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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 Tiibitak
Ulakbim TR Index.

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
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for their articles property published in the journal. No part of this
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

Address: Turkiye Romatoloji Arastirma ve Egitim Dernegi 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 Girani 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

A-IV Ulusal Romatoloji Dergisi / Journal of Turkish Society for Rheumatology « Cilt / Volume 15 « Say1 / Issue 1 « Mart / March 2023



Ulusal

ROMATOLOJI Dergisi

WWW. romatolopderg\sw org

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).
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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 Sézciikler

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 gozetilmelidir:

1- Yazinin gonderildigi 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 kisaltilmis basligi

5- Varsa destekleyen kurum ve kuruluslar

6- Yazl 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 boélimlerinden
olusmali ve 250 kelimeyi gecmemelidir. Derleme ve olgu bildirilerinde
yapilandirilmamis 6zet verilmelidir. Olgu sunumlarinin 6zeti 100
kelimeyi gecmemelidir. Turkce 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 sézcik belirlenmeli, yazinin ingilizce bashgr eklenmelidir.

Temel Metin

Giris, Hastalar/Gerec ve Yoéntem, Bulgular, Tartisma ve Kaynaklar
bolimlerinden 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)
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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

Instructions for Authors / Yazarlara Bilgi

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
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Abstract

Objective: Gastrointestinal problems are frequently encountered in
systemic sclerosis (SSc) and primary Sjogren’s syndrome (pSS). It has
been thought that the pancreas were affected by these diseases. It was
aimed to investigate exocrine pancreatic insufficiency in SSc and pSS
patients and its potential effect on patient’s gastrointestinal problems.

Methods: Patients with a diagnosis of SSc or pSS patients, according
to 2013 and 2016 American College of Rheumatology/European
League Against Rheumatism criteria were consecutively examined. The
gastrointestinal quality of life questionnaire was used for functional
assessment. Fecal samples were taken from participants and fecal
elastase level (fe), which were measured by the ELISA kit.

Results: Forty SSc and forty-one pSS patients were enrolled in the
study. Groups had similar disease duration, age, and sex distribution.
Fe levels were not different between the groups, Healthy control
groups had median fe level of 516 ug/g, whereas SSc patients had
437+128 pg/g and pSS patients had 428+149 pg/g. The proportion of
patients exhibiting pathological fecal elastase levels were also the same
between the groups (12.2% versus 7.5% respectively). However, the
functional survey score was worse in the SSc group.

Conclusion: Gastrointestinal problems were prevalent in connective
tissue disorders, especially in SSc patients. Although pancreatic
exocrine dysfunction is rare in these patient groups, its contribution to
the development of these complaints is limited.

Keywords: Systemic sclerosis, primary Sjogren’s syndrome, fecal
elastase, pancreatic exocrine function, and connective tissue disease

0Oz

Amac: Skleroderma (SSc) ve primer Sjogren sendromunda (pSS)
gastrointestinal  problemlerle siklikla  karsilasilir.  Pankreasin  bu
hastaliklardan etkilendigi  dustntlmektedir. Bu calismada, SSc
ve pSS hastalarinda ekzokrin pankreas yetmezliginin ve hastanin
gastrointestinal problemlerine olasi etkisinin arastirilmasi amaclandi.

Yontem: 2013 ve 2016 Amerikan Romatoloji Birligi/Avrupa Romatoloji
Birligi kriterlerine gore SSc veya pSS hastasi tanisi alan hastalar incelendi.
Fonksiyonel degerlendirme icin gastrointestinal yasam kalitesi anketi
kullanildi. Katimcilardan diski érnekleri alindi ve ELISA kiti ile &lctlen
diski elastaz duzeyi (fe) bakild.

Bulgular: Calismaya kirk SSc ve kirk bir pSS hastasi alindi. Gruplar
benzer hastalik stiresine, yas ve cinsiyet dagilimina sahipti. Fe diizeyleri
gruplar arasinda farkl degildi, SSc hastalari 437+128 pg/g ve pSS
hastalari 428+149 ug/g idi. Patolojik fekal elastaz seviyeleri sergileyen
hastalarin orani da gruplar arasinda ayniydi (sirasiyla %12,2'ye karsi
%7,5). Ancak, fonksiyonel anket puanlari SSc grubunda daha kéttydu

Sonuc: Gastrointestinal problemler, SSc hastalarinda daha cok
olmak Uzere, bag dokusu romatizmasi olan bireylerde yaygin olarak
gorulmektedir. Pankreatik ekzokrin disfonksiyonu bu hasta gruplarinda
nadir gortlmekle beraber, bu sikayetlerin gelismesine katkisi sinirldir.

