anticoagulants, of whom 16 (66.7%) were followed up with
warfarin only; 10 (43.5%) continued on both anticoagulants
and warfarin. None of the 11 (45.8%) CYC-treated patients
received a second CYC treatment after 6 months; all were
switched to maintenance azathioprine. At the beginning, 14
(58.3%) patients received azathioprine treatment. Number
of patients who were treated with azathioprine increased to
16 (66%) after one year. No patient who received colchicine,
azathioprine, CYC and CS treatment developed any drug-
related complications. Seven (29%) patients were switched
to anti-I'NF-a treatment because they were resistant to
other treatments.

were

Analysis of CVST Patients Receiving Anti TNF-a
Treatment

The mean age of eight patients (five males and three
females) who received anti-TNF-o treatments was 30.6+8.3

Table 2. Clinical characteristics of Behcet's disease-associated CVST patients who received anti TNF-o. treatment

Patient Anti TNF-o Age Previous treatment The period The period of Concomitant Anti TNF-a Response at  Treatment at
treatment before anti TNF-a 1S related third month last visit
anti TNF-a treatment complication
treatment
CS (pulse and
1 IFX 33 maintenance) 5 months 64 months CS, AZA No CR IFX, AZA
CYR AC
2 IFX 25 C5 (not pulse) 12 months 58 months Cs, AZA No CR IFX, AZA
CYP AC
CS (pulse and
3 ADA 29 maintenance) 4 months 70 months CS, AZA No CR ADA, AZA
Colchicine, AC
4 IFX 38 Colchicine, AC 60 months 10 months No No CR IFX
CS (pulse and ETA CS
5 ETN 21 maintenance) 4 months 45 months CS, colchicine  No CR T
. colchicine
Colchicine, AC
6 IFX 21 s (ncl)t.pulse), 108 months 24 months CS, colchicine  No CR IFX, C.S.
Colchicine colchicine
CS (pulse and
7 IFX 45 maintenance), 1 months 16 months CS, AZA No CR IFX, AZA
Colchicine, AZA, AC
CS (pulse and
8 IFX 33 maintenance), 12 months 60 months CS, AZA No CR IFX, AZA, AC

Colchicine, AZA, AC

AC: Anticoagulation, ADA: Aadalimumab, AZA: Azathioprine, CR: Complete response, CS: Corticosteroid, CYC: Cyclophosphamide, ETN: Etanercept, IFX: Infliximab,

IS: Immunosuppressant, TNF-o.. Tumor necrosis factor-alpha
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years; six of these patients were prescribed infliximab; one
each received adalimumab and etanercept. The mean disease
duration, which was 8.5 [minimum-maximum (min-max:
1-108)] months before anti-TNF-a treatment, increased to
51 (min-max: 10-70) months after anti-TNF-a. treatment.
The mean duration of CS use before anti-TNF-a treatment
was 4 (min-max: 0-12) months and that after TNF-a
treatment 2.5 (min-max: 0-45) months. There was no
significant difference in the rate of CS use before and after
anti-TNF-a treatment (p=0.345). The mean dose of CS
before anti-TNF-o treatment was 34.1£22.2 mg/day, and
that after anti-TNF-o treatment was 2.7+1.7 mg/day; the
CS dose was significantly reduced after treatment (p=0.018).
Although seven patients had received anticoagulants for an
average of 3 months before ant-TNF-a treatment, this
was then discontinued in six; only one patient received
anticoagulants for 60 months (Table 2).

Figure 1. Magnetic resonance imaging before anti-TNF (A-D) of a 21-year-
old female patient with dural venous sinus thrombus diagnosed with
Behcet's. Axial T2-weighted MR (A), sagittal T2-weighted MR (B), and
coronal FLAIR (C) images show thrombus in bilateral transverse sinuses
(arrowhead). A magnetic resonance venography (D) shows thrombus in
bilateral transverse sinuses (arrow) and sigmoid sinuses (arrowhead)

TNF: Tumor necrosis factor, MR: Magnetic resonance

Seven of 8 CVST patients received anti TNF-o treatment
had received CS treatment before anti TNF-a. At the last
visit, 2 patients were continuing to receive CS treatment.
When the patients received and did not receive anti TNF
treatment were compared in terms of CS and anticoagulant
use, there was no significant difference (p=0.679 and p=0.101,
respectively) (Table 3).

During the follow-up period, all 23 patients were
evaluated for CVST by MR venography and brain MRI.
It was found that thrombosis continued in 10 patients. At
the last visit of anti-TNF-a treatment, the cerebral venous
thrombosis evident on cranial MRV disappeared in seven of
the eight patients and did not recur (Figures 1 and 2). The
thrombosis decreased in the other patient (Figure 3). On

cranial imaging, thrombosis was significantly less in patients
received anti TNF-a treatment than who did not (p=0.02)

Figure 2. Magnetic resonance imaging after anti-TNF (A-D) of a 21-year-
old female patient with dural venous sinus thrombus diagnosed with
Behcet's. Axial T2-weighted MR (A), sagittal T2-weighted MR (B), and
coronal FLAIR (C) images show no thrombus in bilateral transverse sinuses
(arrowhead). A magnetic resonance venography (D) shows no thrombus in
bilateral transverse sinuses (arrow) and sigmoid sinuses (arrowhead)

TNF: Tumor necrosis factor, MR: Magnetic resonance

Table 3. Comparison of the characteristics of BD-associated CVST patients in terms of anti TNF-a treatment

BD-CVST received anti TNF

BD-CVST did not receive anti TNF

treatment n, (%) treatment n, (%) p-value

Age, mean + SD (years) 30.6+8.3 37.2+13.5 0.222
Gender (male) 5(62.5) 14 (93.3) 0.06

Duration of disease, mean + SD (months) 65.3+32.6 94+67 0.271
On corticosteroid at last visit 2 (25) 5(33.3) 0.679
On anticougulants at last visit 1(12.5) 7 (46.7) 0.101
Thrombosis at the last cranial imaging 1(12.5) 9 (60) 0.02

ESR (mm/h) at last visit (mean + SD) 11+£10 23.3+20 0.133
CRP (mg/dL) at last visit (mean + SD) 3.8+3.6 12.1+£20 0.267

BD: Behcet’s disease, CRP: C-reactive protein, CVST: Cerebral venous sinus thrombosis, ESR: Erythrocyte sedimentation rate, SD: Standard deviation, TNF-o.: Tumor necrosis

factor-alpha
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(Table 3). No patient who received anti-TNF-a treatment
developed any permanent neurological sequelae or drug-
related complications.

Comparison Between BD Cases with and without
CVST

The control group included thirty-six consecutive
patients with BD without CVST from the same period; they
all had oral aphthae. Skin involvement was more common in
the controls, while the extracranial vascular involvement was
more frequent in the patients with BD with CVST (p=0.03
and p=0.03, respectively) (Table 4).

Discussion

Of all patients with BD, 9.4% showed neurological
involvement. The incidence rates of CVST were 4.2% in

Figure 3. Magnetic resonance imaging before (A, B) and after (C, D)
anti-TNF of a 21-year-old male patient with dural venous sinus thrombus
diagnosed with Behcet's. Axial T2-weighted MR (A), and coronal FLAIR
(B) images show thrombus in superior sagittal sinus (arrowhead). Axial
T2-weighted MR (C), and coronal FLAIR (D) images show partial thrombus
in superior sagittal sinus (arrowhead)

TNF: Tumor necrosis factor, MR: Magnetic resonance

Table 4. Demographics of patients with BD patients with and without CVST

BD and 44% in neuro-BD patients. Anti-TNF-a treatment
was relatively safe and effective in patients with BD-
associated CVST; most patients exhibited no recurrence.
The frequency of neuro-BD ranges from 5% to 35%.5 In
an autopsy series, 20% of 170 patients with BD exhibited
neurological involvement.” Bolek et al.” reported a neuro-
BD rate of 18.4%. Among a cohort of 820 patients with BD,
64 (7.8%) had CVST. The prevalence of CVST in neuro-
BD patients varies from 10% to 20%.%% In this study, the
rate of neurological involvement among all patients with BD
was 9.4%. The incidence of CVST in patients with BD was
4.2%, compared to 44% in neuro-BD patients. Although
some studies found that CVST was more common in males
(65.6% and 68.5% of all patients), others reported no gender
difference.®”! We found that the disease was significantly
more common in young males (83.3%). The CVST disease
duration was approximately 6.5 years. The most common
initial complaint was headache; most patients presented
to the neurology clinic. BD is the most common cause of
CVST in some Middle Eastern countries.'""? The most
common findings of BD-associated CVST are headache,
focal neurological deficits, and changes in consciousness,
which are mainly attributed to intracranial hypertension.
Saadoun et al.®! found that the initial complaint was often
a severe headache that had developed a few days earlier,
followed by fever and focal deficit. In an Italian study, the
most common presentation of neuro-BD was an acute
attack with motor symptoms and cognitive changes.!!*!
In contrast, most of our patients complained of sub-acute
chronic and progressive headache, although some also
showed behavioral changes. The parenchymal involvement
was seen in only two CVST patients. No patient exhibited
permanent neurological deficits, either at admission or
during long-term follow-up. The headache improved in
most patients. CVST patients may develop visual problems
caused by neurological involvement or uveitis.'¥ Eight of
our CVST patients had uveitis, but none suffered permanent

Behcet's with CVST n, (%) Behcet’'s without CVST n, (%) p-value

Age mean + SD years 34+12 32+8 0.373
Gender (male) 20 (83.3) 24 (66.7) 0.144
Duration of the disease, mean + SD (months) 80.7+59.1 74+40.7 0.265
Skin involvement 18 (75) 34 (94) 0.03

Genital ulcer 21(87.5) 26 (72.2) 0.148
Ocular involvement 8 (33) 10 (27.8) 0.646
Positive Pathergy test 6 (25) 7 (19.4) 0.611
Arthritis 2(8.3) 8(22.2) 0.142
Extracranial vascular involvement 16 (66.7) 14 (38.9) 0.03

Gastrointestinal system involvement 0 (0) 1(2.8) 0.309

BD: Behcet'’s disease, CVST: Cerebral venous sinus thrombosis, SD: Standard deviation
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vision loss. As the gold standard imaging modalities, MRV
and cranial MRI, which were used in this study, play
critical roles in CVST diagnosis. Approximately 80% of
our patients exhibited involvement of more than one sinus.
The transverse sinus was the most commonly involved,
followed by the superior sagittal sinus, consistent with the
literature.™! T'wo-thirds of patients exhibited extracranial
vascular involvement: arterial involvement (pulmonary
artery aneurysms and thrombi) was seen in eight patients,
while venous and cardiac thromboses were observed in all
other patients (mostly deep vein thromboses in the lower
extremities). Compared to the patients with BD without
CVST, extracranial vascular involvement was more common
in CVST patients. As reported by Shi et al.," among others,
when BD is complicated by thrombosis, any vascular
thrombus increases the risk of other thromboses.'! Tunc
et al.l'! found that, in BD patients with CVST, the risk of
extracranial vascular involvement was high. Therefore, after
the diagnosis of BD-associated CVST, all patients should
be thoroughly evaluated for possible vascular involvement
of other organs (including the heart). Although CSs are
the cornerstone of treatment for neuro-BD, colchicine,
azathioprine, and CYC serve as steroid-sparing agents that
prevent relapse.' High-dose CS and CYC treatments are
recommended for patients with BD exhibiting major organ
involvement, but long-term use is limited by toxicity. In
our study, five (20%) patients received high-dose CSs and 2
(8%) were given CYC before anti-TNF-a treatment.

TNF-a is a major proinflammatory cytokine that plays a
critical role in the pathogenesis of BD. It is widely accepted
(including by the European League Against Rheumatism)
that ant-TNF-o agents (usually infliximab, adalimumab,
and etanercept) are effective for treating BD.'"?! In our
study, six (25%) patients received infliximab, while one
(4%) received adalimumab and another (4%) etanercept.
There was no recurrence in any patient during 43 months
of anti-TNF-a treatment. Significant clinical and laboratory
improvements were evident by 3 months. Seven patients had
received CSs for an average of 4 months before anti-TNF-a
treatment, and initially remained on the CSs. However,
these were discontinued after 3 months in four patients, and
after 24 months in the remaining patient.

At the final follow-up, only two patients were taking <4
mg/day methylprednisolone or equivalent. Although the
duration of CS use before and after anti-TNF-a treatment
did not differ between the patients (p=0.345), the CS dose
decreased significantly after anti-TNF-a treatment (mean
+ SD, 34.1£22.2 to 2.7«1.7 mg/day, p=0.018). In patients
with BD-associated CVST and vascular BD, it is unclear
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how long anti-TNF-o treatments should be given. Aksoy
et al.?? reported recurrence in two of three patients with
vascular BD who discontinued anti-TNF-a treatment. Our
patients were followed up for an average of 43 months;
all entered remission during month 3 and none suffered
recurrence. The mean BDCAF score was 2.2+1.4 at baseline
and decreased significantly to 0.5£0.9 at month 3, and
0.3£0.5 at the last follow-up (both p=0.01). Cranial MRI
revealed complete resolution of the thromboses of seven
patients, but significant recanalization was seen in one case.
No patient had any treatment-related complications. In a
series of neuro-BD patients, the mortality rate was reported
to be around 10%. Neuro-BD patients with CVST have
better prognoses than those with parenchymal involvement.
(2324 Saadoun et al.®! reported only 4 deaths (6%) among
64 patients followed up for a mean of 8 years; diseases
other than BD (e.g. myocardial failure) or parenchymal
neurological involvement attributable to BD caused the
deaths. The mortality rate was similar to that of patients with
CVST unrelated to BD.®! In our study, one (4%) patient
died of myocardial infarction outside the hospital. Our
findings are consistent with the literature. Although the use
of anti-TNF-a drugs to treat parenchymal neuro-BD has
received some attention,”*? their use in neuro-BD patients
with CVST is limited and the studies were retrospective.
Although the number of patients is small, we found that
long-term anti-TNNF-o agents can be safely used to treat
CVST, which is the best-known form of non-parenchymal
neuro-BD. Although CS treatment could not be stopped
completely with anti TNF-a drugs, it could be reduced.

Study Limitations

Our study was retrospective and no disease activity
index was universally applied to evaluate neuro-BD activity.
Therefore, we used the BDCAF index adopted in other
studies to evaluate anti-TNF-o treatment efficacy. Other
patients were evaluated according to the absence of CVST-
related disease activity, the laboratory and imaging results,
and the CS doses required.

Conclusion

As the risk of extracranial vascular involvement increases
in BD-CVST patients, they should be systematically
evaluated in terms of vascular involvement. Although
the number of patients is small, we found that long-term
anti-TNF-a treatment was safe and effective. Although
CS treatment could not be stopped completely with anti
TNF-a drugs, it could be reduced. Significant radiological
improvement was observed with anti-TNF-a treatment.
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Ischemia-modified albumin levels are elevated, and thiol/
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Abstract

Objective: To investigate the relationship between Behcet's disease
(BD) and ischemia-modified albumin (IMA) and thiol molecules and
to evaluate serum levels of this molecule in complications that may
develop due to BD. BD is a vasculitic disease characterized by recurrent
oral starring scarring genital ulcerated lesions and triple complex
symptoms of uveitis, histopathologically involving perivascular tissues
and vascular wall. It is thought that the mechanism responsible for
vascular damage may be immunoregulatory system dysregulation and
increased oxidative stress. In this study, serum levels of IMA and native
thiol (-SH), total thiol (-SS+-SH), disulfide (-SS) were evaluated in BD
and different clinical presentations of the disease.

Methods: Thirty-nine Behcet's patients and 40 healthy volunteers were
included in the study. IMA, -SH, and -SS levels were measured using
the spectrophotometric (Sigma-Aldrich Chemie GmbH Riedstrasse
2, Steinheim, Germany) method. Statistical analysis were performed
using the SPSS version 21.0 package program.

Results: In our study, the mean IMA (p<0.001), -SS/-SH (p<0.01), and
-SS/(-SS + -SH) ratios (p<0.01) were found to be significantly higher in
Behcet's patients compared to the control group. In receiver operating
characteristic (ROC) analysis, the highest associated value with BD was
found in IMA (p:0.001, AUC:0.713). In BD, no significant difference
was found between those with mucocutaneous involvement and
those with organ involvement in terms of IMA and thiol/disulfide
parameters (p>0.05).

Conclusion: In our study, we found that IMA serum levels were high,
and -SS/-SH and -SS/(-SS + -SH) ratios were significantly low in BD.

Keywords: Behcet's disease, thiol/disulfide homeostasis, IMA

0Oz

Amac: Behcet hastaligi (BH) ile iskemi modifiye albimin (IMA)
ve tiyol molekdlleri arasindaki iliskiyi arastirmak ve BH'ye bagl
gelisebilecek komplikasyonlarda bu molekullerin serum dizeylerini
degerlendirmektir. BH rekdrren oral aft, skar birakan genital Ulsere
lezyonlar ve Qveitin Ucli kompleks semptomlari ile karakterize,
histopatolojik olarak perivaskuler dokulari ve vaskiler duvari tutan
vaskulitik bir hastaliktir. Vaskuler hasardan sorumlu mekanizmanin
immunoregulator sistem disregilasyonu ve oksidatif stres artisinin
olabilecedi dustnulmektedir. Bu calismada BH'de ve hastaligin farkli
klinik prezentasyonlarinda IMA, native thiol (-SH), total thiol (-SS+-SH)
ve disilfit (-SS) serum duzeyleri degerlendirilmistir.

Yontem: Calismaya 39 Behcet hastasi ve 40 saglikli gondllt dahil
edilmistir. IMA, -SH ve -SS duzeyleri spektrofotometrik (Sigma-
Aldrich Chemie GmbH Riedstrasse 2, Steinheim, Germany) yontemle
olctlmistir. istatistiksel analizler SPSS versiyon 21.0 paket programi
kullanilarak yapilmistir.

Bulgular: Calismamizda Behcet hastalarinda kontrol grubuna gore
IMA ortalamasi (p<0,001), -SS/-SH (p<0,01) ve -SS/(-SS + -SH) oranlar
(p<0,01) anlamli olarak yuksek bulunmustur. -SH (p<0,001), -SS +-SH
(p<0,001) plazma seviyeleri ve -SH/AMA (p<0,01), (-SS + -SHYiIMA
(p<0,01) oranlarinin ise Behcet hastalarinda kontrollere gére éneml
diizeyde daha dustk oldugu tespit edilmistir. Alici islem karakteristigi
[Receiver Operating Characteristic (ROC)] BH ile en yuksek iliskili
degerin IMA'da oldugu bulunmustur (p:0,001, AUC: 0,713). Behcet
hastalarinda farkl klinik prezentasyonlar (vaskuler, okuler, nérobehcet,
mukokuten&z) ile calisma parametleri arasinda yapilan coklu anova
testlerinde anlamli fark saptanmamistir (p>0,05).

Sonuc: Calismamizda BH'de IMA serum seviyeleri ile -SS/-SH ve
-SS/-SS + -SH) oranlarinin istatistiksel olarak anlamli olacak sekilde
hastalikla iliskili oldugu tespit edilmistir.

Anahtar Kelimeler: Behcet hastalig, tiyol/distilfit homeostazisi, IMA
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Introduction

Behcet’s disease (BD) is a variable vascular vasculitis
that is characterized by non-scarring recurrent oral starring
scarring genital ulcers, histopathological involvement of
the vascular wall and perivascular tissues.!! Although the
mechanisms causing vascular involvement have not been
elucidated, it is primarily characterized by autoinflammation
of the vascular wall. It is thought that immunoregulatory
system dysregulation and increased oxidative stress may be
associated with the development of vascular damage.?
Bacterial and viral infections, dysregulations in humoral
and/or cellular immunity are thought to affect the
etiopathogenesis of the disease with genetic factors. The
role of the HLA-B51 gene, which is positive in nearly 60%
of Behcet’s patients, in the development of the disease is
not fully known.?# Since there are no specific diagnostic
biochemical tests and histopathological indicators, the
diagnosis of the disease is made according to clinical findings.
The time required for a definitive diagnosis can usually be
extended up to several years after the first symptoms appear.
The prolongation of this period is due to the inconsistency
of clinical findings among patients, and the prognosis of the
disease depending on geographical, ethnic, and personal
differences.”’ Available biomarkers in the diagnosis of
BD are not yet sufficient for diagnosis and cannot predict
the course of the disease and the response to treatment.
There are 585 amino acids in the structure of human plasma
albumin. Under physiological conditions, any metal element
(cobalt, nickel, copper) can be attached to the N-terminus of
the first 3 amino acids in the structure of albumin. Metal-
binding capacity may vary depending on hypoxic-ischemic
conditions. The form formed by hypoxia events that change
the structure of serum albumin is called ischemia-modified
albumin IMA). Ischemia-reperfusion injury increases plasma
IMA levels.[® IMA is accepted as a sensitive biomarker as
an indicator of ischemia-induced myocardial ischemia in
acute coronary syndrome.® Additionally, increased IMA
plasma levels have been shown in other diseases associated
with increased oxidative stress, such as psoriasis, rheumatoid
arthritis, and inflammatory bowel diseases.F-!

The increase in reactive oxygen species (ROS), which
occurs during cellular metabolism such as sueroxide radicals,
hydroxyl,and hyhydrogeneroxide,and the deterioration of the
oxidative balance due to theinadequacy of the antioxidantlevel
responsible for their neutralization causes the development
of oxidative stress. The increase in ROS damages the double
bond-containing areas of intracellular proteins and lipids
and the double bonds of bases in the structure of DNA.
Oxidative stress causes chain oxidation reactions by breaking
a hydrogen atom from the double bonds. As a result, cell
injury and cellular death occur due to damage to molecular
structures such as intracellular proteins, lipids, and DNA. 13!
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In previous studies in rheumatological diseases, an
increase in plasma levels of oxidant radicals secondary to
autoimmunity and inflammation was found.'*"! Similarly,
it has been shown that increased oxidative stress also
affects the pathophysiology of BD, and the antioxidant
level decreases in the plasma of patients.' Thiols are one
of the main reducing molecules in the human body. ROS
produced in various events in the organism are converted
into oxidized forms by transferring the excess electrons in
their body to thiols. Thus, reversible disulfide bonds are
formed. These bonds can be converted back to their old
thiol forms when necessary to maintain oxidant-antioxidant
hemostasis in the organism. This cycle, which is defined as
dynamic thiol-disulfide homeostasis, has important roles
in many events such as antioxidant protection mechanism,
enzymatic activation, apoptosis, and intracellular signal
transduction.!'”? Thiol disulfide balance also changes in
hepatic damage, cardiovascular events, central nervous
system diseases, diabetes mellitus, malignancy, advanced
age, and complications related to pregnancy.!'®

Although IMA levels or thiol-disulfide homeostasis
have been evaluated alone in different studies in BD, the
relationship of these two parameters with each other and
with the complications that may develop due to the disease
has not been evaluated before. This study was conducted to
investigate the relationship between BD and IMA and thiol
molecules and to evaluate serum levels of this molecule in
complications that may develop due to BD.

Materials and Methods

Patients

A total of 39 Behcet’s patients (mean age: 38.74+9.30
years) consisting of 13 females and 26 males, diagnosed
according to the 1990 Behget’s Disease International Study
Group criteria, followed in the rheumatology department of
Ankara City Hospital, and for the control group, 40 healthy
volunteers (mean age: 38.8+9.8 years) consisting of 14
females, and 26 males were included. Grouping according
to clinical organ involvement patterns in Behget’s patients
was made retrospectively from file scanning.

Obtaining Sample Samples and Calculating IMA
and Thiol-Disulfide Values

Venous blood samples were taken into approximately 10
mL vacuum tubes and centrifuged at 1.300 g x for 10 min. The
aliquoted sera were stored in Eppendorf tubes at -80 °C until
the time of analysis. Thiol/disulfide homeostasis parameters
were calculated using the automatic spectrophotometric

method described by Erel and Neselioglu.!'® In this method,



first, sodium borohydride and disulfide bonds were reduced
to free functional thiol groups. The reduced and native thiol
(-SH) groups were calculated after the reaction with DTNB
[5,5’-dithiobis-(2 nitrobenzoic) acid]. Half of the difference
between the total thiols and -SH provides the dynamic
disulfide amount. After the determination of disulfide
(-SS) and -SH, total thiols (-SH+-SS) amounts, disulfide/
native thiol percent ratios (-SS/-SH), disulphide/total thiol
percent ratios [-SS/(-SH+ SS)] and native thiol/total thiol
percent ratios [-SH/(-SH+-SS)] calculated. To calculate
IMA from venous blood samples, the samples were left at
room temperature for half an hour and then centrifuged
at 3.500 rpm for 5 min. Samples transferred to Eppendorf
tubes in aliquots were stored at -80 °C until analysis. IMA
level was measured using the Albumin Cobalt Binding test.
"This test was performed by mixing the patient’s serum with
50 mL of 0.1% cobalt (IT) chloride (CoCl,,6H,0) solution
(Sigma-Aldrich Chemie GmbH Riedstrasse 2, Steinheim,
Germany). After 10 min of incubation, 50 mL of 1.5 mg/
mL dithiothreitol was added to the mixture to induce cobalt
binding to the albumin. After a further 2 min incubation,
1.0 mL of a 0.9% sodium chloride solution was added to
the mixture to measure the binding capacity. Absorbance
determination from the samples was performed using a
spectrophotometer at 470 nm. The data obtained are shown
as absorbance units (ABSU). After measuring -SS, -SH and
-SS + -SH levels, -SS/-SH, -SS/(-SH + -SS) and -SH/(-SH
+ -SS) percentage ratios were calculated.

Statistical Analysis

Kolmogorov-Smirnov test was used to determine the
normal distribution of continuous variables. Independent
sample t-tests and Mann-Whitney U test were used to
evaluate the presence of a statistically significant difference
between the patient and control groups. Pearson correlation
analysis was used between parameters in the analysis of
correlations. The variables’ parametric and non-parametric
statistical results are shown as mean = standard deviation and
median (minimum-maximum), respectively. The statistical
analyses were performed using the Statistical Packages
for the Social Sciences (SPSS) version 22.0 package
program. The p<0.05 level was taken as the lower limit
that was considered statistically significant. While testing
the diagnostic accuracy measures of the indexes, receiver
operating characteristic (ROC) analysis was used and area
under the curve (AUC) was presented with 95% confidence
intervals. Youden’s index was used while determining the
optimum cut-off value and diagnostic accuracy criteria for
the cut-off value were presented.
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Results

Patients with Behget’s disease (n=39), 13 female and
26 male, SS and 40 healthy volunteers, 14 females, and 26
male, were included in the study (p>0.05). The mean age
of Behget’s patients was 38.7+9.3 years, and the mean age
of the control group was 38.8+9.8 years (p>0.05). Smoking,
body mass index, and presence of comorbid diseases were
found to be similar between Behcet’s and control groups.

The patterns of organ involvement in the Behcet group
and the data on the medical treatments used are shown in
Table 1.

The relationship between drugs used with -SH, -SH+-
SS, -SS, IMA levels, and -SS /-SH, -SS /(-SH+ SS) values
were evaluated with multiple variance analysis ANOVA
Post-hoc tests test. No statistically significant difference was
observed between the different types of treatments used in
Behget’s and these parameters (p>0.05). In the evaluation of
study parameters in different organs involvement in BD, no
statistically significant difference was found between clinical
patterns and these parameters (p>0.05).

There was no significant difference in study parameters
between those only mucocutaneous involvement and those
organ involvement in BD (Table 2).

Table 1. Data on organ involvement patterns and medical treatments
used in the Behcet group

Parameters n (%)
Mucocutaneous Behcet 13(33.3)
Neurobehcet 2(5.1)
Vascular Behcet 13(33.3)
Ocular Behcet 6(15.3)
Vascular and ocular Behcet 5(12.8)
Medical therapy n (%)
Colchicine 36 (82.3)
Corticosteroids 17 (43.5)
Azathioprine 19 (48.7)
Anti-TNF 5(12.8)
Cyclosporine 2(5.1)
Cyclophosphamide 3(7.6)
Interferon 2(5.1)

Anti-TNF: Anti-tumor necrosis factor




Data on the comparison of study parameters between
Behget’s and control groups are shown in Table 3.
In the Behcet group -SH (488.77+46.68), -SH+-SS
(549.95+69.77), -SH/IMA (511.07+67.13) and (-SH+-SS)/
IMA (549.95+69.77) levels compared to the control group
[-SH (529.67+55.96), -SH+-SS (629.59+104.65), -SH/
IMA  (589.76+98.88), (-SH+-SS)/IMA  (629.59£104.65)]
were found to be significantly low (p<0.001). The rates of
-SD/-SH (3.84£0.87) and -SD/(-SH+-SD) (3.55+0.75) in
Behget’s patients compared to the control group [-SD/-SH
(3.39+0.81), -SS/(-SH+-SS) (3.16+0.71)] was found to be
significantly high, while the mean of -SH/(-SH+-SS) was
found to be significantly lower (p<0.01). When compared
according to IMA levels, the mean of IMA was found to be
significantly higher in the Behcet group (0.96+0.06) than
in the control group (0.90+0.06) (p<0.001). There was no
significant difference between the groups in terms of white
blood cells, C-reactive protein, erythrocyte sedimentation
rate (ESR), -SS (p>0.05). Figure 1 shows the distribution of
IMA, s and Figure 2 shows the distribution of -SS/-SH, SS /
(-SH+-SS) levels among the groups.

Table 4 shows the ROC analysis results of -SS/-SH,
-SS/(-SH+-S), and IMA levels in BD. The highest value
associated with BD was observed in IMA (p=0.001). When
a cut-off value of 0.99 was taken for IMA in BD, it was
determined that the test gave a sensitive confidence interval
of 30.8% sensitivity and 97.5% specificity (AUC=0.713)
Figure 3. shows the ROC analysis graph of the operating
parameters in BD.

Table 5 shows the correlation between the study
parameters. It has been determined that there is a statistically
significant negative correlation between IMA and -SH (r:-
0,504, p<0.01), -SH+-SS (1:-0,532, p<0.01) ve -SS (1:-0,249,
p<0.05) levels. It was determined that there was a statistically
significant positive correlation between IMA and CRP
(r:0,238, p<0.05) levels.

Discussion

The etiology of BD, which is a systemic vasculitis, is
not yet known. The increase in oxidative stress is thought
to be an important factor in vascular injury. Stimulated
neutrophils produce oxygen intermediates that cause auto-

Table 2. Comparison of patients with only mucocutaneous involvement and those with organ involvement in terms of study parameters in Behcet's

patients

Parameters Only mucocutaneous (n=13) Organ involvement (n=26) p-value
-SH, mean = SD [umol/L] 494.89+51.09 484.82+46.50 <0.05
-SH+-SS, mean + SD [umol/L] 530.14+48.50 523.80+48.47 <0.05
-SH/IMA, mean = SD [%] 513.37+65.98 508.59+66.72 <0.05
(-SH+-SS)/IMA, mean + SD [%] 550.05+66.79 549.51+71.07 <0.05

All values were expressed as mean + SD. All values were calculated using the independent samt-test test for normal distribution. -SS: Disulphide -SH+-SS: Total Thiol, IMA:

Ischemia Modified Albumin

Table 3. Comparison of study parameters between Behcet and control groups

Parameter Behcet Control p-value
-SH, mean + SD [umol/L] 488.77+46.68 529.67+55.96 <0.001
-SH+-SS, mean = SD [umol/L] 549.95+69.77 629.59+104.65 <0.001
-SS, mean + SD [umol/L] 18.58+3.81 17.85£4.17 >0.05
-SS/-SH, mean =+ SD [%] 3.84+0.87 3.39+0.81 <0.01
-SS /(-SH+-SS), mean + SD [%] 3.55+0.75 3.16x0.71 <0.01
-SH/(-SH+-SS), mean + SD [%] 92.88+1.51 93.66+1.42 <0.01
IMA, mean =+ SD [ABSU] 0.96+0.06 0.90+0.06 <0.001
-SH/IMA, mean = SD [%] 511.07+67.13 589.76+98.88 <0.001
(-SH+-SS)/IMA, mean = SD [%] 549.95+69.77 629.59+104.65 <0.001
CRP mean + SD [mg/dL] 0,007+0,0018 0.002+0.001 >0.05
ESR mean + SD [mm/h] 11.20+7.32 10.025+5.74 >0.05
WBC, mean = SD [x1079/L] 7.23+1.89 6.59+1.23 >0.05
Hemoglobin, mean + SD [x10/9/L] 13.73£1.94 14.19+2.84 >0.05
Creatinine mean = SD [mg/dL] 0.78+0.16 0,43+0,15 >0.05
ALT mean =+ SD [mg/dL] 35.02+15.52 27.30 £13.46 >0.05

All values were expressed as mean + SD. All values were calculated using the independent sample t-tests for normal distribution. -SS: Disulphide -SH+-SS: Total thiol, -SH: Native
Thiol, IMA: Ischemia modified albumin, CRP: C-reactive protein, ESR: Erythrocyte sedimentation rate, WBC: White blood cell, ALT: Alanine aminotransferase
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Table 4. Specificity, sensitivity, and the cut-off levels of study parameters in Behcet.

Cut-off AUC (95% Cl) Sensitivity (%) Specificity (%) LR p-value
-SH 524.2 0.313(0.197-0.430) 30.8 62.5 0.82 0.004
-SH+-SS 518.7 0.329(0.211-0.446) 61.5 72 0.82 0.009
-SS/-SH (%) 4.85 0.679 (0.560-0.798) 69.2 67.5 2.13 0.006
-SS/(-SH+-SS) (%) 4.42 0.679 (0.560-0.798) 69.2 67.5 2.13 0.006
-SH\(-SH+-SS) (%) 96.26 0.321(0.202-0.440) 69.2 17.5 0.89 0.006
-SHIMA (%) 534.53 0.381(0.170-0.393) 43.6 45 0.79 0.001
(-SH+-SSNIMA (%) 557.44 0.295 (0.181-0.408) 53.8 33.5 0.79 0.002
IMA 0.99 0.713 (0.600-0.825) 30.8 97.5 4.10 0.001

AUC: Area under the Curve, Cl: Confidence interval, LR: Likelihood ratio. -SS: Disulphide -SH+-SS: Total thiol, -SH: Native thiol, IMA: Ischemia modified albumin
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and that the main cell involved in this increase is activated
neutrophils.?! Similarly, an increase in oxidative stress was
found in BD due to excessive ROS production and a decrease
in antioxidant levels.*

The increase in ROS resulting from the increase in
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oxidative stress causes many chemical changes in the
albumin structure and causes the formation of IMA. It has
been stated that IMA may be a new biomarker in increased
oxidative stress and ischemia, and it has been shown that
plasma IMA levels increase during oxidative events.?!
However, it has been determined that thiol and disulfide

molecules form an important antioxidant defense system
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-SS: Disulphide, -SH+-SS: Total thiol, -SH: Native thiol body affects the emergence of various diseases.*?”!
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Table 5. Correlation between study parameters

Parameter -SH -SH+-SS -SS IMA CRP ESR
-SH - 0.99** 0.036 -0.504** -0.148 -0.048
-SH+-SS 0.99*%* 0.170 -0.532** -0.185 -0.075
-SS 0.036 0.170 -0.249* -0.211 -0.186
IMA -0.504** -0.532%* -0.249* 0.238* 0.017
CRP -0.148 -0.185 -0.211 0.238* 0.071
ESR -0.048 -0.075 -0.186 0.017 0.071

All values were calculated using the Pearson correlation test. *p<0.05, **p<0.01. -SS: Disulphide, -SH+-SS: Total thiol, -SH: Native thiol, IMA: Ischemia modified albumin, CRP:

C-reactive protein, ESR: Erythrocyte sedimentation rate

It has been shown that there an increase in IMA levels in
diseases accompanied by vascular endothelial dysfunction. In
our study, IMA plasma levels were found to be significantly
higher in Behcet’s patients (0.96+£0.06 ABSU) compared to
the control group (0.90+0.06 ABSU) (p<0.001). Similarly,
previous studies have shown that the MA level is higher
in BD than in healthy individuals. In a study by Eryavuz
Onmaz et al.?® between Behcet’s and the control group with
35 individuals in each group, IMA plasma levels were found
to be significantly higher in Behget’s patients (0.63+0.11
ABSU) compared to the control group (0.51+0.15 ABSU)
(p<0.001). In another study by Keskin et al.?” on 45 healthy
individuals and 57 Behcet’s patients, IMA, total oxidant
levels, total antioxidant levels (T'AS), oxidative stress index
(OSI), ESR and CRP levels were found to be significantly
higher in BD, but it has been reported that only IMA among
these markers can be a useful biomarker in distinguishing the
active and inactive phase of the disease (p<0.01). In another
study conducted with 26 Behget’s patients and 28 controls,
IMA plasma levels were found to be statistically significantly
higher in patients with active BD (0.93+0.13 ABSU)
compared to individuals with inactive disease (0.82+0.14
ABSU) and control group (0.83+0.07 ABSU) (p<0.05).
B9 In a study by Capkin et al.?Y consisting of 35 Behcet’s
patients and 31 healthy control groups, it was shown that
IMA levels were significantly higher in the Behget group
(0.63+0.25 ABSU) compared to individuals in the control
group (0.42+0.12 ABSU) (p<0.001). In this study, IMA was
also found to be significantly higher in patients with BD
(n=11) than in patients without vascular involvement (n=23)
(0.78+0.37 and 0.56x0.14, respectively) (p<0.05). In our
study, although IMA levels were found to be higher in BD
compared to controls, they were found to be similar between
the active and inactive disease stages.