Anahtar Kelimeler: Sistemik skleroz, primer Sjogren sendromu, fekal
elastaz, pankreas ekzokrin fonksiyonu, bag dokusu hastalig
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Introduction

Scleroderma (SSc) and primary Sjogren’s syndrome
(pSS) are the two main connective tissue disorders.
SSc can be seen approximately one in 10.000 people,™
whereas pSS prevalence is much higher, around to be 4
per 1.000 patients per year.”l Although the pathogenic
mechanisms and severity of the disease are not identical,
gastrointestinal system (GIS) problems are frequently
seen in both patient groups, particularly in patients with
SSC patients. Approximately 90% of SSc patients had
esophagus and anorectal involvement following GIS
involvement, specifically fibrosis, muscle atrophy, and
sphincter dysfunction.’! In the literature, studies focus
primarily on these two parts of the gastrointestinal tract,
although little is known about the pancreatic implication
of SSc. On the other hand, being a partial exocrine gland
structure, it is supposed that pSS also affects pancreatic
anatomy and function. Pancreatic involvement can be seen
in 24-100% of pSS patients.[ Although the clinical effect
is less commonly seen due to possible organ capacity to
overcome the disease effect. Several studies have examined
exocrine pancreatic insufficiency (EPI) in SSc or pSS
patients.’™ Only a minority of those studies!*'¥ used
fe levels to detect EPI and none of them compared two
connective tissue diseases in terms of both GIS symptoms
and exocrine pancreatic function.

The detection of pancreatic exocrine deficiency is
importantbecauseitcanbe treated with enzyme replacement
therapy; thus it can alleviate symptoms efficiently.!'” Gold
standards for the diagnosis of EPI non-invasively via
24-h stool collection and invasively via secretin - cerulein
test.l% However, they are not suitable for patients and
laboratory staff and are not a practical test for screening.
In contrast, fecal elastase (fe) can be a useful tool for detect
pancreatic exocrine dysfunction.'”? However, the clinical
picture of the patients is not solely affected by fecal elastase
level, patients’ concomitant diseases and drug usage, as well
as organ involvement, can contribute to the symptoms and
quality of life of the patients. EPI can be seen above the
levels of fe levels of 200 ng/m; it has shown that the 200 ng/
mL level is a good cut-off point for screening purposes.!'
Gastrointestinal quality of life (GIQLE) is one of the most
widely used questionnaires for objective measurement
of QoL in gastrointestinal disease and wide separately
has been used since 1993.1"! It consists of five domains
and investigates the effect on the physical, social, and
psychosocial life of the patients, related to gastrointestinal
symptoms. The Turkish validation of this GIQLE was

previously performed in pSS patients.’!
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The aim of this study, to evaluate the possible exocrine
pancreatic dysfunction of SSc and pSS, by measuring the
levels. Also, the patients’ GIQLE score was calculated and
investigated whether exocrine pancreatic function contribute
patients complaints.

Materials and Methods

This study was conducted in a tertiary rheumatology
clinic between June 2019 and December 2019. Patients
having diagnosed with SSc or pSSP1?2! for at least one year
and attending regularly to policlinic control were included
in the study. Sex- and age-matched control subjects were
recruited from the stuff of our clinics. Patients and controls
with concomitant chronic pancreatitis or other rheumatic
disease other than SSc or pSS, a history of pancreatic surgery,
alcohol abuse, diabetes mellitus, and taking pancreatic
enzyme extracts were excluded from the study. Demographic
and laboratory information of the patient was obtained from
the registered electronic system. The functional assessment
was carried through the GIQLE form. It is aimed to achieve
harmony between the clinical and biochemical findings of
patient group. Informed consent was obtained from patients
and ethical approval was provided by the local committee
(approval number: 817, date: 12.11.2018).

Fecal Elastase Measurement

Stool samples were collected and instantly stored at
-80 °C until analyzing time. Fecal elastase concentrations
of all stool samples were measured on the same day with a
commercially available enzyme-linked immunosorbent assay
(ELISA) kit (BIOSERVE DiagnosticsGmbH, Rostock,
Germany) according to the manufacturer’s instructions.
The intra-assay and inter-assay variation coefficients were
2.7% and 5.6%, respectively. Measurements were defined
as Fecal Elastase per gram stool. Each 10 mg stool sample
was homogenized with 1 mL extraction buffer using a
vortex mixer. Homogenate was kept at 2-8 ° temperature
overnight and the supernatant was obtained. Next day, the
supernatants were diluted 1/201 with the wash solution.
These diluted samples were used for the analysis. Fecal
Elastase-1 levels >200 pg/g were defined as possible normal
exocrine pancreatic function, and Fecal Elastase-1 levels
<200 pg/g were defined as possible EPL!]

Statistical Analysis

Categorical variables were given as number and
percentages. Continuous data were as mean = standard
deviation or median (interquartile range). The conformity
of continuous variables to normal distribution was evaluated
using visual (histogram and probability graphs) and analytical



methods (Kolmogorov-Smirnov/Shapiro-Wilk tests). If
variables were normally distributed Student t-test was used,
if not the Mann-Whitney U test was used for comparison
of data sets. Comparison of categorical variables was made
with chi-square or Fisher’s exact tests. A two-sided p-value
of 0.05 or less was considered statistically significant in
all analysis. Correlation analysis was performed using the
Spearman correlation coefficient and interpreted as a poor
agreement (0.0-0.2), fair (0.2-0.4), moderate (0.4-0.6), good
(0.6-0.8), or excellent (0.8-1.0).2*

Results

Between June 2019 and December 2019, 47 SSc
patients and 45 pSS patients accepted to participate in the
study. Stool samples which could be neither studied nor
transferred to storage within 2 h, in four SSc patients and
three pSS patients were excluded from the measurement
of fecal elastase level. Two patients in the SSc group a one
patient in pSS had acute gastroenteritis, whereas one patient
in SSc had already taken pancreatic enzyme extracts. Forty
patients in SSc and 41 patients in pSS were included in the
final analysis. As a control group, there were age and sex-
matched 23 patients.

Patients and disease characteristics are shown in Table
1. Groups were similar in terms of age, sex, and disease
duration. The median disease activity score was one in the
pSS group, the median modified rodnan score was 12 in SSc¢
patients. Healthy control groups had a median fe level of 516
pg/g, whereas in pSS and SSc patients were 489 pg/g and 459
pg/g respectively (p>0.05). The percentage of patients with

Table 1. Disease and patient characteristics of the disease groups

pSS SSc Control p

(n=41) (n=40) (n=23)
Age (IQR) 45(11) 44.5(9.5) 45(10) 0.879
Female 38(92) 38 (95) 20 (86) 0.768
gzsgs(elgs)ranon 5 (4) 6275 - 0.405
ESSDAI (IQR) 1(2) - - -
mRSS score (IQR) - 12 (8) - -
izcg(l)i\a;t;ss :QR) ?28296) 4315(3 (51>89) 31(? ;)1 72) 827;?;
(%) 5(12) ’ ’
(GK')%E score total 4 40 82 <0.001%/>0.05**
Main 28 (15) 12 (12) 29 (14) <0.001*/>0.05**
Physical 12 (4) 8(8) 13 (4) 0.001*/>0.05**
Physiological 14 (16) 8(10) 14 (10) 0.001*/>0.05**
Social 12 (12) 4(8) 12 (10) 0.002*/>0.05**
Disease-related 12 (7) 4 (4) 14 (6) 0.001*/>0.05**

ESSDAI: The EULAR Sjégren’s syndrome (SS) disease activity index, GIQLE:
Gastrointestinal quality of life, mRSS: Modified rodnan skin score. *: p values for
comparison between pSS and SSc patients. **: p values for comparison of pSS and
healthy control groups, pSS: Primary Sjogren’s syndrome, IQR: Interquartile range
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fe level <200 pg/g, which was related to possible pancreatic
exocrine dysfunction was 5% in the control groups and not
significantly different in the pSS and SSc groups. Contrary
quality of life score was compared between groups and shown
in Table 1. Both GIQLE total score and sub-domains score
was higher in SSc patients, and healthy controls had the best
results both in total and subgroup score.

The fecal elastase level was correlated with patient
characteristics. Fe levels had a negative moderate correlation
with the disease duration of the patients in both disease
groups (Table 2). The disease activity of pSS also had a
fair negative correlation in pSS patient; however, however
mMMRS score did not. On the other hand, the levels had
a negative fair correlation with the GIQLE total score in
only pSS patients significantly but not in SSc patients. A
similar fair negative correlation also in the subdomain scores
of GIQLE for pSS groups but again not in SSc (data not
shown).