Thiol groups are sulfurous protein molecules with
antioxidant properties, which are found in human serum due
to amino acids and albumin. Thiols can enter an oxidation
reaction with reactive oxygen radicals and form disulfide
bonds.P? Disulfide bonds are covalent bonds and exist as
oxidized forms. The disulfide bonds formed can be reduced
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back to thiol groups by a reversible reaction. The balance
formed by this cycle is required for the antioxidant defense
system and apoptosis control. Dysfunctions occurring in
this cycle may increase reactive oxygen radicals, resulting in
endothelial damage and the development of apoptosis.?**¥
In a study by Kose et al.?); it was reported that plasma thiol
levels were decreased in Behcget’s patients (n=24) compared
to healthy controls (n=30) (p<0.001) and that plasma
antioxidant defense systems in BD might be insufficient or
impaired due to the decrease in thiol levels. In another study
consisting of 150 Behget’s patients and 100 healthy controls,
serum -SH+-SS, -SH levels, and -SH/(-SH+-SS) ratio was
found to be significantly lower in the Behget patient group
compared to the control group (p<0.001). Additionally, in
this study, -SS/-SH and -SS/(-SH+SS) rates were found
to be significantly higher in Behget’s patients compared
to controls (p<0.001).B% In a study by Balbaba et al.’” in
active ocular Behget (n=20), inactive ocular Behget’s (n=20)
and healthy control groups (n=20), -SH+-SS, -SH levels and
-SH/(-SH+-SS) ratio were found to be significantly lower
in ocular Behget’s patients compared to controls (p<0.001),
whereas -SS/-SH ratio and -SS/(-SH+-SS) ratio was found
to be significantly higher in Behcet’s patients compared to
controls (p<0.001). Similar to these studies, in our study,
serum -SH+-SS and -SH levels (p<0.001) and -SH/(-SH+-
SS) ratio (p<0.01) was lower in the Behget group compared
to the controls, and -SS/-SH and -SS/(-SH+-SS) ratios
(p<0.01) were found to be significantly higher. In our study,
no difference was found in terms of thiol groups between
those with and without mucocutaneous, neurological,
vascular, or ocular involvement in BD. Additionally, -SH/
IMA and (-SH+-SS)/IMA ratios, which have not been
evaluated before, were found to be significantly lower in
Behget’s patients compared to controls (p<0.001).

Conclusion

The absence of specific laboratory findings in the
diagnosis of BD causes inconsistencies in the diagnosis of
the disease. Although some acute phase reactants such as
CRP and ESR increase in BD, these markers are not specific



to the disease. Therefore, there is a need for more specific
biomarkers that can be used in the diagnosis of the disease.
According to the data we obtained from our study, we found
that serum levels of IMA in BD are high, and the ratios of
-SS/-SH and -SS/(-SS+-SH) are significantly low. The most
important feature of our study is that it is the first study to
evaluate IMA and thiol levels together in BD. The most
important limitation of our study is thatitis a cross-sectional
study and only few patients were included in the study.
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Romatoid artritte akciger tomografisi bulgulari ve klinik
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Amac: Romatoid artrit (RA) hastalarini akciger tutulumu acisindan
ne zaman ve nasil taramamiz gerektigi konusunda devam eden bir
tartisma vardir ve hastalarin komorbiditelerinin RA akciger tutulumu
icin bir risk faktort olarak énemi hakkinda cok az sey bilinmektedir.
Calismamizin amaci, akciger tomografisinde RA tutulum bulgulari
varligi ile iliskili demografik, klinik ve komorbid risk faktorlerini ortaya
koymaktir.

Yontem: Romatoloji klinigimizde RA tanisi ile son bir yilda muayene
olan hastalar retrospektif olarak taranmistir. Son bir yil icinde akciger
tomografisi bulunan hastalarin verileri degerlendirilmistir. RA ile iliskili
olabilecek akciger tomografi bulgusu olan hastalar ile tomografisinde
patoloji bulunmayan hastalarin demografik, klinik ve komorbid
ozellikleri  karsilastirlmistir.  Takiben ikili karsilastirmada gruplar
arasinda anlamli olarak farkli bulunan parametreler, regresyon analizi
ile degerlendirilmistir.

Bulgular: Calismaya 76 RA tanili ve akciger tomografisi cekilmis
hasta dahil edildi. Kirk tic hastada (%56,5) RA iliskili pozitif tomografi
bulgusu bulundu. Demografik ve klinik 6zelliklerden erkek cinsiyet
(p=0,008), anti-siklik sitrtllenmis peptid pozitifligi (p=0,04) ve tiroid
hastaliklari varligi (p=0,03), pozitif akciger tomografisi bulgulari olan
hastalarda anlamli olarak daha sik goézlendi. Regresyon analizinde
ise erkek cinsiyet [olasilik orani (O0) 7,79, %95 glven araligi (GA)
1,69-35,69] ve tiroid hastaliklarinin (OO 6,175, %95 GA 1,56-24,32),
akciger tomografisinde RA ile uyumlu bulgular ile birlikteligi bulundu.

Sonuc: RA kohortumuzdaki hastalarda erkek cinsiyet ve tiroid
hastaliklari 6ykusu ile akciger tutulumu ile uyumlu tomografi bulgulari
birlikteligini gosterdik. Bu hasta gruplarinin RA-akciger tutulumu
acisindan daha yakin takibi uygun olabilir.

Anahtar Kelimeler: Romatoid artrit, intertisiyel akciger hastaligi,
komorbidite, tiroid

Abstract

Objective: There is an ongoing debate about when and how we
should screen rheumatoid arthritis (RA) patients for lung involvement
and little is known about the importance of patients’ comorbidities
as a risk factor for RA lung involvement. The aim of this study is to
reveal the demographic, clinical, and comorbid factors associated with
positive lung computed tomography (CT) findings associated with RA.

Methods: We screened all RA patients followed at our rheumatology
clinic and included those who had a thoracic CT within the past
year. We divided the patients into two groups (positive or negative)
according to thoracic CT findings. We compared the two groups in
terms of demographic, clinical, and comorbid characteristics. We then
performed multivariate analysis with a model that includes significantly
different features in univariate analyses to find the amount of risk
attributed to the factors for positive thoracic CT.

Results: We included 76 RA patients who had thoracic CT. Of these,
43 (56.5%) had positive findings related to RA in thoracic CT. Male
gender (p=0.008), anti-cyclic citrullinated peptide antibody positivity
(p=0.04), and thyroid diseases (p=0.03) were found significantly
more common in the patients with positive thoracic CT findings.
Additionally, multivariate analyses found male gender [odds ratio (OR)
7.79, 95% confidence interval (Cl) 1.69-35.69] and thyroid diseases
(OR 6.17, 95% Cl 1.56-24.32) were related to positive CT findings.

Conclusion: In this study conducted in our cohort, we found that
male gender and thyroid disease were risk factors for positive thoracic
CT findings associated with RA. Clinicians may consider these factors
when classifying RA patients for lung involvement and planning
thoracic CT for screening.

Keywords: Rheumatoid arthritis, interstitial lung disease, comorbidity,
thyroid
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Giris

Romatoid artrit  (RA) iligkili ~ akciger hastalig
morbidite ve mortalite ile sonuclanabilen RA’nin
eklem digt tutulumlarindan biridir."™ RA tim akciger
kompartimanlarimi  etkileyebilir.  Interstisyel — akciger

hastaliklar1 (IAH), romatoid nodiiller, plevral effiizyon,
kiiciik ve biiyiik hava yolu hastaliklar1 (krikoaritenoidit,
konstriktif veya folikiiller bronsiyolit ve brongektazi) ve
pulmoner vaskiler tutulumlar RA hastalarinda gozlenebilir.
BI' RA’da akciger tutulumu genelde ilk 5 yilda ortaya cikar.
Ancak akciger tutulumu, olgularin %10-20’sinde eklem
semptomlarinin baglangicindan 6nce de gelisebilir. Akciger
tutulumu, RA hastalarinda tipik olarak ellili ve altmigh
yaslarda gorilmektedir.® Bu yiizden tami ani eslik eden
komorbiditeler siklikla kargimiza ¢ikabilmektedir. RA’da
akciger hastaliklarinin  patofizyolojisi ¢ok faktorlidiir.
Yapilan calismalarda RA akciger tutulumu ile genetik
yatkinlik, sigara i¢me, kronik immiin aktivasyon, cevresel
faktorler, enfeksiyonlar, ilag toksisitesi ve lokal mukozal
disbiyoz arasinda iligki saptanmugtir.?

RA hastalarinda daha once yapilan caligmalarda, tam
kriterlerinin ve radyografik goriintileme yontemlerinin
farklilik gosterebildigi halde, TAH prevalansi % 5-60 olarak
bulunmustur. Diger tutulumlar ise sikliga gore hava yolu
hastaliklari, plevral efizyon ve romatoid nodiiller olarak
gozlenebilmektedir.?*9 RA-TAH ile iligkili risk faktorleri
arasinda erkek cinsiyet, ileri yas, titiin kullanimi, romatoid
faktor (RF) veya anti-siklik sitrilllenmis peptid (CCP)
antikorlarindan en az birinin pozitifligi, obezite, yiiksek
RA hastalik aktivitesi ve genetik faktorler yer almaktadir.
2781 RA hastalarinda, alt hava yollarinda hava yolu asirt
duyarliligs, kiigiik hava yolu hastaliklar1 ve brongektazi
gozlenebilmektedir. RA tanili ancak parankimal tutulumlarin
dislandig: 50 hastadan olusan bir seride, hastalarin % 18’inde
hava yolu obstriiksiyonu, %8’inde kiiciik hava yolu hastalig:
ve %32’sinde solunum fonksiyon testinde ve/veya akciger
gortintiilemesinde hava hapsi ile uyumlu bulgular tespit
edilmigtir. Bu bulgular, kadinlarda ve sigara icenlerde daha
sik gozlenmektedir.®? Plevrada kalinlasma ve/veya efiizyon
seklinde kendini gosteren plevra iltihabi da RA’nin yaygin bir
eklem dig1 belirtisidir. Postmortem ¢alismalarda, hastalarin
%70’inden fazlasinda plevra tutulumu tanimlanmustir. Plevra
tutulumu olan hastalarin ancak %3-5’1 semptomatiktir.?
Diger yandan RA’da akciger nodillerinin varligi, yiiksek
hastalik aktivitesi, artmug vaskiilic sikligi, hastaneye yatg ve
mortalite ile iligkili bulunmusgtur.

Literatirde bildigimiz kadartyla hicbir ¢alismada,
komorbiditelerin RA akciger tutulumu riski veya birlikteligi
ile iligkisi arastirilmamugtir. Ayrica onceki caligmalarda,

IAH digi RA ile iliskili olabilecek diger akciger bulgularim
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da dahil edecek sekilde, akciger tomografisi gerekliligi olan
RA hastalarmi belirleme hedefi de degerlendirilmemistir.
Son yillarda subklinik tutulumlarin belirlenebilmesinin,
erken tedavi agisindan faydali olabilecegi dustnillmektedir.
Literatiirdeki ¢aligmalarda akciger tutulumu tespit edilmis
olan hastalar ile tutulum bulunmayan hastalar risk faktori
tespiti i¢in kargilagtirilmigtir. Bu caligmalarda tiim hastalara
akciger tomografisi ¢ekilmedigi ve takip siiresi sonrast
da akciger tutulumu cikabilecegi dustinilmektedir. Bu
¢alismamizda amacimiz RA  kohortumuzdaki hastalarin
akciger tomografisinde RA ileiligkili tutulumlari bulunanlarin
radyolojik 6zelliklerini ve tutulumla iliskili demografik, klinik
ve komorbid faktorleri ortaya koymakutir. Bu sekilde, akciger
tutulumlart agisindan tarama yapilacak RA hastalarmin
belirlenmesine yardimei olmak amaclanmaktadir.

Gerec ve Yontem

Hastalar:  Romatoloji  polikliniklerinde  muayene
edilmis ve RA tanist almus eriskin hastalar galismaya dahil
edilmistir. Tim hastalar, 2010 ACR/European League
Against  Rheumatology  kriterlerini  kargilamaktadir.
191 Hastane otomasyon sisteminden son 1 yillik veriler
retrospektif olarak taranmistir. RA tanist dogrulanan ve
muayene tarihinden 6nce 1 yil iginde ¢ekilmis akciger
tomografisi ve muayene tarihinde klinik verileri (hassas
eklem, sis eklem, komorbiditeler, kullandig1 ilaglar, eritrosit
sedimentasyon hizi, C-reaktif protein, hastalik siiresi) tam
olarak bulunan tiim hastalar ¢aligmaya alinmistir. Romatoloji
polikliniklerinde hastalarin muayene bulgulari, hassas ve sis
eklem sayisi, komorbid durumlart ve kullanmakta oldugu
ilaglar rutin olarak kaydedilmektedir. Klinigimizde, her
hastanin ilk muayenesinde sistemik hastaliklari ve kullandig:
ilaclar sorgulanmaktadir. Ek olarak e-nabiz sisteminden de
gecmis tanilar1 taranmaktadir. Caligmamiza bu verilerden

elde edilen komorbiditeler eklenmistir.

Calismamizda diglama kriterleri tiiberkiiloz, sarkoidoz,
malignite, diger kollajen doku hastaliklar1 veya otoimmiin
romatizmal hastaliklar, akciger iligkili meslek hastaliklar:
ve muayene tarihinde veya tomografi doneminde
enfeksiyon varlig1 ve gebelik/emzirme olarak belirlendi. Bu
calisma igin yerel etik kuruldan onay alinmisur (karar no:
2022/514/218/2, tarih: 28.01.2022). Bu ¢aligma, gozlemsel
calismalar icin Epidemiyolojide Gozlemsel Caligmalarin
Raporlanmasinin Giiglendirilmesi yonergeleri ¢ergevesinde,

Helsinki Bildirgesi ile uyumlu olarak diizenlenmistir.

Tomografi Bulgular:: Herhangi bir nedenle cekilmig
toraks yiiksek rezoliisyon bilgisayarli tomografide (YRBT)
ve/veya bilgisayarli tomografide (BT) raporlannug bulgular
kaydedilmistir. Tomografi anormallikleri su bulgular
icermektedir:P!



IAH: Olagan interstisyel pnoémoni, non-spesifik
interstisyel pnomoni, lenfositik pnémoni, organize pnémoni,
ilaca bagh pnémoni

Nodiiler Hastaliklar: Parankimal mikronodiiller,
nodiiller, subplevral mikronodiiller, Kaplan sendromu

Bronsiyal Hastaliklar: Bronsektazi, bronsiyolit, bronsit,
bronsiyal duvar kalinlagmasi, konsolidasyonlar

Plevral Hastaliklar: Plevral efiizyon, plevral kalinlagma,
plevrit

Diger Bulgular: Mediastinal lenfadenopati, buzlu
cam gorinimi, bal petegi goriiniimii, mozaik atentiasyon,
amfizem, atelektazi, vaskiiler hastaliklar.

istatistiksel Analiz

Akciger tomografisinde yukarida sayilan bulgulardan
herhangi birisi olan ve RA disginda aciklayict bagka bir
nedeni olmayan hastalar “RA tomografi pozitif” (RAT+)
grubunu olustururken, tomografisi normal hastalar “RA
tomografi negatif” (RAT-) grubunu olusturmustur. Ayrica,
dislama kriterlerine ragmen kalan, RA’dan bagimsiz
agikar kronik obstriktif akciger hastaligina (KOAH) bagli
amfizem, bronsit ve atelektazi gibi bulgular1 olan hastalar iki
romatolog ve gereklilik halinde gogiis hastaliklari uzmani ve
radyolog degerlendirmesi ile RAT- grubuna dahil edilmistir.
RAT+ ve RAT- hastalar demografik, klinik ve komorbid
ozellikleri a¢isindan karsilagtirilmistir. Devamli degiskenler
icin Mann-Whitney U testi, kategorik degiskenler icinse ki-
kare testi (veya Fisher Exact) kargilastirmada kullanilnustir.
Iliskilendirme analizlerinde, RAT+ olma durumunu tahmin
ettiricilerini saptamak amaciyla, gruplar arasinda farklilik
gosteren parametreler bagimsiz degisken olarak %95 giiven
aralig1 (GA) ile olasilik oranlarini1 (OO) elde etmek iizere
cok degiskenli lojistik regresyon modellerine yerlestirildi.
Cok degiskenli lojistik regresyon analizi modeline anlamli
farklilik gézlenen bagimsiz degiskenler ile yag parametresi
eklendi. Tutin kullanimmin literatiirde akeiger tutulumu
ile iligkili olabilecegi gosterildigi halde, titin kullaninu
durumu bilinen hasta sayisinin az olmasi nedeniyle modele
eklenmedi. Modele, RF ve anti-CCP’nin yakin iligkisi
nedeniyle RF pozitifligi eklenmedi. P degerleri <0,05
istatistiksel olarak anlaml kabul edildi.

Bulgular

Tomografi Bulgularma Gore Gruplar: Toplam 76
hasta ¢aligmada degerlendirilmistir. Hastalarin 43’t (%56,5)
RAT+, 33t (%43,5) ise RAT- grubunu olusturmustur
(Tablo 1). RAT+ hastalarin 12 tanesinde klinik ve
radyolojik olarak dogrulanmis TAH, iki tanesinde ise olasi
TAH mevcuttu. RAT- hastalarm iki tanesinde ise klinik ve
radyolojik olarak dogrulanmis uzun siireli kronik obstriiktif
akciger hastaliginin tomografi bulgular1 gézlenmistir.
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Tablo 1. Tomografide romatoid artrit ile iliskili akciger bulgusu olan 43
hastada saptanan radyolojik anormallikler*

Toplam iAH Diger

(n=43) (n=12) (n=31)
Nodul 15 3 12
Buzlu cam goérinimu 13 12 1
Bronsiyal hastalik 12 5 7
Plevral hastalik 9 1 8
Mozaik atentiasyon 7 1 6
Mediastinal lenfadenopati 6 1 5
Bal petegi formasyonu 5 5 0
Amfizem 5 1 4
interstisyel fibrozis 3 3 0
Pulmoner vaskdler hastalik 2 0 2

*IAH: Interstisyel akciger hastaligi; Diger: Klinik ve radyolojik olarak interstisyel
akciger hastaligi tanisi almamis ancak tomografisinde olasi romatoid artrit akciger
tutulumu olan hastalar, n: Hasta sayisini ifade eder

Otuz i¢ hastada ise RA ile iligkili tomografi bulgusu tespit
edilmemistir.

Hastalar: Ortalama yas 57,6+12,2 olarak tespit edilmistir.
Hastalarin 58’1 (%76) kadindi1 (Tablo 2). Gruplar arasinda
demografik ve klinik ozelliklerden cinsiyet ve anti-CCP
pozitifligi farkli bulunmustur. RAT+ grubundaki hastalarin
%81,4intin en az bir konvansiyonel veya biyolojik hastalik
modifiye edici anti romatizmal ila¢ (DMARD) 6ykisii
mevcutken, RAT- grubundaki hastalarm % 100%iniin
DMARD kullanim 6ykiisti mevcuttu.

Komorbiditeler: Hastalarda bulunan sistemik hastaliklar
Tablo 3’te siklik sirasma gore verilmistir. RAT+ grubunda
tiroid hastaliginin, RAT- grubuna gore daha sik bulundugu
tespit edilmistir (p=0,03).

RA’da Akciger Tomografisi Bulgusunu Tahmin
Ettirebilecek Faktorler: Erkek cinsiyet (OO 7,79, %95
GA 1,69-35,69) ve tiroid hastaliklarinin (OO 6,17, %95 GA
1,56-24,32), akciger tomografisinde RA ile uyumlu bulgular
ile birlikteligi bulundu. RAT+ olma durumunu tahmin
ettiren faktorler ve olasilik oranlar1 Tablo 4’te verilmistir.

Tartisma

RA hastalarinda, akciger tutulumu taramast icin akciger
gortintiilemesi yapilacak aday hastalarin belirlenmesine
yardimer tiroid
hastaliklart varliginin ve erkek cinsiyetin, akcigerde RA ile
iligkili olabilecek tomografi bulgular ile iligkili olabilecegi
bulunmustur. Ayrica akciger tomografilerinde siklik sirasina
gore nodil, buzlu cam goriintimi, bronsiyal hastalik, plevral
hastalik, mozaik atentiasyon, mediastinal lenfadenopati,

olmak icin planlanan caligmamizda,

bal petegi formasyonu, amfizem, interstisyel fibrozis ve
pulmoner vaskiiler hastalik saptanmigtir. Hastalarin 14’tinde
ise klinik ve radyolojik olarak dogrulanmig veya olast IAH
belirlenmistir.



Tablo 2. Hastalarin demografik ve klinik ¢zellikleri

RAT+ RAT- p
Hasta sayisi, n 43 33
Yas, yil 59,79 (SS 12,45) 54,79 (SS 11,32) 0,73
Erkek orani, % 34,8 9,0 0,008
Tani suresi, yil 4 (0-24) 4(0,1-16) 0,80
Komorbidite sayisi 2 (0-5) 1(0-4) 0,96
Tatan kullanimi, % (n, . =44)
iciyor 29 15,4
0,08

Birakmis 19,3 0
Yok 51,6 84,6
RF pozitifligi, % 63 55 0,20
CCP pozitifligi, % 73 50 0,04
Hassas eklem sayisi 0(0, 14) 1(0, 10) 0,51
Sis eklem sayisi 0 (0, 8) 0(0, 4) 0,39
ESR, mm/h 26 (2, 76) 17 (4, 57) 0,17
CRR mg/dL 18,4 (0, 120) 12,1 (0,4, 85) 0,17
Metotreksat kullanimi, %
Yok 58,1 39,4

, 0,24
Gecmiste 27,9 36,4
Halen 13,9 24,2
Anti-TNF kullanimi, %
Yok 90,7 90,9

0,97

Gecmiste 2,3 3,0
Halen 6,7 6,1
Steroid kullanimi, %
Yok 32,5 27,2

) 0,69
Gecmiste 11,6 18,2
Halen 55,8 54,5

CCP: Anti siklik sitrillenmis peptid, CRP: C-reaktif protein, ESR: Eritrosit sedimentasyon hizi, RAT+: Romatoid artrit iliskili pozitif toraks tomografi bulgusu, RAT-: Romatoid artrit

iliskili negatif toraks tomografi, RF: Romatoid faktér, SS: Standart sapma, p<0,05 koyu olarak gésterilmistir

Tablo 3. Akciger tomografisi cekilmis 76 romatoid artrit hastasinda komorbiditeler

Toplam* RAT+* RAT-* p
Anemi 36 19 17 0,52
Hipertansiyon 31 15 16 0,23
Tiroid hastaliklari 20 15 5 0,03
Diabetes mellitus 15 10 5 0,28
Mide-bagirsak sistemi hastaliklari 12 6 6 0,61
Kronik obstruktif akciger hastaligi 12 6 6 0,61
Koroner arter hastaligi 6 2 4 0,22
Kronik bébrek hastaligi 5 1 4 0,10
Duygudurum bozuklulugu 4 4 0 0,09
Aritmi 2 1 1 0,68
Serebrovaskdler olaylar 2 2 0 0,31
Pulmoner vaskuler hastaliklar 2 2 0 0,31
Konjestif kalp yetmezligi 1 1 0 0,56
Karaciger hastaliklari 1 1 0 0,56
Norodejeneratif hastaliklar 1 1 0 0,56

RAT+: Romatoid artrit iliskili pozitif toraks tomografi bulgusu, RAT-: Romatoid artrit iliskili negatif toraks tomografi, p: RAT+ grubu ile RAT- grubunun ki-kare (veya Fisher Exact)

testinin anlamliligi, *Hasta sayisini ifade eder, p<0,05 koyu olarak gésterilmistir

Acer Kasman ve Tezcan. RA akciger tutulumlari ve klinik iliskileri



Tablo 4. Cok degiskenli lojistik regresyon analizi ile romatoid artritte
tomografi bulgusu olma durumunu tahmin ettirici faktorler

Olasilik %95 Giiven p
orani araligi
Erkek cinsiyet 7,799 1,69-35,69 0,008
Tiroid hastaliklari varhigr 6,175 1,56-24,32 0,009
Yas 1,044 0,99-1,09 0,06
Anti-CCP pozitifligi 2,687 0,86-8,39 0,08

Nagelkerke R?: 0.324, Hosmer Lemeshow testi: 0,704, RAT+: Romatoid artrit iliskili
pozitif toraks tomografi bulgusu, CCP: Anti siklik sitriillenmis peptid, p<0,05 koyu
olarak gésterilmistir

RA’nin farkll akciger tutulumlarinin agiga ¢ikmast icin
risk faktorleri tanimlanmistir. Bunlardan en ¢ok vurgulanmig
olanlar erkek cinsiyet, ileri yas, sigara icme 6ykiisti, RF/anti-
CCP seropozitifligi, yiiksek hastalik aktivitesi ve genetik
faktorlerdir.'*”"  Ancak literatiirdeki ¢aligmalarda farkli
sonugclar gozlenebilmektedir. Bazi caligmalar hastalik aktivite
parametreleriyle akciger nodiilleri arasinda pozitif bir iligki
gosterirken, bazilarinda ise bu iligki gosterilmemigtir.®11-14
RA-TAH ile C-reaktif protein ve eritrosit sedimentasyon
hizi iligkisinde de celiskili sonuglar bulunmaktadir.®!1%)
Caligmamuzda literatiirle uyumlu olarak akciger tomografi
bulgusuyla anti-CCP pozitifligi ve erkek cinsiyet iligkisi
bulunmus olsa da
tutulumu arasinda bir iliski belirleyemedik. Calismamizin
amacmin hangi RA hastalarinda TAH risk faktérlerinin

aktivite parametreleriyle akciger

belirlenmesinden ziyade kimlere tarama amacli akciger
gortintiilemesi yapilacaginin oldugu distinildiginde, anlik
zaman diliminde gozlenen yiiksek aktivite belirteglerinin
akciger gorintilemesi gerektirmeyebilecegi dugtniilebilir.

Caligmamizda RA tedavisi ile akciger tutulumu arasinda
bir iliski saptanmamustir. Literatiirde de tedavi ile RA-TAH
arasindaki iliski konusunda ¢eligkili sonuglar bulunmustur.
(12151 Ancak glinimiizde konvansiyonel sentetik hastalik
modifiye edici ilaclarm, RA akciger tutulumu ile iliskili
olmadig1 genel kabul gérmektedir.

RA’da
prevalans caligmalarinda hipertansiyon, diyabet, tiroid

komorbiteleri inceleyen genis 6rneklemli
hastaliklari, anemi, depresyon, kronik obstruktif akciger
hastalig1 ve koroner arter hastaliklari, RA ile beraber siklikla
gozlenmektedir."%'"! Caligmamizdaki komorbidite oranlari
-her ne kadar prevalans caligmasi olmasini engelleyen
bir tomografi ihtiyact yanlilig1 olsa da- literatiirle benzer
saptanmustir. Ek olarak saptadigimiz, akciger tutulumu
ile tiroid hastalig1 arasindaki pozitif iliskinin dikkat cekici
olabilecegi dustiniilmektedir. RA ve tiroid bezi arasindaki
anlaml iligki uzun siiredir bilinmektedir; otoimmiin tiroid
hastaligi (OTTH) olan hastalarda RA prevalansi 1-3 kat daha
fazla bulunmustur. Benzer sekilde RA’l1 hastalarda da OITH

prevalansi 1-6 kat artmustir. Eklemlerin ve tiroid bezinin
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eszamanli etkilenmesi, biiyik olasilikla, belirli bir HLA
tipine, ¢cogunlukla HLA-DR’ye bagli genetik yatkinlikla ilgili
oldugu diisiiniilmektedir.'¥ Tlerde bu iliskiyi dogrulayan
biyik o6rneklemli, neden-sonu¢ iligkisini tanimlayan
prospektif ve iliski dogrulandig: takdirde tiroid hastaliginin
tipini agiga gikaracak yeni calismalara ihtiyag vardir.

RA’da tiim interstisyel pnémoni paternleri gozlenebilir.
19200 Caligmarmuzda 14 hastada saptanan TAH hastaliginin
yani sira kesin TAH olarak nitelendirilemeyen veya heniiz
nitelendirilmemis ancak buzlu cam, bal petegi veya
interstisyel fibrozis gibi olasi TAH bulgular1 da seyrek
degildir. Diger yandan, RA’da kiiciik hava yolu hastaliginin
stk gelisiminin mekanizmast ise hentiz kesinlegsmemistir.
Bronkoalveolar lavaj ¢aligmalarinda, bronsiolar hastaliklar:
olan RA hastalarinda enflamatuvar hiicre sayisinda artis
gosterilmistir. RA hastalarinda hem hava akimi obstriiksiyonu
hem de bronsiyal reaktivitenin artmasi, hava yolunda
onceden var olan enflamatuvar degisikliklerin bronsiyal
daralmaya ve hava yolu obstriiksiyonuna yol agabilecek
mukozal 6demi indikleyebilecegi disiintilmektedir.*?
Calismamizda 12 hastada bronsiyal hastalik bulgulart
gozlenmigtir. Ancak, bronsiyal hastaligin klinik olarak
degerlendirmesi i¢in solunum fonksiyon testlerine ihtiyag

oldugu akilda tutulmalidir.

RA akciger tutulumuigin tanimlanmamuigrisk faktorlerinin
de var oldugu diisinilmektedir.”82223 Ogzellikle genetik
faktorlerin roltu akilda tutulmalidir. Bu genetk faktorlerin
belirlenmesinin, akciger taramasma uygun hasta seg¢imine
1tk tutmaya yardimer olabilecegi diistiniilmektedir.

Bu calismanin giglii yonleri, RA igin olasi tim akciger
tomografi bulgularinin dahil edilmesi, tomografisi normal
bir kontrol grubunun olmasi ve komorbiditelerin hesaba
katilmasidir. Bununla birlikte, birka¢ 6nemli sinirlama vardir.
Birincisi, kesitsel tasarimi 6ngorici belirlememize engel
olmustur. Tkincisi, sadece akciger tomografisi olan hastalar
dahil edilip tomografisi olmayanlar dahil olmadigindan
secim yanliligit mimkiindiir, ancak yine de caligmamizin
bir prevalans iddiast bulunmamaktadir. Hala, subklinik
tutulumlart olan ve tomografisi olmayan RA’lar1 almamuis
olma ihtimaliz olsa da bu bir olgu-kontrol ¢alismasidir.
Uciinciisii, hastalarin bazisinda YCBT bazisinda BT
raporlarinin  olmast standardizasyondan uzaklagtirsa da
hedefe yonelik goriintileme olmasmin (6rnegin; IAH icin
YCBT, lenfadenopati i¢in BT) sorunlarin saptanabilirligini
arurmis oldugu disiiniilebilir. Son olarak, biyobelirtecler
ve paylasilan epitop ve MUCS5B gibi genetik faktorler gibi
degiskenler bu ¢aligmada

basta olgtilemeyen

degerlendirilmemistir.



Sonuc

Sonu¢  olarak, bu  retrospektdf  olgu-kontrol
calismasinda, RA hastalarinda erkek cinsiyet ve eslik eden
tiroid hastaliklarmin, RA akciger tutulumu ile uyumlu
gortintiileme bulgulart ile birlikteligini saptadik. Akciger
tutulumunun kéti prognozu ve erken tedavinin 6nemi goz
ontine alindiginda, bu bulgularin, biyolojik ve genetik risk
faktorlerine yonelik planlanacak gelecekteki caligmalara
yol gosterici olabilecegini diisinmekteyiz. Ayrica bu klinik
ozellikteki hasta gruplarinin RA-akeiger tutulumu agisindan

daha yakin takibi uygun olabilir.
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Temporal arter tutulumu olan ANCA iliskili vaskulit: Olgu sunumu

©® Ozkan Varan', ® Betil Ogut2, ® Hamit Kiictik', ® Abdurrahman Tufan3, ® Ayse Dursun2, ® Berna Goker3

TYildinm Beyazit University, Yenimahalle Training and Research Hospital, Clinic of Rheumatology, Ankara, Turkey

2Gazi University Faculty of Medicine, Department of Pathology, Ankara, Turkey

3Gazi University Faculty of Medicine, Department of Internal Medicine, Division of Rheumatology, Ankara, Turkey

Abstract

Antineutrophil cytoplasmic antibodies (ANCA)-associated vasculitis
and giant cell arteritis are two different vasculitides that differ in their
clinical presentations, treatments and prognoses. Temporal artery
involvement occurs rarely in ANCA-associated vasculitis. We present
two patients with ANCA-associated vasculitis with temporal artery
involvement.

Keywords: Temporal artery, vasculitis, anca-associated vasculitis

Introduction

Antineutrophil antibodies  associated

(ANCA-associated) vasculitis consists of granulomatosis

cytoplasmic

with polyangiitis, microscopic polyangiitis, and eosinophilic
granulomatosis with polyangiitis and causes necrotizing
pauci-immune inflammation in small to medium blood
vessels.[!]

Giant cell arteritis is a vasculitis of medium to large
blood vessels.”! The involvement of the branches of the
extracranial carotid artery leads to the classic symptoms.™
Giant cell arteritis can also involve the aorta and its branches.
Superficial temporal artery biopsy result is the gold standard
for diagnosis.””! Typically, a granulomatous reaction is seen

with mononuclear infiltration along the elastic lamina.P!