Discussion

Gastrointestinal disorders were commonly seen in
patients with pSS and SSc. In this study, fecal elastase levels
were shown to be preserved in pSS and SSc patients. Levels
of fe <200 pg/g, suggestive of personal protective equipment
(PPE), were similar to those in a healthy population. The
GIQLE score was directly related to gastrointestinal disorders
and was significantly higher among patients with SSc patients.
There was a moderate negative correlation between disease
levels and duration in the two groups and a fair correlation
with disease activity in the pSS groups. This was the first
time in the literature, comparing the two connective diseases,
which had the most prevalent gastrointestinal complaints in
terms of fecal elastase levels and gastrointestinal quality life
assessment. These data demonstrate that EPI did not have
a major role in the underlying reason for gastrointestinal
symptoms of pSS and SSc. However, levels of fe may be
reduced as the disease progresses.

Table 2. Correlation of fecal elastase levels with age, disease duration,
disease actitivty, and GIQLE score in the patient groups

Fecal elastase

Spearman rho p

Ade pSS -0.154 0.304

9 Ssc -0.141 0.354

Disease duration pSS -0.403 0.009
(year) SSc -0.526 <0.001

pSS -0.312 0.047

GIQLE (total) 5S¢ -0.170 0.912

ESSDAI pSS -0.362 0.020

mRSS SSc -0.079 0.629

GIQLE: Gastrointestinal quality of life, pSS: Primary Sjogren’s syndrome, SSc:
systemic sclerosis




EPI is one of the main interest points in the clinical
practice of patients with dyspeptic and malnutrition patients
because its treatment with orally taken enzyme replacement
was easy and successful in treatment. The gold standard
for PPE diagnosis relies on an invasive secretion-cerulein
test procedure, which cannot be used in patient screening.
U7 However, the elastase enzyme was produced from the
pancreas and undigested by the intestinal enzyme. Thus, by
measuring in the feces, it can provide valuable information
about pancreatic exocrine function non-invasively. The EF
level measured by monoclonal ELISA can detect PPE at
90% sensitivity and specificity.'”! Although gastrointestinal
disturbances were widespread in patients with SSC patients
in the literature, there has been only one study that
investigates levels of fe in patients with SSc and pSS, the
remaining studies focused on motility dysfunction, bacterial
over-growthand extra-intestinal complications.>!* Levels
of fe were retained in the patient population in the studies.
However, they did not mention the potential effect of the
level on the quality of life. In addition, it has not been
compared with connective tissue diseases a high prevalence
of gastrointestinal disorders.

The GIQLE score was first reported in 1993 in patients
undergoing surgery. It objectively showed the change in the
quality of life of patients in these patient groups.!'”! A number
of rating systems have been used in rheumatological diseases
to evaluate gastrointestinal complications. However, none
of them took a holistic approach to gastro-intestinal quality
of life. GIQLE scoring was previosly used in several studies
regarding rheumatologic disease and compared with healty
populations.?**¥ Consistant with our findings, SSc patients
had worse scoring, whereas pSS patients had similar results
compared to the normal population.

In every domain, SSc patients had higher scores
compared the pSS groups, which indicate that SSc patients
were suffering from GIS -related symptoms more severely.
Considering the similar range of fe levels in both disease
groups, the difference can not be only attributed to EPI,
becasue the mechanisms of gastrointestinal involvement
in SSc patients are diverse and different from pSS.*! In
accordance with the literature, we believe that PPE was not
a contributory factor to these symptoms in SSS patients.['”!
Studies investigating EPI in pSS patients were conducted
via several methods.'*?6*8] In these studies, it was shown
that fecal chymotrypsin levels and intestinal decreased in
pSS patients compared to the control population, whereas
HCO, levels and percentage of patients with chymotrypsin
levels suggesting EPI were similar.?2?1 They had a few
patients ,which limited the generability of the results.?” Only
in one study fecal elastase levels were measured and found
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the decreased levels with respect to the heatly population.
04 However, the fe levels <200 pg/g were similar between
the groups. The relatively low level of fe levels could be
attributed to pSS involvement, which did not reach clinically
significance. Furthermore, in accordance with the literature,
the duration of the disease impacted EPI in patients with
pSS.B821 Our results may be an early sign of exocrine
dysfunction in pSS patients, but long-term follow-up results
are needed.