ANCA-associated vasculitis and giant cell arteritis
are two different vasculitides that differ in their clinical

(0}

Antinotrofil sitoplazmik antikor (ANCA) iliskili vaskulit ve dev htcreli
arterit, klinik gortntmleri, tedavileri ve prognozlari acisindan farklilik
gosteren iki farkli vaskalittir. ANCA iliskili vaskulitlerde temporal arter
tutulumu nadiren goérultr. Bu yazida, temporal arter tutulumu olan iki
ANCA iliskili vaskulit hastasini sunacagiz.

Anahtar Kelimeler: Temporal arter, vaskulit, anca iliskili vasklit

presentations, treatments and prognoses. The prognosis
of ANCA-associated vasculitis is worse and requires
more intensive immunosuppression.’* Temporal artery
involvement in ANCA-associated vasculitis is rare.’”
However, its distinction from giant cell arteritis is crucial
for effective therapy. Therefore, ANCA-associated vasculitis
should be considered in patients with atypical presentations
of giant cell arteritis. Here, we present two patients
with ANCA-associated vasculitis with temporal artery
involvement.

Case Reports

Case 1

A 73-year-old man was admitted with complaints of
widespread pain. He had asthma and he complained of
numbness of the feet and leg weakness. He also had jaw
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claudication. There was no tenderness or induration in the
temporal region. The upper and lower extremity motor
strength was 3/5. Laboratory testing showed C-reactive
protein (CRP) 78 mg/L, erythrocyte sedimentation rate
(ESR) 55 mm/h and eosinophils 25.6x10°/L. The 24-hour
urine protein was negative and there was no hematuria.
Antinuclear antibodies indirect immunofluorescence assay
(ANA-IFA) was negative, while p-ANCA was positive.
Doppler
angiography (MRA) of temporal arteries were normal.
Thorax and abdomen computed tomography (CT) of thorax
and abdomen were normal. Electromyography (EMG)
revealed sensorimotor peripheral neuropathy. Temporal
artery biopsy revealed giant cells in the degenerated internal
elastic lamina (Figure 1). A diagnosis of ANCA-associated
vasculitis with temporal artery involvement was made and

ultrasonography and magnetic resonance

a 3-g steroid pulse was given, followed by 1 mg/kg/day oral
prednisolone and 2 mg/kg/day azathioprine. The patient
informed consent was obtained.

Case 2

A 55-year-old woman was admitted with fatigue and
widespread pain. She had numbness of her feet, headache,
night sweats, fever, and weight loss. She also had jaw
claudication. The physical examination was normal. There
was no tenderness or induration in the temporal region.
Laboratory testing showed CRP 250 mg/L and ESR 117
mm/h. The 24-hour urine protein was negative and there
was no hematuria. ANA-IFA was negative, while c-ANCA
was positive. Doppler ultrasonography and MRA of

temporal arteries were normal. Thorax and abdomen CT
of thorax and abdomen were normal. Temporal artery
biopsy revealed intense inflammation in the media, and
adventitia consisting of lymphocytic infiltration with

Figure 1. Histopathologic findings of the temporal arteries show giant cells
at the degenerated internal elastic lamina with H&E

Varan et al. Temporal artery and Anca-associated vasculitis

segmental involvement (Figure 2). Diagnosis of ANCA-
associated vasculitis with temporal artery involvement was
made and a 3 g steroid pulse was given, followed by 1 mg/
kg/day oral prednisolone and 2 mg/kg/day azathioprine.
One month later, she presented with leg weakness. Her
right foot dorsiflexion motor strength was 2/5. Hypesthesia
of the right foot was also found. EMG revealed asymmetric
sensorimotor neuropathy, consistent with mononeuritis
multiplex and azathioprine was discontinued, and monthly
intravenous cyclophosphamide was started. The patient
informed consent was obtained.

Discussion

Vasculitides are subdivided according to their clinical
characteristics and the size of the affected vessels. ANCA-
associated vasculitis affects small to medium vessels, while
giant cell arteritis affects medium to large vessels. Upper
respiratory tract, lung, and renal involvement are more
frequent in ANCA-associated vasculitis, while the carotid
or aortic involvement is seen in giant cell arteritis. The
treatment of the two vasculitides differs, and ANCA-
associated vasculitis have a poorer prognosis.?*

The first patient had widespread pain, fatigue, weakness,
and numbness of the hands and feet. He had asthma and
eosinophilia was detected. The p-ANCA, eosinophilia, and
asthma were consistent with ANCA-associated vasculitis,
as was the sensorimotor peripheral neuropathy. The jaw
claudication and headache were thought to indicate the
temporal artery involvement. Histologically, temporal artery
inflammation was detected. ANCA-associated vasculitis
with temporal artery involvement was diagnosed.

The second patient had headaches and jaw claudication,
which were consistent with giant cell arteritis. However, the
mononeuritis multiplex is not typical of giant cell arteritis.

Figure 2. Histopathologic findings of the temporal artery show intimal
thickening, lymphocytic infiltration and thrombosis with H&E



The ¢-ANCA positivity suggested a diagnosis of ANCA-
associated vasculitis despite the absence of upper respiratory
tract, lung, or renal involvement. Histologically, temporal
artery inflammation was detected, but pathological findings
were not typical of giant cell arteritis. A diagnosis of ANCA-
associated vasculitis with giant cell artery involvement was
made and the subsequent development of mononeuritis
multiplex supported our diagnosis.

Endo et al.”? reported a patient presenting with pain
and tenderness in the temporal region in whom giant cell
arteritis was diagnosed by biopsy. The clinical complaints
were relieved with steroid treatment, but 9 months later the
patient was admitted with bronchial asthma and peripheral
eosinophilia. Although ANCA was negative, they suggested
a diagnosis of eosinophilic granulomatosis with polyangiitis
with temporal artery involvement. Tanaka et al.’l reported
a patient with microscopic polyangiitis with temporal artery
involvement. Unlike our patient, they found necrotizing
crescentic glomerulonephritis. In a cohort of 120 patients
with giant cell arteritis, Hamidou et al.®¥! detected different
vasculitides in seven patients, including three patients with
microscopic polyangiitis, two with polyarteritis nodosa, and
one with granulomatosis with polyangiitis. Nishino reported
that 5 of 347 granulomatosis with polyangiitis patients had
temporal artery involvement, all of whom had headache and
jaw claudication with loss of vision.F!

ANCA-associated vasculitis and giant cell arteritis have
different clinical presentations, treatments and prognoses.
Therefore, it is important to make the correct diagnosis in a
patient with temporal artery involvement. Our cases suggest
that ANCA testing is beneficial in patients presenting with
symptoms of giant cell arteritis but have unusual findings.
ANCA positivity seems to be associated with involvement of
the peripheral nervous system.
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Morfea ve ellerde fasiit gelisen bir olgu

Morphea and a case with fasciitis in the hands
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Lokalize skleroderma (morfea), asiri kollajen birikimine bagli olarak deri
ve deri alti dokusunun kalinlasmasi ve enddrasyonu ile karakterize bir
hastaliktir. Nedeni tam olarak bilinmemektedir. Lokalize skleroderma,
deri ve deri alti dokuya sinirli bir hastalik olarak bilinmesine karsin ic
organ tutulumu olan nadir olgular da bildirilmistir. Burada morfea
ile izlenmekte iken, ellerde sinovit ve fasiit gelisen genc bir olgu
sunulacaktir.

Anahtar Kelimeler: Lokalize skleroderma, sinovit, fasiit, tedavi

Giris

Morfea, lokalize sklerodermanin bir deri tutulumudur.
Siklikla yalnizca deriyi etkileyen, uzun seyirli bir deri
hastaligidir. Nadir gortilmesi ve klinik agidan heterojen
olmast nedeniyle, hastalifin patogenezi hala tam olarak
aydinlatilamamistir. Glintimiizde travma, radyasyon, ilaglar,
enfeksiyonlar, genetik ve otoimmiinite tizerinde durulmakta,
nedeni ne olursa olsun hastalik stirecinin damarsal hasar
ve deride elastikiyeti saglayan kollajen iretiminin artigt ve
yikiminin azalmasiyla ilerledigi bilinmektedir.™

Klinik bulgulara ve tutulan dokunun derinligine gore
alt gruplara ayrilir: Plak, jeneralize, biilloz, lineer ve derin
morfea. Lokalize skleroderma deride yalnizca birkag leke ile
sinirlt olabilecegi gibi tiim viicudu kaplayan yaygin lezyonlar
ile karsimiza gelebilir. Hastaligin baslangicr genellikle sessiz
olmasma ragmen, seyri hizli olabilir.”! Hastalik baslangic

Abstract

Localized scleroderma (morphea) is a disease characterized by
thickening and induration of the skin and subcutaneous tissue due
to excessive collagen accumulation. The reason is not known exactly.
Although localized scleroderma is known as a disease limited to the skin
and subcutaneous tissue, rare cases with internal organ involvement
have also been reported. Herein a young case with synovitis and
fasciitis in the hands will be presented while being followed up with
morphea.
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yast ortalama 40’1 yaslar olup, kadmnlarda 2-3 kat daha
fazla gorilir. En sik belirtileri deride sertlesme ve agrisiz
renk koyulugu, aktf evrede leylak rengi, kronik evrede
kahverengimsi renk degisikligidir. Morfea yillar icinde
kendiliginden gerileme gosterebilir. Nadir olarak direngli
seyredip, 6zellikle kollarda ve bacaklarda kalic1 degisiklikler
olusturabilir.!

Deriyi ilgilendiren bircok hastalik lokalize sklerodermayi
taklit edebilir,
karisabileceginden ayirict tami icin mutlaka deri biyopsisi
Lokalize
alanlari sinirli tutulmugsa siklikla steroidli krem-merhemler,

hatta derinin primer maligniteleri ile

yapilmalidir.?! skleroderma tedavisinde deri
immiin sistemi diizenleyici krem-merhemler (takrolimus/
pimekrolimus) gibi lokal tedaviler tercih edilirken, yaygin
veya siddetli tutulum durumlarinda sistemik immiinostipresif

tedaviler kullanilmaktadir.t>4
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Bu bildiride morfea tanist ile takip edilmekte iken ellerde
sinovit ve fasiit tespit edilen, i¢ organ tutulumu olmayan
geng bir erkek olgu sunulacakur.

Olgu Sunumu

El parmaklarini kapamada zorluk, her iki el parmaklar
(PIF)
sikayetleriyle romatoloji poliklinigine bagvuran 27 yasinda

proksimal  interfalangiyal eklemlerde  sisme
erkek hasta, garson olarak calismaktaydi. 2012 yilinda kolda
ve sirtta siyah renk degisikligi olmus, dermatoloji bakis: ve
2014 yilinda sirttaki deri lezyonlarindan 2 yerden yapilan
biyopsi sonucu deri eklerinde azalma, kollajen demetlerde
azalma, deri ekleri ¢evresinde fibroz, stiperfisiyal perivaskiiler
alanda lenfosit ve polimorfoniikleer I6kositlerde artig
bulgulari ile morfea tanist almisti. Morfea tanisindan 2 yil
sonra (2016) dizlerde, ayak ve ellerde hafif agrilari ve sabah
katligi baglamusti. Ellerini kapatmada zorluk oluyormus.
Ayni siirecte el bileginin i¢ yiiziinde deride kizariklik ve
sertlesme farketmisti. Stipheli ag1z-goz kurulugu tarifliyordu.
2016’da hidroksiklorokin 200 mg/giin verilmis, 2017’de
kolsisin tb 2*1 eklenmisti. Tki ay kullandiktan sonra kolsisini
kendisi kesmisti. Hasta Kasim 2019°da el 2. ve 3. PiF’lerde
siglik, hareket kisithiligs, ellerini kapatamama, yumruk
yapamama yakmmalariyla bagvurdu. Ozgegmisinde morfea
diginda 6zellik yoktu. Fizik muayenesinde sirtta ve kollarda
yaygin morfea plaklar1 vardi (Resim 1). Ellerde 2.-3. PIF’ler

sis, stkmakla hafif agriliydi, ellerini yumruk yapamiyordu.
El bilek i¢ yiizlerinde lineer sert plaklar mevcuttu (Resim
2,3). Sklerodaktili yoktu, diger sistem muayeneleri olagandi.
Laboratuvar tetkiklerinde ise; hemogram, karaciger ve
bobrek fonksiyon testleri, rutin idrar tetkiki ve tiroid
fonksiyon testleri normal bulundu. C-reaktif protein: 0,54

Resim 1. Sirtta yaygin morfea plaklari
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mg/dL (normal 0-0,5 mg/dL), eritrosit sedimentasyon hiz:
16 mm/saat (normal 0-15 mm/h) idi. Serolojik tetkiklerde;
anti-niikleer antikor 1/100 titrede zayif pozitif- benekli
paternde-, Ekstraktabl niikleer antikor profilinde anti SS-A
antikoru +1 pozitiflik diginda anormallik yoktu. Anti-siklik
sitriiline peptid antikor (anti-CCP) ve romatoid faktor (RF)
negatifti. El grafileri dogal bulundu. G6z muayenesi sonucu
Schirmer testi 15 mm, gozyast kirilma zamani (BUT testi)
ise 10 sn olup, normaldi. Sag ve sol el manyetik rezonans
raporunda muskiiler fasyalarda yag baskili T2 sekanslarda
hiperintens goriniimde lineer tarzda hafif dereceli sinyal
artiglar1 izlendi. Fleksor tendon kiliflar1 ¢evresi, el dorsumu
diizeyi, ozellikle proksimal interfalangiyal diizeyde tendon
kiliflar1 cevresi ve sinovyumda non-spesifik 6demat6z sinyal
artiglar1 gorilmekte olup, bulgular 2. ve 3. parmakta kismen
daha belirgin izlenmekteydi. El bilegi seviyesinden karpal
tiinel bitimine kadar tiim ekstensor ve volar yiizlerde yer yer
vaskiiler yapilar1 da icine alan yaygin subkiitan non-spesifik
6dem mevcuttu.

Hasta hidroksiklorokin 400 mg/giin ve kolsisin 0,5 mg
1*2 almakta idi. Bu tedavilerle yakinmalarinda degisiklik
olmadigini ifade ediyordu. Deri bulgularma ek olarak
elde sinovit ve fasiit mevcuttu. Oykii, fizik muayene ve
laboratuvar tetkiklerine dayanilarak herhangi bir i¢ organ
tutulumu yoktu. Nadir goriilen morfea ile ellerde sinovit ve

Resim 2. El bileklerinde morfea lezyonlari



Resim 3. Ellerde PIP sisligi ve el bileklerinde morfea

fasiit birlikteligi oldugundan hastaya Ocak 2020 tarihinde
metotreksat (MTX) 10 mg/hf (titre edilerek artrilacak),
folik asit ve prednizolon 30 mg/giin baslandi. Birinci ay
kontroliinde 15 mg/hf MTX ve 30 mg/giin prednizolon ile
goriildi. Belirgin degisiklik olmamakla beraber el sisliginde
azalma ve fleksiyonda hafif diizelme saptand.

Tartisma

Skleroderma derinin fibrozuna neden olan bir hastaliktir.
Sadece deri tutulumu ile smirli olabilecegi gibi i¢ organ
tutulumunun da eslik ettigi daha ciddi hastalik formlarinda
da goriilebilir. Skleroderma, sistemik skleroz ve lokalize
skleroderma olarak iki major gruba ayrilir. Lokalize
skleroderma yalnizca deri ve derialu dokuya sinirhidir ve
Raynaud fenomeni, akroskleroz ve i¢ organ tutulumunun
olmamasi ile sistemik formdan ayrilir.! Morfea ile
lokalize skleroderma esanlamlidir ve heterojen bir grup
hastalig1 icermektedir. Lokalize sklerodermalar lezyonun
sekli, genisligi ve derinligine goére siurli, yaygin, derin ve
lineer seklinde 4 gruba ayrilmaktadir. Ekstremitelerin
lineer lokalize sklerodermasi, en coup de sabre lokalize
sklerodermasi ve progresif fasiyal hemiatrofi (Parry-
Romberg sendromu) lineer lokalize sklerodermalardir.

Tinazlh ve ark. Morfea ve fasiit

Diger lokalize sklerodermalardan farkli olarak, lineer
lokalize sklerodermalar siklikla cocukluk ¢aginda baglamakta
ve tutulan deriye komsu deri alt1 yag tabakasi, kas ve kemikler
etkilenebilmektedir. Sonucta, hastaliga 6zgii deformiteler
olusmaktadir. Lineer lokalize skleroderma siklikla alt
ekstremiteyi tutar.’! Ardindan sirasiyla st ekstremiteler,
frontal bolge, gogiis 6n kismi, karin ve kalcalar: etkiler.
1 Bizim olgumuzda 6nce gévde ve kollar plak morfea
seklinde tutulmus, ardindan el bileklerinde lineer tarzda
deri lezyonlar: ve elde kas-fasya-tendon etkilenimi seklinde
seyretmistir. Ve bu tutulum 6dem sonucu yumruk yapamama
sorununa yol agcmustir.

Eriskin ve cocuklarda en sik goriilen lokalize skleroderma
tiirii lineer sklerodermadir. Bu tiir tutulum, altindaki kaslar
ve kemikleri etkileyebilen kalmnlagmis bir deri hattindan
olusmaktadir. Bu yiizden de lezyonlar etkilenen eklem veya
kasin hareketini kisitlayabilir.! Viicudun tek bir tarafim
tutma egilimindedir.?!