Study Limitations

That study had a number of limitations. First, EPI was
not diagnosed via golden standard diagnostic methods,
thus not all patients with fe levels <200 might not have
EPI and amongst those with >200 levels might have EPIL
It was wise to use a screening method because without any
symptoms, it would be unethical to conduct an invasive
test for all participants. The onset time of illness cannot be
readily detecte; therefore, this may obscure the power of the
correlation between fe levels and disease duration, which
migth have affected the FE levels.

Conclusion

Exocrine pancreatic functions are generally well
maintained and have not contributed to complaints related
to gastrointestinal symptoms in patients with pSS and SSc
patients. Gastrointestinal QOL scores were worse in the
SSc group, indicating an alternative mechanism to EPI to

explain the difference with pSS patients.
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Persistan andiferansiye artrit: 60 olgunun degerlendirilmesi
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Abstract

Objective: Undifferentiated arthritis (UA) is diagnosed after excluding
other arthritis-related diseases. Current data generally focuses on
the early forms of UA, and knowledge about persistent UA (pUA) is
insufficient. Therefore, we investigated the general characteristics of
patients with pUA in this study.

Methods: The study included patients with persistent peripheral
arthritis of undetermined etiology lasting longer than six months.
Medical records were reviewed retrospectively. Patients having an
arthritis-associated diagnosis were excluded. Arthritis was verified by
magnetic resonance imaging. The disease activity was evaluated with
a visual analog scale.

Results: We totally analyzed 60 patients with a mean age of 49.7
years and 76.7% of them were female. The mean disease duration
was 78 months, and 21.6% of them had a family history of rheumatic
diseases. The most common clinical pattern was knee monoarthritis
(56.6%), the number of affected joints was two at most, and the
frequency of erosive arthritis was 35%. Among all variables, only
metatarsophalangeal joint involvement was significantly higher in
patients with erosive arthritis (p=0.046). 98% of patients achieved
remission with disease-modifying anti-rheumatic drugs (DMARDs).

Conclusion: Our research shows that pUA shares several characteristics
with other rheumatic diseases such as the family history of rheumatic
disease, good response to DMARDs, and chronic course. We found
that the cases with pUA show mono/oligoarticular involvement as
spondyloarthritis; female gender predominance, and (sometimes)
erosive course as rheumatoid arthritis. A long lag time is a major
problem, and the prognosis of pUA is generally benign. Further studies
are needed for a better definition of this clinical entity.

Keywords: Undifferentiated arthritis, persistent arthritis, inflammatory
arthritis, chronic arthritis

Introduction

Arthritis is a non-specific physical examination finding of
different disease groups such as rheumatologic, malignant,

0Oz

Amac: Andiferansiye artrit (AA), diger artrit iliskili hastaliklar
dislandiktan sonra tanisi konulan bir hastaliktir. Literattrdeki calismalar
genellikle AA'nin erken formuile iliskili olup persistan formu icin bilgiler
sinirlidir. Bu nedenle calismamizda persistan andiferansiye artritli (pAA)
hastalarin genel karekteristik 6zelliklerini arastirmayi amacladik.

Yontem: Etiyolojisi bilinmeyen ve alti aydan uzun sireli periferik artritli
hastalar calismaya dahil edildi. Hastalarin dosyalari retrospektif olarak
incelendi. Artrit iliskili hastalik tanisi olanlar calismadan cikarildi. Artrit,
manyetik rezonans gorintileme yontemi ile dogrulandi. Hastalik
aktivitesi vizuel analog skala ile degerlendirildi.

Bulgular: Ortalama yasi 49,7 yil olan toplam 60 hasta incelendi ve
olgularin %76,7'si kadindi. Ortalama hastalik stresi 78 ay olup
olgularin %21,6'sinda romatolojik hastaliklar acisindan aile oykusu
mevcuttu. En sik saptanan klinik patern diz monoartritiydi (%56,6),
etkilenen eklem sayisi en fazla ikiydi ve hastalarin %35’inde eroziv
artrit mevcuttu. Tum degiskenler icinde sadece metatarsofalangeal
eklem tutulumu eroziv artritli hastalarda anlamli olarak daha fazlaydi
(p=0,046). Hastalarin %98'inde hastalik modifiye edici anti-romatizmal
ilaclar (DMARD) ile remisyon saglandi.