Lokalize
bilinmemektedir. Pek ¢ok aragtirmaya gore anormal kollajen

sklerodermanin  etiyolojisi tam  olarak
sentezine yol agan imminolojik sebepler bulunmaktadir.
Bazi caligmalar fibroblast ve kollajen sentezini artirdigi
bilinen TGF-~ ve PDGF gibi biiyime faktorlerinin ve
sitokinlerin, lokalize sklerodermada artugini gdstermistir.
I Hastaligin  etiyolojisinde otoimmiiniteyi destekleyen
kanitlar da vardir.?) Ozellikle jeneralize morfea alt tipinde
antintikleer antikor, antihiston antikor, anti-fosfolipid
antikor, romatoid faktor ve lupus eritematozus hiicresi gibi
otoantikorlarin varligr gosterilmigtir.®'% Fakat maalesef bu
antikorlarin hi¢biri hastaliga 6zgiin degildir. Son zamanlarda,
lokalize sklerodermaya yiiksek oranda 6zgiin oldugu iddia
edilen Cu/Zn stiperoksit dismutaza kargi geligen bir antikor

tanimlanmigtir. !t

Bu hastaligin  o6ncelikle sistemik sklerozdan ayirict
tanisinin yapilmasi ve lokalize sklerodermay: taklit edebilen
pek cok deri hastaliginin da disiintilmesi gerekmektedir.
Fakat lokalize skleroderma ve sistemik skleroz arasinda
her zaman histopatolojik ayrim da pek mimkin
olmayabilmektedir. Bu iki hastaligin histopatolojik olarak
enflamatuvar infiltratin  dagilimi ve yogunluguna veya
papiller dermis tutulumuna gore ayrilabilecegini bildiren
¢aligmalar vardir. Bu aragurmacilar lokalize sklerodermada
enflamatuvar degisikliklerin sistemik skleroza goére daha
belirgin oldugunu ve sistemik formda olmayan papiller

dermiste sklerozun siklikla gorildigiint gozlemlemiglerdir.
[12]

Lokalize sklerodermanin sistemik forma dontismesi cok
nadirdir. Béyle bir durumla karsilagildiginda 6ncelikli olarak
ilk tanida bir hata oldugu diistiniiliir. Bununla birlikte lokalize



sklerodermanin sistemik formla birlikteligi de bildirilmistir.
1314 Olgumuzda sistemik tutulum bulgusu olmamakla
birlikte morfeanin yani sira ellerde fleksiyonda kisiclilik
bulunmaktaydi, el-parmak derisinde sertlik-sklerodaktili
yoktu, fakat hasta ellerini yumruk yapamamakta idi. Nadir
de olsa boyle olgular i¢ organ tutulum olasilif1i agisindan
dikkatle izlenmelidirler.

Bu hastaligin tedavisinde pek ¢ok giincel bilgiler olgu
sunumlarina ve kisisel deneyimlere dayanmaktadir. Bu
nedenle giintimiizde kullanilmakta olan tedavilerin basarisi
hala smurhdir. Plak morfeali hastalar 3-5 yilda spontan
remisyona girebildikleri i¢in 6zel bir tedavi gerektirmezken
yaygin, lineer ve derin morfeali hastalar yiiksek morbiditeleri
nedeniyle daha agresif tedaviye ihtiyag duyarlar.”>" Plak
morfea lezyonlar1 kozmetik sorunlara yol acabilir. Hafif
lezyonlarda kortikosteroidli krem veya pomadlar, lokal
tedavilere cevap vermeyenlerde lezyon ici steroid, topikal
kalsipotrien ve tokoretinat uygulanirken yaygin ve ilerleyici

sistemik kortikosteroidler,
1,2]

lezyonlarda D-penisilamin,

metotreksat gibi ilaclar verilir.!
Literatiirde morfea ile eozinofilik fasiit birlikteligini konu
alan olgu-calisma ve derleme yazilari"®'”) olmakla beraber
morfea ile fasiit-yaygin deri alu 6dem birlikteligine dair
glincel yazi bulunamadi. Bu olgunun yazilmasi, tartisilmasi ve
bilimsel katki i¢in sunulmast icin hastadan onam alinmustir.

Sonuc

Lokalize sklerodermada fibroz genellikle deride sinirh
gozlenirken, nadiren deri alti doku, fasya ve alttaki kaslar
ve hatta kemik dokuyu icerebilir. Bazi olgularda i¢ organ
anormallikleri ile sistemik manifestasyonlar olusabilir.!™
Bu nedenle morfea ile izlenmekte olan hastalarin sinovit-
fasiit ve nadiren i¢ organ tutulumlari agisndan dermatoloji
ile romatoloji kliniklerinin is birligi ile takip edilmesi, erken
tan1 ve tedavi agisindan ¢ok 6nemli goziikmektedir.

Etik
Hasta Onayi: Bu olgunun yazilmasi, tartigtlmasi ve
bilimsel katki i¢in sunulmasi i¢in hastadan onam alinmistir.
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Isitaliver abscess orliverinfarction? Diagnosticdilemma
in a patient with systemic lupus erythematosus and
antiphospholipid syndrome: a case-based mini review

Karaciger apsesi mi yoksa nekrozu mu? Sistemik lupus eritematoz ve antifosfolipid antikor sendromu
olan hastada tanisal ikilem: Olgu esliginde kisa bir derleme
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Abstract

Thromboses in hepatic and portal veins are the most common
problems affecting the gastro-hepatic system in antiphospholipid
syndrome (APS), but hepatic artery thrombosis has been rarely
reported especially during pregnancy or the postpartum period. We
have reported a 26-year-old female patient with a previous diagnosis of
systemic lupus erythematosus and APS manifested by fever and severe
abdominal pain. Based on clinical and laboratory findings, diagnosis of
liver abscess was initially considered. The final diagnosis was confirmed
as liver infarction due to APS based on liver biopsy. After treatment
with intravenous immunoglobulin, anticoagulation, plasmapheresis,
and steroid, the clinical and laboratory improvement were observed.
Here, our aim is to attract attention that hepatic necrosis may mimic
liver abscess in terms of clinical symptoms and laboratory findings.

Keywords: Systemic lupus erythematosus, antiphospholipid antibody
syndrome, hepatic necrosis, liver abscess

Introduction

Antiphospholipid syndrome (APS) is an autoimmune
disease characterized by arterial and venous thrombosis due
to antiphospholipid antibodies. Obstetrical APS is another
entity that may affect both mother and fetus during the
entire pregnancy with high morbidity. The syndrome can
be primary when happening in patients without identified

autoimmune disease or associated with autoimmune diseases,

0Oz

Hepatik ve portal ven trombozlari antifosfolipid antikor sendromunun
(AFAS) en sik gastrointestinal tutulum seklidir. Hepatik arter
trombozlari ise 6zellikle gebelik veya postpartum doénemde nadir de
olsa bildirilmistir. Burada ates ve siddetli karin agrisi ile basvuran 26
yasinda sistemik lupus eritematoz ve AFAS tanilar ile takip edilen
kadin bir hasta sunduk. Klinik ve laboratuvar bulgular ile éncelikle
karaciger apsesi dustnulen hastaya karaciger biyopsisi sonrasi AFAS
iliskili karaciger nekrozu tanisi kondu. intravenéz imminoglobulin,
antikoagulasyon, plazmaferez ve steroid tedavisi sonrasi klinik ve
laboratuvar iyilesme saglandi. Amacimiz nadir de olsa karaciger
nekrozunun klinik ve laboratuvar olarak karaciger apsesini taklit
edebildigine dikkat cekmektir.

Anahtar Kelimeler: Sistemik lupus eritematoz, antifosfolipid antikor
sendromu, karaciger nekrozu, karaciger apsesi

particularly systemic lupus erythematosus (SLE).?! Although
mesenteric ischemia or portal and hepatic vein thrombosis
can be seen during APS, liver ischemia and necrosis can
rarely occur.’! Here, we reported a case with SLE, and
APS presented with fever and abdominal pain mimicking
liver abscess. In this case-based review, we would like to
emphasize that APS-induced liver infarction can mimic a
liver abscess radiologically and clinically.
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Case Presentation

A 26 -year-old female with a previous diagnosis of SLE,
APS, type 1 diabetes mellitus presented to emergency
department with new onset dyspnea and vague abdominal
pain. Past medical history was remarkable for deep venous
thrombosis (DVT), pulmonary thromboembolism (PTE)
and transient ischemic attack (TTA). Her medications
included warfarin, insulin detemir, insulin aspart and oral
cyclophosphamide for resistant immune thrombocytopenia.
However, the patient indicated not receiving the drugs
in the last three days for unknown reasons. Pathologic
findings on physical examination were as follows: Mild
tachycardia, tachypnea, and mild abdominal tenderness in
the right upper quadrant on palpation. Blood pressure was
normal, and no pathologic sounds were found during lung
examination. Laboratory findings including hemoglobin
12.4 g/dL, platelet count 24.000/mm’, lymphocyte count
450/mm®, C-reactive protein 322 mg/L (normal range;
0-5 mg/L), erythrocyte sedimentation rate 82 mm/hour,
aspartate aminotransferase 450 U/L (normal range; 0-40
U/L), alanine aminotransferase 311 U/L (normal range;
0-40 U/L), lactate dehydrogenase 760 U/L (normal range;
135-214 U/L), pro-calcitonin 2.1 ng/mL (normal range;
<0.046 ng/mL), D-dimer 3.59 mg/L (normal range; 0-0.5
mg/L), serum fibrinogen 699 mg/dL (normal range; 170-
420 mg/dL), prothrombin time 15 (normal reference; 10.5-
14.5), partial thromboplastin time 130 (normal range; 24-
40), lupus anticoagulant 3.87 (normal reference; 0.8-1.2),
anticardiolipin IgG antibody 27.8 UI/mL (normal reference;
9.9-10 UI/mL) were found. Pulmonary computerized
(CD)
formation in the left pulmonary artery branches. During

tomographic angiography revealed thrombus
follow-up with anticoagulation, on day 2 of hospitalization,
fever (39 °C) was developed, and pain in the right upper
quadrant of abdomen intensified mimicking acute abdomen.
Contrast enhanced CT evaluation of abdomen demonstrated
non-specific findings such widespread hypoechoic lesions in
the liver (Figure 1). Doppler imaging showed normal blood
flow in the portal and hepatic systems was remarkable for
evidence of acute thrombus formation of inferior vena cava
(IVC) below the junction of hepatic veins. The liver abscess
was initially considered based on fever, abdominal pain,
and highly elevated acute phase parameters. Antibiotics and
intravenous immunoglobulin (IVIG) were administered
due to marked decrease in platelets with newly developed
ischemia in the thumb finger of right hand and strong
evidence of infection. However, microbiologic studies
were found negative. Anticoagulation with enoxaparin was

re-administered following elevation in platelets by IVIG.
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Dynamic magnetic resonance imaging (MRI) demonstrated
lesions with T1W hypointense with peripheral enhancement
and diffusion restriction observed along the right-middle
hepatic vein traces (Figure 2). Liver biopsy was performed.
Based on histopathologic evidence showing coagulation
necrosis in the liver (Figure 3a, b), the diagnosis of APS
related hepatic infarction was concluded and combination
regimen of plasmapheresis and steroid was initiated. The
patient was discharged with oral, cyclophosphamide,
steroid, and subcutaneous low-molecular-weight heparin

after complete clinical and laboratory improvement.

Figure 1. Widespread hypoechoic lesions detected by abdominal CT
imaging
CT: Computer tomography

Figure 2. Lesions with TTW hypointense with peripheral enhancement
and diffusion restriction observed along the right-middle hepatic vein
traces on dynamic MR imaging of abdomen

MR: Magnetic resonance



Discussion

Liver is the most common affected organ among APS

associated  gastrointestinal involvement. The hepatic
involvement generally manifests by clinical features of
thrombosis of the hepatic veins, portal veins and rarely IVC.
Bl Among those, hepatic infarction is rather uncommonly
seen due to dual blood supply to liver by hepatic artery and

portal system.

Gastrointestinal manifestations of SLE, such as nausea,
vomiting and insignificantabdominal pain are generally mild.
However, in the presence of acute severe abdominal pain
in a patient with SLE, mesenteric vasculitis, hepatobiliary
disease, and acute pancreatitis should be considered in the
differential diagnosis.! In a study a study based on liver
biopsy findings of patients with SLE, hepatic congestion was
found the most common histopathologic feature followed by
fatty changes, arteritis, peliosis hepatis, nodular regenerative
hyperplasia, and rarely hepatic necrosis.?!

Figure 3a. Left side of the picture demostrated preserved liver parenchyma,
liver necrosis is seen in the right side (HE x 100), b. Hepatic cell nuclear loss
in the necrotic areas and intact trabecular structure and sinusoids in liver
parenchyma. (HE x 400)

Yildirim et al. Liver abscess or liver infarction?

The first case possibly representing the association
of hepatic infarction with high lupus anticoagulant titer
in the literature was described in a 31-year-old female
patient manifested with fever, right upper abdominal pain,
thrombocytopenia, and elevated liver function tests following
termination of 26-week pregnancy. The diagnosis of hepatic
infarction was considered based on multiple hypoechoic
lesions in liver upon CT imaging and the presence of high
titers of lupus anticoagulant. The clinical improvement was
documented after administration of steroid and heparin.
To date, nearly all cases of hepatic necrosis and/or infarction
were reported during pregnancy and/or in the postpartum
period due to APS itself or related to HELLP (H: Hemolysis,
EL: Elevated Liver enzymes, LP: Low Platelets) syndrome.

[7-9]

In the literature, the first case of hepatic infarction in
a patient with SLE was identified in a 24-year-old male
receiving hemodialysis presented with complaints of
fever and right abdominal pain. Antibiotic treatment was
initiated for a presumed diagnosis of acute cholecystitis.
Thereafter, diagnostic laparotomy was required due to lack
of response to antibiotics and deterioration in abdominal
pain. The diagnosis of hepatic infarction was confirmed by
multiple scattered necrotic foci appeared on laparotomy,
histopathologic evidence of multiple micro-thrombosis in
hepatic artery and portal venous branches and accompanied
high lupus anticoagulant titers.!'"

What makes our case unique is that it is the first in
the literature to demonstrate hepatic infarction in a non-
pregnant female patient diagnosed with SLE and APS.

Of note, in our patient, we also should consider two
other situations affecting the liver structure. Budd-Chiari
syndrome (BCS), which is characterized by hepatomegaly,
abdominal pain, and ascites, can be seen during APS due to
hepatic vein occlusion.P! In this study, the hepatic veins were
patent and IVC thrombosis did not extend to the orifice of
the hepatic veins. No evidence of ascites and hepatomegaly
was also observed. As a result, we excluded the possibility
of BCS in this case using radiological imaging tools.
Another situation which should be taken into account is the
catastrophic anti-phospholipid syndrome (CAPS). CAPS
is a devastating condition characterized by multi-organ
failure within a short time."" The patient had a history of
thrombotic events such as TIA, DVT, and PTE developed
in previous periods. In the last admission, we observed liver
infarction, digital ischemia in her right-hand finger thumb
and IVC thrombosis. However, digital ischemia may have
stemmed from SLE-related vasculitis. Unfortunately, we
did not perform a skin biopsy to confirm whether digital
ischemia was due to APS or vasculitis. Additionally we
cannot entirely rule out that IVC thrombosis may have
already developed. If IVC thrombosis has developed in the



last week, CAPS should be considered in this case. However,
the predominant vessel involvement in CAPS is in the form

of small vessel thrombosis.'!

The involvement of large vessels during CAPS is rarely
observed. Therefore, we did not consider CAPS at the
beginning of evaluation of our patient. However, we cannot
deny that our patient may have definite CAPS. Whether itis
a reflection of CAPS or not, what we want to specify in this
case is that hepatic infarcts can mimic a liver abscess.[-1%!

As reported by Li et al.'? in this patient, a diagnosis
of the liver abscess was initially considered based on
hypoechoic lesions on imaging and other clinical features.
Liver biopsy, which was performed following a lack of
response to antibiotics and negative microbiological studies,
showed coagulation necrosis in the liver. As is well-known,
marked increase in liver function tests is expected to occur
in hepatic infarction. Moderate elevation in LFTs was
found only in in our case, in contrast to the other two
cases. Although no histopathological evidence of micro-
thrombosis was demonstrated we considered APS-related
arterial thrombosis and liver necrosis based on clinical and
laboratory improvement after plasmapheresis and steroid
treatment.

The differential diagnosis of these two entities is of great
importance because of the completely different therapeutic
management. Ultrasonography and CT imaging may
not suffice to confirm a precise diagnosis. Of note, the
enhancement seen along hepatic vascular structures and
perivascular intensity on MRI are highly suggestive findings
for hepatic infarction.”®! In this case, Doppler imaging and
abdominal CT evaluation were inconclusive, therefore MRI
was performed. Despite strong evidence suggesting hepatic
necrosis in MRI, an accurate diagnosis was confirmed by
liver biopsy.

Conclusion

Albeit rarely seen, hepatic infarction should also be
considered in the differential diagnosis in SLE, and patients
with APS presented with fever, abdominal pain, elevated
liver function tests that mimics liver abscess. Thus, liver
biopsy should be considered as
diagnostic ambiguities in selected cases.

an option to eliminate
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Relapsing polychondritis with pituitary adenoma

Hipofiz adenomu ile tekrarlayan polikondrit birlikteligi
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Abstract

Relapsing polychondritis (RP) is an autoimmune disease with unknown
etiology, and mainly affects cartilaginous and non-cartilaginous
organs. The RP is also associated with some solid tumors such as
lung cancer, Kaposi sarcoma, and prostate cancer. There is no single
effective treatment for alleviating symptoms or prevention of disease
progression. However, corticosteroids are the main choices of RP
treatment. The other drugs included immunosuppressive agents. Here,
we present a new case of a patient who was diagnosed with relapsing
RP along with pituitary adenoma and showed the effectiveness of
etanercept [anti-tumor necrosis factor (TNF) agent] in the control
with arthritis. Pituitary adenoma can develop following relapsing RP
and should therefore be considered in the RP diagnostic procedure,
and it could be affected on the patient's visual field test. Also,
immunosuppressive agents such as anti-TNF agents can be used to
control the disease.

Keywords: Relapsing polychondritis, cancer-related polychondritis,
polychondritis, pituitary adenoma, anti-TNF

Introduction

Relapsing polychondritis (RP) is a rare autoimmune
disease with unclarified etiology, mainly affecting the
cartilaginous tissues of the body. Nevertheless, other
non-cartilaginous and proteoglycan rich tissues may
also be affected. RP is a relatively rare disease without an
animal model, making it more difficult to the assess the
pathophysiology of the disease. RP is a life-threatening
disease because itis often difficult to diagnose and treat.! The
disease is a heterogeneous phenotype with different episodes
and progressive.”! The most common clinical presentations
of RP are seronegative arthritis, laryngotracheal symptoms,

0Oz

Tekrarlayan polikondrit (TP), etiyolojisi bilinmeyen ve esas olarak
kikirdakli ve kikirdaksiz organlar etkileyen otoimmiin bir hastaliktir.
RP ayrica akciger kanseri, Kaposi sarkomu ve prostat kanseri gibi
bazi solid ttimorlerle de iliskilidir. Semptomlari hafifletmek veya
hastaligin ilerlemesini énlemek icin tek bir etkili tedavi yoktur. Bununla
birlikte, kortikosteroidler TP tedavisinin ana secimidir. Diger ilaclar,
immunosupresif ajanlari icerir. Burada, hipofiz adenomu ile birlikte
tekrarlayan RP tanisi alan ve artrit kontrolinde etanerseptin [anti-tumor
nekroz faktor (TNF) ajan] etkinligini gosteren yeni bir olguyu sunduk.
Hipofiz adenomu ntikseden TP sonrasi gelisebilir ve bu nedenle RP
tani prosedirtinde dustndlmelidir ve hastanin gérme alani testinden
etkilenebilir. Ayrica hastaligi kontrol altina almak icin anti-TNF ajanlari
gibi immunostpresif ajanlar kullanilabilir.

Anahtar Kelimeler: Tekrarlayan polikondrit, kansere bagl polikondrit,
polikondrit, hipofiz adenomu, anti-TNF

nasal chondritis, ocular inflammation, and auricular

chondritis.*! Additionally, respiratory problems, infection,
and cardiac complications with valvular involvement are
the most common causes of morbidity and mortality in RP

patients.!

Less commonly, RPs also associated with some benign

Cancer-related RPs are
[4,5]

and malignant solid tumors.

reported, including lung cancer,*! Kaposi sarcoma,
prostate cancer, malignant fibrous histiocytoma, soft-tissue
sarcoma, breast cancer, urothelial carcinoma, and vocal cord

tumor (glottis).™*”)
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There is no uniformly effective treatment for alleviating
symptoms or the prevention of disease progression.
Meanwhile, corticosteroids are the main choice of RP
treatment.! Other treatment strategies are dapsone, non-
steroidal anti-inflammatory drugs, and colchicine, which have
been proposed for mild RP patients.”® Immunosuppressive
agents, such as mycophenolate mofetil, cyclosporine,
azathioprine, cyclophosphamide, and anti-tumor necrosis
factor (ant-TNF), have also been applied to patients with
severe symptoms of refractory or relapsing RP cases. The
current study presented a new case of a patient diagnosed
with RP along with pituitary adenoma and showed the
effectiveness of etanercept (an anti-TINF agent) in control
with refractory arthritis.

Case Report

A 52-year-old Iranian woman who presented with
a 10-year history of joint pain and recurrent attacks of
episcleritis was referred to the rheumatology clinic due
to pain and swelling in the joints of the hands and wrists.
Based on the patient’s medical history, she had controlled
mild hypertension with losartan tablets (25 mg/day) and
due to the red retina has been examined several times by an
ophthalmologist. She had complained of recurrent attacks of
earlobe redness recurring every two to three months at the
same time with the redness of the eye and was accompanied
by pain and swelling of the earlobe.

On examination, she had arthritis of the right wrist and
metacarpophalangeal 2 and 3 in both hands and other joints
were normal. In complete ENT examination (inspection
of the face, ears, nose, throat, and neck), only chondritis
of the earlobe was observed (Figure 1). The only abnormal
laboratory findings (Table 1) were high C-reactive protein
(CRP) and erythrocyte sedimentation rate (ESR).

Due to recurrent attacks of chondritis, episcleritis, and
arthritis with relapsing polychondritis diagnosis, she was
treated with prednisolone (5 mg/day) and methotrexate (10
mg/weekly). The symptoms of arthritis completely improved
and recurrent attacks of the eyes and earlobes were not
repeated. ESR was reduced from 43 to 12 mm/hour. After
eight months of treatment, she again complained of arthritis
attacks in the joints of the shoulders, knees, and ankles.
Therefore, the doses of prednisolone and methotrexate
were increased (50 mg/day and 20 mg/weekly, respectively).
After reducing the dose of prednisolone, the symptoms
recurred and the severity of symptoms and pain led to her
hospitalization. The patient’s ESR increased from 12 to 80
during a recent relapse. Malignancy was assessed due to the
association of recurrent polychondritis with some tumors.
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Figure 1. An ENT examination was observed chondritis of the earlobe

Table 1. Laboratory findings

Laboratory test Results

White blood cells (WBC) 8700
Red blood cell (RBC) 4100000
Hemoglobin (Hb) 12 g/dL

§ Hematocrit (HCT) 39

§ Mean corpuscular volume (MCV) 81

©

QE’ Mean corpuscular hemoglobin (MCH) 29

T Mean corpuscular hemoglobin concentration 3
(MCHCQ)
Platelet (PIt) 326x103/mL
Erythrocyte sedimentation rate (ESR) 43 mm/hour *
C-reactive protein (CRP) 32.0 mg/L *
Anti-cyclic citrullinated peptide antibody .

> (anti-CCP) Negative

< Anti-neutrophil cytoplasmic antibodies

° - .

E (ANCAS) Negative
Rheumatoid factor (RF) Negative
ANA (anti-nuclear antibody) Negative

> AST 17

8 AT 23

g BUN 0.9

=

)

[ Urine analysis (UA) Normal

- Tuberculin test for tuberculosis (PPD) Negative

8 HBV markers Negative

% HCV antibodies Negative

S Brucellosis antibodies Negative

=
Chest X-rays (for ruled out tuberculosis) Normal

* Abnormal range




CT scans of the lungs, abdomen, pelvis, ear, throat, and
nose were normal. Digital mammography was normal.

Following relapsing RP, the patient was treated with
subcutaneous etanercept (50 mg/weekly), prednisolone
(15 mg/day), and methotrexate (20 mg/weekly). The
patient’s symptoms significantly improved and the pain was
controlled. The ESR was reduced to 23 after two months,
during which the dose of prednisolone was reduced to 5 mg/
day. In the third month of etanercept therapy, the patient
complained of headaches and laboratory tests demonstrated
a slight increase in prolactin and the visual field test showed
temporal hemianopia (Figure 2). Magnetic resonance
imaging of the pituitary gland and Sella turcica revealed
the enhancing intrasellar mass with extended to supraspace
containing high signal area on T1 weighted (hemorrhage)
and cystic change, which was suggested to be pituitary
macroadenoma with a compression effect on optic chiasma
and displacement of pituitary infundibulum (Figure 3). The
patient underwent surgery and pathological examinations
confirmed non-functioning pituitary adenoma (Figure

4). The patient’s headache and visual field test improved
following surgery. Finally, the treatment was continued with
prednisolone (5 mg/day), methotrexate (15 mg/weekly), and
etanercept subcutaneously (50 mg/week).

Discussion and Conclusion

Relapsing polychondritis (RP) is a rare recurrent auto-
inflammatory disorder attacking cartilage and non-cartilage
tissues, particularly the ear, nose, and tracheobronchial.
The diagnosis of RP is commonly based on clinical
features without specific serologic tests.!! RP diagnosis
is according to McAdams’s criteria and three of the six
following signs are essential: Audio-vestibular damage,
respiratory tract chondritis, ocular inflammation, nasal
chondritis, non-erosive seronegative inflammatory arthritis,
and bilateral auricular chondritis. Damiani and Levine
modified McAdams’s criteria as following: McAdam
criteria along with patient’s response to corticosteroids or
having McAdam criteria with tissue diagnosis.” Another
criterion for RP diagnosis is the Michet criteria, including
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Figure 2a. The visual field test showed temporal hemianopia in left eye, b. and right eye
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Figure 3. MRI of the pituitary gland and Sella turcica showed the
enhancing intrasellar mass with extension to supra space (23x12x16 mm)
containing high signal area on T1 weighted (a & b) hemorrhage and cystic
change. ¢) pituitary macroadenoma with compression effect on optic
chiasma

MRI: Magnetic resonance imaging
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proven inflammation in two of the three parts of the body
(laryngotracheal cartilages, nasal, and auricular) along with
two manifestations, namely, hearing loss, seronegative
arthritis, vestibular dysfunction, and ocular inflammation.!"
Here, our patient had recurrent chondritis, episcleritis, and
arthritis with the diagnostic criteria of Michet in the absence
of evidence of another disease.

In RP disease, the laboratory findings could be indicative
of inflammation or sometimes tissue damage, urinalysis, and
liver function tests are useful to detecting renal and liver
function disorders, respectively.? Other laboratory tests,
such as anti-phospholipid antibodies, anti-nuclear antibody,
rheumatoid factor, and complement serum levels, could be
helpful to diagnose RP or prove the presence of concurrent
diseases.'”! In our patient, increased CRP and ESR were
observed and other tests were negative.

Several studies have shown a significant association of
RP with some malignancies and RP and cancer could occur
at the same time. For example, myelodysplastic syndrome
(MDS) has been reported in correlation with RP and it
can occur after, simultaneously, with/or before RP, and
in patients with MDS with RP, mortality is high.""5¥ In
a study by Frances et al.,™ on 200 patients with RP, the
MDS was diagnosed in 22 cases. In this regard, with several
published cases occurring in males’ patients, also there may
be strong sex priority. Also, Hodgkin and non-Hodgkin
have been described in RP patients.['>1>1 Although, there is
a high association with a large number of patients with both
diseases, its basis is unknown. In a study by Tomomatsu
et al.,l”l a patient with simultaneously MDS and RP has
reported following a transplantation of non-myeloablative
allogenic bone marrow from a sibling donor, suggesting
that the RP in this case may have been a paraneoplastic
complication of the hematologic disorder. In several reports,
the diagnosis of malignancies often occurred after RP in
10 cases with active disease (mean duration of 30 months).™
Less commonly, RP is also associated with some benign and
malignant solid tumors. The association of colorectal cancer
with RP is rather uncommon and has been detected in three
RP patients.” In a study by Gning et al.,'¥ a 30-year-old
female patient was reported with rectal cancer with RP
and no special associated features were recorded. Lung
cancer has also been reported in three RP patients.”! Other
tumors reported include vocal cords tumor (glottis), Kaposi
sarcoma,® breast cancer, prostate, soft-tissue sarcoma,
urothelial carcinoma, and malignant fibrous histiocytoma.
471 Additionally, cutaneous features and the variety of skin
lesions are reported in cancer-related RP, such as pyoderma
gangrenosum, dermatomyositis, and musculo-aponeurotic
fibromatosis.! Hence, cutaneous-related RP could be a



Figure 4. Histopathological image of non-functioning pituitary adenoma. a & b. Proliferation of monomorphal cells with round nuclei and vesicular
chromatin and acidophilic cytoplasm (Hematoxylin & eosin stain), ¢ & d. Reticulin-specific staining: Lack of usual acinar design

potential predictor of further cancer in RP cases. In our
patient, detected pituitary adenoma was observed after
several temporary remissions were presented without any
cutaneous manifestation. A pituitary adenoma is usually
associated with increased prolactin levels. In a study by
Ahmed et al.,l'”! five cases of pituitary adenoma with elevated
PRL levels were reported and in this regard, our case also
demonstrated an increase in prolactin levels.

No uniformly effective treatments for alleviating
symptoms or the prevention of disease progression exist
yet. Studies have shown that RP is mostly treated with
corticosteroids, such as prednisolone.® Immunosuppressive
agents, such as cyclosporine A, methotrexate, azathioprine,
and cyclophosphamide also approved for patients with severe
symptoms of refractory or relapsing RP.*" In 2010 a study
reported an RP therapy with TNF-o-antagonists, such as
etanercept, resulting in a significant alleviate disease activity.
In our case, the patient’s symptoms significantly improved

Nazeri and Saremi. Concurrent relapsing polychondritis and pituitary adenoma

with subcutaneous etanercept (50 mg/weekly), prednisolone
(15 mg/day), and methotrexate (20 mg/weekly). These
results may alter the part of immunosuppressive therapy in
RP pathogenesis.?"!

Pituitary adenoma can develop following relapsing
RP and should therefore be considered in RP diagnostic
procedure and it could affect the patient’s visual field test.
Additionally, immunosuppressive agents, such as anti-
TNF agents, can be used to control the disease. It is also
suggested that RP patients should be followed up for tumors
thorough physical examination, radiological and laboratory
investigations, physical examination, and history. RP
patients should also be screened more carefully even in the
remission of disease for early detection of tumors.
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Aci Kaybimiz

Dernegimiz iiyesi ve Mersin Universitesi T1p Fakiiltesi I¢ Hastaliklart Anabilim Dali Romatoloji
Bilim Dali Bagkan: Prof. Dr. Abdullah Canataroglu hocamizi 4 Ekim 2022 tarihinde COVID-19
nedeniyle kaybettik.

Romatolojinin Tirkiye’de gelismesine ve ¢ok sayida romatologun yetismesine katkida bulunmus
olan hocamiz1 sevgi ve saygi ile aniyoruz.

Dernegimizin Degerli Uyesi
Mersin Universitesi

Tip Fakultesi

Romatoloji Bilim Dali
Baskani

Prof. Dr. Abdullah
Canataroglu’nu

kaybetmenin derin
UzUntusuUnU yasiyoruz.

Rilesine,

tUm sevenlerine ve

Turk!ge Romatoloji s

camiasina ROMATOLOVI
- A DERNEGI

bassaglidi dileriz.
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2021 yilinin ilk etkinligi

“XV. Romatoloji Uzmanlik Ogrencileri ve Uzmanlari icin Egitim Kursu
& VII. Romatolojide Yaklasimlar ve Profesorler ile Yuvarlak Masa
Toplantilan”

COVID-19 salgin1 nedeniyle 2021 yilinda 6 ay
ertelenerek 8-11 Temmuz 2021 tarihinde Dr. Umut
Kalyoncu, Dr. Timucin Kasifoglu ve Dr. Cemal Bes
baskanliginda, Eskisehir’de diizenlenen kursa 32
konugmaci ve 145 katilimer katkida bulundu.

Kursumuza katilan meslektaglarimiza, verdikleri
destekler icin ilag endiistrisine ve bagarili organizasyonu
icin DEvent firmasina tesekkiirlerimizi sunariz.
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2021 yilinin son etkinligi

€ %‘f R lo unusar |
A ROMATOLOJI

“21. Ulusal Romatoloji Kongresi”

2020 yilinda pandemi nedeniyle ertelenen “21. Ulusal Romatoloji Kongresi’
29 Eyliil - 3 Ekim 2021 tarihleri arasinda Prof. Dr. Fatos Onen ve Prof. Dr.
Servet Akar bagkanliginda Antalya’da 625 katilimci ile basariyla tamamlanmugtir.

Kongrede sunulan 250 bildiri Ulusal Romatoloji Dergisi’nde yaymlanmistir.




ROMA

KONGRESH

29 €yli-3 ehim 2021

URKIYE
ROMATOLOUI
DERNEGI

Kongreye katilan
meslektaglarimiza,
verdikleri destekler i¢in
ila¢ endiistrisine ve basarili
organizasyonu icin DEvent
firmasina tesekkiirlerimizi
sunariz.

T YT P

Ui i Tirkiye Romatoloji

e 2 S U '?‘ B _ - Dernegi, Tiirkiye
e sa-lt I o _____ Futbol Federasyonu ve
Ly ‘vt Trabzonspor kuliibi
isbirligi ile Diinya
Ankilozan Spondilit Giini
tarkindalik aktivitesi
gergeklestirildi. Ankilozan
spondilit hastaligina dikkat
cekmek amaciyla 8 Mayis
2021 Diinya AS Giinii’'nde
“Ankilozan spondiliti
erken taniyin, agriya boyun
egmeyin” slogani ile hayata
gecirdigimiz farkindalik
kampanyamiz, MediaCat
Felis Odiilleri tarafindan
“Saglik Tletisimi Boliimii
Gerilla Projesi” 6diiliine
layik goriildi.
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Basin Biilteni

Ankilozan spondiliti erken taniyin, agriya boyun egmeyin!

Istanbul, Mayis 2021 - Toplumsal farkindalik yaratmak amaciyla her yil Mayis aymin ilk Cumartesi
giinti Diinya Ankilozan Spondilit (AS) Giinii olarak kabul ediliyor. Halk arasinda iltihapli bel romatizmasi
olarak bilinen AS hastaligina dikkat cekmek amaciyla 8 Mayis Diinya AS Giinii'nde “Ankilozan spondiliti
erken taniyin, agriya boyun egmeyin!” slogani ile yeni bir farkindalik kampanyas: hayata gegirildi.

8 Mayis Cumartesi giinii oynanan Trabzonspor - Antalyaspor maci esnasinda gergeklestirilen
farkindalik etkinliginde futbolcular maca gikarken her zamanki gibi kosarak degil, yere yakin bir koriikten
egilerek sahaya ¢ikarak AS hastaligina dikkat ¢ekti. Macin spikeri ise; “Degerli futbolseverler, bugiin her
iki takim da gordiigiintiz gibi sahaya biraz zorlanarak ¢ikiyor. Nedeni ise omurgada hareket kisitlilig:
yaratan iltihapli bel romatizmasi Ankilozan Spondilit’e dikkat ¢ekmek.1 Eger 3 aydan uzun siiren bel
agriniz varsa; agriniz dinlenmeyle artiyorken hareketle azaliyor ve sabahlar1 30 dakikadan fazla siiren bel
tutuklulugunuz varsa mutlaka doktorunuza danigin.1,2 Ankilozan spondiliti erken taniyin, agriya boyun
egmeyin!” anonsu ile hastalikta erken tanmnin 6nemini vurguladu.

Kampanya ile ilgili agiklamalarda bulunan Tiirkiye Romatoloji Dernegi Bagkani Prof. Dr.
Fatos Onen; “Ulkemizde her 200 kisiden birinde goriillen AS hastaliginda erken tami biiyiik 6nem
tastyor. Toplumu dogru sekilde, dogru yollardan bilgilendirmeyi ve hastaligin genis kitleler tarafindan
duyulmasini hedefleyen kampanyanin bu anlamda basariya ulasmasindan 6tiirii son derece mutluyuz.”

dedi.
3 aydan uzun siiren bel agris1 AS hastalig1 olabilir

Hastalikla ilgili bilgiler veren Prof. Dr. Fatos Onen; “AS viicutta bir¢ok sistemi tutan enflamatuvar bir
hastalik. Giintimiizde enflamatuvar bel agrist siklikla mekanik bel agrisiyla karistirthiyor. Enflamatuvar
bel agrisint mekanik bel agrisindan ayiran 6nemli farkliliklar bulunmaktadir. Enflamatuvar bel agrisi
agirlikli olarak 40 yasin alundaki kisilerde baslamakta, agrilar ii¢ aydan uzun siirmekte ve istirahatla
gecmemektedir. Bel agrisinin 6zellikle gecenin ikinci yarisindan itibaren hastalart uyandirmast ve
sabahlar1 30 dakikadan uzun siiren tutukluga neden olmasi da enflamatuvar bel agrismin belirtileri
arasinda yer almaktadir.” diye konustu.

AS erkeklerde, kadinlara oranla 2-3 kat daha fazla goriiliiyor

Prof. Dr. Fatog Onen ayrica; “AS’nin nedeni halen bilinmemekle beraber, giiclii bir genetik bag soz
konusudur. AS yetiskin niifusun yaklasik %0,5’ini etkiler ve her yasta goriilebilse de ¢ogunlukla geng
yaslarda ortaya cikar. Hastalik erkeklerde, kadinlara oranla 2-3 kat daha siktir.” dedi.

AS hastaligimnin yonetilmesinde, erken tani biiyiik 6nem tasiyor

AS’nin enflamasyon sonucunda bel, sirt, boyun ve kalcanin arka kisimlarinda agr1 ve tutukluga neden

oldugunu belirten Prof. Dr. Fatog Onen “Ilerleyen dénemlerde, bazen kamburluk ve omurgada kalict

hareket kisitlilig: gelisebilir. Ankilozan spondilitte g6giis kafesinde, daha ¢ok diz ve ayak bilegi gibi biiyiik
eklemlerde ve topuk gibi kas kirisleri ile baglarin yapistigi kemik bélgelerinde de agri1 ve sislikler ortaya
cikabilir. Ayrica gozde kizariklik ve agri (Giveit), sedef hastaligi veya iltihapl bagirsak hastaligi AS’ye eslik
edebilir.” diye konustu. Prof. Dr. Fatos Onen; “Erken teshis, egzersiz ve uygun miidahale ile hastalarin
daha saglikl ve kaliteli bir yagam stirmesi miimkiindiir.” diye aciklamalarina devam etti.




22 Mayzis 2021 tarihinde Gut Hastalig1 Farkindalik Giinti 6ncesinde hastaligin erken teshisine
ve diizenli hekim kontrollerine dikkat ¢ekmek amaciyla “Ge¢ Olmasin, Gut Olmasin” farkindalik
kampanyasi hayata gecirildi.

22

MEWVIE

“Gut Hastaligi

Farkindalik Gunid”

JRKIYE
ROMATOLQJi
DERNEGI

Ulusal Romatoloji Dergisi / Journal of Turkish Society for Rheumatology « Cilt / Volume 14 « Sayi / Issue 1 « Nisan / April 2022



Basin Bilteni

TURKIYE ROMATOLOJI DERNEGI
GUT HASTALIGINA DIKKAT CEKIYOR

Son yillarda diinyada ve Tirkiye’de goriilme sikligr artan gut hastaligi, beslenme diizeninden
dolay1 halk arasinda “Krallarin Hastalig1” veya “Hastaliklarin Krali” olarak biliniyor. Ozellikle

ayak bas parmaginda ortaya cikan ve viicudun bircok farkli eklemlerinde goriilebilen gut
hastaligi, Tiirkiye’de 6nemli bir toplum saglig1 problemi olup yaklasik olarak her 300 kisiden
birini etkilemektedir.

22 Mayis Gut Hastaligi Farkindalik Giinii’nde diizenlenen “Ge¢ Olmasin, Gut Olmasin”
farkindalik kampanyasi cercevesinde aciklama yapan Tiirkiye Romataloji Dernegi Baskani Prof.
Dr. Fatos Onen ve Tiirkiye Romatoloji Dernegi Uyesi Prof. Dr. Ismail Sari; gut hastaligmmn
iilkemizde yeterince bilinmedigine ve gutun o6zellikle 40 yas iistiindeki erkekler arasinda
yaygin olduguna dikkat cekerek hastaligin erken teshis ve tedavisinin daha sonra gelisecek
komplikasyonlarin 6nlenmesinde 6nemli oldugunu vurguladi.

Tiirkiye Romatoloji Dernegi’nin destekledigi “Gut Hastalig1 Farkindalik Calismalar1” ile gut
hakkinda bilgilendirmeler yapilacak, erken tani, yasam sekli degisiklikleri ve tedavinin, ataklari
onleme ve hastaligin seyrini diizeltmedeki 6nemli rolii anlatilacak ve gut belirtileri goriilmesi
halinde hemen uzman bir hekime basvurulmasinin 6nemi vurgulanacak.

21 Mayis 2021 - 22 Mayis Gut Hastalign Farkindalik Guni 6ncesinde hastaligin erken teghisine
ve diizenli hekim kontrollerine dikkat ¢ekmek amaciyla “Ge¢ Olmasin, Gut Olmasin” farkindalik
kampanyasi hayata gecirildi.

Gut hastaligia dikkat cekerek, toplumu gut hastaligina yonelik bilgilendirmeye, saglikli yasam
secimlerine yonlendirmeye ve hekim kontrollerini ihmal etmemeye davet eden farkindalik kampanyas:
cercevesinde agiklama yapan Tiirkiye Romataloji Dernegi Baskami Prof. Dr. Fatog Onen, Tiirkiye
Romatoloji Dernegi olarak gut hastaligi farkindalik calismalarini desteklediklerini belirterek, gut hastalig:,
tedavisi ve risk grubundaki kisiler hakkinda bilgi verdi. Gut hastaliginin baslica eklemleri tuttugu ancak
diyabet gibi pek ¢ok hastalikla birliktelik gosterebildigi, tedavi edilmediginde, eklemlerde kalic1 hasardan
bobrek yetmezligine kadar bircok komplikasyona yol acabildigini belirten Prof. Dr. Onen “Kanda iirik
asit fazlalig1 ile ortaya ¢ikan gut hastaligi, en sik goriilen iltihapli romatizmalardan biridir. Genellikle ayak
bagparmaginda veya ayakta baglayan bu hastalik, belli bir siire sonra diizelen ataklar halinde seyreder.
Ataklar1 yasayan hastalarimiz, agrinin siddetini tanimlarken, agri nedeniyle yiirtiyemediklerini, yatakta
yorganin bile ayaklarina degmesini istemediklerini belirtiyorlar” dedi.




Gut, gelisiminde birden fazla etmenin rol aldig: bir hastaliktir

Gut hastalig1 gelisiminde pek cok risk faktorii oldugunu belirten Tiirkiye Romatoloji Dernegi Uyesi
Prof. Dr. Ismail Sari; yas, cinsiyet, genetik yatkinlik, eslik eden hastaliklarin varhgi, kullanilan ilaclar
ve bati tarzi beslenme aligkanligmim gut gelisiminde énemli role sahip oldugunu soyledi. Ote yandan
gutu tek bagina bir eklem hastalig1 olarak diisiinmenin dogru olmadigini gerek diyabet gerek yiiksek kan
basinci gibi hastaliklarin guta siklikla eslik ettigini ve gut hastalarinda kalp krizi riskinin artmis oldugunu
vurguladi.

Gut tedavi edilebilen bir hastaliktir

Prof. Dr. Sar1 sozlerine s6yle devam etti: “Gut tedavisi olan bir hastaliktir. Yagam tarz1 degisiklikleri ve
uygun ilag kullanimi ile hastalik tedavi edilebilir. Tedavi edilmemis gut hastalarinda tekrarlayici iltihapls
eklem ataklar: gelisir, eklemlerde hasar ve fonksiyon kaybi ortaya ¢ikabilir. Eklemlerinde, 6zellikle ataklar
seklinde yakinmalar1 olan hastalar gut tanisi ve tedavisi i¢in mutlaka bir romatoloji uzmanina bagvurmali,
daha sonraki donemde de hastaligin ve tedavinin izlenmesi igin 3-6 ay aralarla hekimlerine kontrole
gitmelidirler. Gut tedavi edilebilen bir hastaliktir. Uygun ila¢ kullanimi ve yagam tarzi degisiklikleri ile
tedavi edilir.

Tiirkiye’de her 300 kisiden biri gut hastas:

Tiirkiye Romatoloji Dernegi Baskani Prof. Dr. Fatos Onen, erken tanimin ve diizenli hekim
kontrollerinin altin1 ¢izerek “Gut en sik goriilen iltihapli romatizmalardan biridir. Siklig, ilkelere gore
degismekle birlikte %0,9 ile %2,5 arasindadir. Tiirkiye’de de ¢ok sayida gut hastasi bulunmaktadir.
Dengesiz beslenme ve yasam tarzi nedeniyle son yillarda, gut siklign giderek artig géstermektedir.

Ozellikle ailesinde gut bulunan ve diger risk faktorlerini tasiyan kisilerin yasam tarzi degisiklikleri ve

dogru beslenme ile ileride gutsuz bir yasam siirebilmeleri miimkiin” dedi.

“Geg¢ Olmasin, Gut Olmasin” projesinde gut hastaligina yeni karakter

Gut Hastalig1 Farkindalik Giinii kapsaminda hayata gecirilen “Geg¢ Olmasin Gut Olmasin” farkindalik
kampanyasi ¢ercevesinde gut hastaliginda kisinin yasadigi agr1 ve hassasiyet hissini yansitmak adina yeni
bir gut karakteri de yaratildi. Bu karakter ile verilmek istenen mesaj gut hastaligina yakalanmig bireyin
ataklar doneminde hissettigi aciyr vurgulamak oldu. Yapilan calisma ile hastaligin 6nlenebilir ve tedavi
edilebilir olduguna dikkat ¢ekildi. S6z konusu ¢aligma i¢in Tiirkiye’nin uluslararas: tasarim diinyasinda
one c¢ikan yeteneklerinden Onur Can Cayl: ile is birligi yapildi. Diinya capinda genis izleyici kitlesi
olan film ve dizilerin gorsel tasarim ekibinde yaptig1 bagarili ¢aligmalarla adin1 duyuran Cayli, yarattg:
karakterle farkindalik calismalarina destek verdi.
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12 Ekim 2021 tarihinde Diinya Artrit Giinii etkinlikleri kapsaminda Dernegimiz ve Novartis
Thrkiye igbirligi ile hazirlanan AS ve BEN platformunda romatizmal hastaliklara dikkat ¢ekmek
ve romatizmali hastalarimizin daha saghikli bir yasam siirdiirmesine katki saglamak amaciyla
Yetkin Dikinciler ile Diinya Artrit Giiniine 6zel hazirlanan Podcast serisi yaymlandi.

YETKIN DIKINCILER ILE
DUNYA ARTRIT GUNUNE
OZEL HAZIRLADIGIMIZ
PODCAST SERIMIZ YAYINDAI

EKLEMLERIMIZ DURUP BEKLEMEYI
SEVMEZ. TIPKI HAYAT GIBI

HAYATIN SINIRLARINI BIRLIKTE A§MAK
IGIN EKLEM ILTIHAPLANMASI HAKKINDA
DAHA FAZLASINI OGRENELIM.

B Prop Tudiyw Remancich Durneds vo Novartks Takiye Is Brigl ik Nayata Gecrimiste
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Dernegimizin kurucu iiyesi ve Istanbul Universitesi Cerrahpasa T1p Fakiiltesi I¢ Hastaliklar1 A.D.
Romatoloji Bilim Dali emekli 6gretim tiyesi Prof.Dr.Hasan Yazici, iilkemizde Romatoloji’nin Bilim Dali
olarak kurulugunda ve yayginlasmasindaki degerli ¢aligmalari, uluslararasi alanda Tiirkiye’deki ¢aligmalarin
taninmasina onciiliik etmesi ve etik kurallarin yiirekli bir savunucusu olmasi nedeniyle, her yil Istanbul
Tabip Odasi tarafindan verilen Dr. Tiirkan Saylan 14 Mart Tip Hizmet Odiili’ne layik goriildii.

Dernegimiz iiyesi ve Istanbul
Universitesi-Cerrahpasa, Cerrahpasa
Tip Fakiiltesi, I¢ Hastaliklar1 Anabilim
Dali Romatoloji Bilim Dali Ogretim
Uyesi Prof. Dr. Giilen Hatemi,
yayinlarmin uluslararas: yiiksek etki
faktori olan dergilerde yayinlanmast,
uluslararasi isbirliginin gelistirilmesi,
Behget hastalig1 tedavisinde sundugu
yeni degerlendirmelerin fikir lideri
olmast nedenleriyle Istanbul Tabip
Odas1 14 Mart etkinlikleri kapsaminda
Dr. Tirkan Saylan Tip Bilim
Odiilii’ne layik goriildi.

Ulusal Romatoloji Dergisi / Journal of Turkish Society for Rheumatology « Cilt / Volume 14 « Sayi / Issue 1 « Nisan / April 2022



| g
XVI. Romatoloji

Illllnnllll_ﬁirlmiliri ve

Uzmanlar: kin Egitim Kursu

.

\VIIISROMATOLOJIDE YAKLASIMLAR

MASAYTOPUANTILARI

13501 610cak$2022
NG Phaselis BayKemersiAntalya

www fellow2022.0rg

TURKISH
SOCIETY FOR
RHEUMATOLOGY

BLACK SEA
RHEUMATOLOGY

RHEUMATOLOGY
ASSOCIATION
OF GEORGIA

May 12-15, 2022

www.blacksea-rheumatology.org
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XVI. Romatoloji Uzmanlik Ogrencileri ve Uzmanlari

I¢in Egitim Kursu & Romatolojide Yaklagimlar ve
Profesorler ile Yuvarlak Masa Toplantilari, 200 katthmer
ile 13-16 Ocak 2022 tarihlerinde Dr. Umut Kalyoncu,
Dr. Timugin Kasifoglu ve Dr. Cemal Bes bagkanliginda
Antalya’da bagart ile diizenlendi.

12-15 May1s 2022 tarihinde Giircistan Romatoloji
Dernegi ve Tiirkiye Romatoloji Dernegi tarafindan
Dr. Maia TSUTSKIRIDZE ve Prof. Vedat
HAMURYUDAN’1n bagkanliginda diizenlenecek
olan Black Sea Rheumatology toplantilarinin ilki
Giircistan’in Batum kentinde diizenlenecektir.

Black Sea Rheumatology toplantilari, Karadeniz
tilkelerindeki romatolojiye ilgi duyan klinisyenler ve
bilim insanlar1 arasinda bilimsel kopriiler kurmay1
ve ileri donemlerdeki ortak ¢aligmalar: tegvik etmeyi
amaclamaktadir. Bu dogrultuda, bilimsel program
dahilinde temel ve klinik aragtirmalar tizerine
konugmalarin yani sira yaygin ve bolgesel romatizmal
hastaliklarin tedavileri {izerine de konugmalar, s6zel
sunumlar ve tartigmalar yer alacaktir.




W‘g&‘;\%wi Son yillarda yalnizca yan dal uzmanhk

DERNEGI

ogrencilerimizin ve gen¢ uzmanlarimizin sayisi
giderek artmakla kalmiyor romatoloji bilim alaninda
da bas dondiirtiicii bir hizla yenilikler, gelismeler
ortaya cikiyor.

Romatoloji’ye yeni baglayan ve her gecen giin
sayilart artan fellowlarin egitim ihtiyacini kargilamak
icin destekleyici nitelikte bir igerige sahip olacak
TRD Yaz Okulu 30 Haziran - 3 Temmuz 2022
tarihleri arasinda Canakkale’de diizenlenecektir.

Diizenleme Kurulu

Dr. Fatos Onen,

Dr. Servet Akar,

) Dr. Timugcin Kasifoglu,
Srenmoz 2022 P Dr. Gokhan Keser,

KOLiN HOTEL . .
CANAKKALE X Dr. Ismail Sar1
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n 0 MnT 0 lnl l XXII. Ulusal Romatoloji Kongresi bu yil Tiirkiye

KONG RES' Romatoloji Dernegi Yonetim Kurulu Bagkani Prof.
g X% Dr. Yasemin Kabasakal bagkanliginda 26-30 Ekim
/\ 2022 tarihlerinde Antalya’da diizenlenecektir.
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Gloriz Goll Hotel - Antalys
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