Sonuc: Arastirmamiz pAA'nin romatizmal hastalik acisindan pozitif aile
oykust, DMARD yanitinin iyi olmasi ve kronik seyir gibi bazi 6zellikleri
diger romatizmal hastaliklarla paylastigini gostermektedir. Bununla
birlikte pAA’ll olgular spondiloartrit benzeri mono/oligoartikuler
tutulum, romatoid artrit benzeri kadin cinsiyet baskinligi ve (bazen)
eroziv seyir gostermektedir. Tani gecikme stiresinin uzun olmasi 6nemli
bir sorun olup pAA'nin prognozu genellikle iyidir. Bu klinik antitenin
daha iyi tanimlanmasi icin ileri calismalara ihtiyac vardir.

Anahtar Kelimeler: Andiferansiye artrit, persistan artrit, enflamatuvar
artrit, kronik artrit

immunological, infection, or systemic inflammatory
disorders. Therefore, we should consider many diseasesin the

differential diagnosis of a patient having arthritis. Arthritis is
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usually attributed to well-defined rheumatic diseases such
as rheumatoid arthritis (RA) or spondyloarthritis (SpA)
and consulted rheumatologists by physicians. However,
many patients with arthritis may not be diagnosed with
a specific disease and this clinical situation is known as
undifferentiated arthritis (UA). What are the clinical,
laboratory, and imaging investigations necessary to define
UA, or which differential diagnosis should be excluded?
Which patient will develop a persistent UA or erosive UA?
The answers to these questions are still uncertain. There is
no agree management of UA. Machado et al.l' published 10
multinational evidence-based recommendations on how to
investigate and follow-up UA in 2010. Additionally, some
national evidence-based recommendations were published,
but there is no accepted consensus/algorithm in general.**!

The early phase of UA is a heterogeneous condition and
there are three scenarios for the disease course; progression
to a defined disease (7-65%), going under remission (13-
60%), or persisting as UA (pUA: 10-40%).M If an underlying
specific disease is diagnosed, treatment is applied for that,
but the management of pUA is unclear. There are numerous
guidelines, recommendations, studies, or case reports for
specific rheumatological diseases except for pUA, so it is
difficult to manage.

In a population-based study, the incidence of pUA was
found to be higher that of psoriatic arthritis and ankylosing
spondylitis (AS) (respectively 13, 7, and 6/100,000).5" Also,
rheumatologists have not enough data about pUA. In the
future, this clinical situation will become a more common
problem being faced in daily practice. This study aimed to
investigate the general characteristics of patients with pUA.
Previous studies are generally about the early phase for UA
so our results will be helpful for managing patients with
pUA.

Materials and Methods

Patients

We analyzed the patients who were diagnosed with
pUA and followed up between August 2018-April 2021
in a secondary central state hospital in the East of Turkey
(this study was completed during the period that the author
was assigned to that hospital). The patients’ electronic files
were evaluated retrospectively for clinical, demographic,
laboratory, and treatment data; M13.9 was used as an ICD-10
code to define the patients with pUA. The inclusion criteria
of patients were; aged 18 years or older, having peripheral
arthritis in at least one joint, and the persistence of arthritis
for at least six months (we decided on that time span due
to two criteria. The first one is early disease-modifying
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anti-rheumatic drug treatment’s effects on radiographic
damage. The second criterion is being on the period that
the treatment shouldn’t be delayed®), and not fulfilling any
identified classification criteria for a specific disease (such as
revised classification criteria for RA" and axial or peripheral
SpABY) or during follow-up. Patients were excluded if an
arthritis-related disease (rheumatic or non-rheumatic) was
detected.

Arthritis was defined as a combination of morning stiffness,
pain, and swelling in a peripheral joint; these criteria have 86-
90% sensitivity and 90% specificity.!'” Arthritis was confirmed
by magnetic resonance imaging (MRI) to exclude intraarticular
masses mimicking arthritis, such as pigmented villonodular
synovitis and to confirm some cases that didn’t have enough
clinical evidence for inflammatory arthritis (e.g. absence of
joint swelling). The erosive pattern was defined as the eroded
bone surface of the area adjacent to the joint by MRI findings.
The study was approved by the Ethics Committee of the Mus
Alparslan University where the study was conducted.

Assessment and Treatment

Attheinitial visit, the patient’smedical history and physical
examination were conducted carefully; symptom duration
time, the pattern of joint involvement (number, localization,
and distribution of the affected joints), smoking history, and
family history of rheumatic diseases were noted. Complete
blood count (CBC) and biochemical profile, complete
urinalysis, erythrocyte sedimentation rate (ESR), C-reactive
protein (CRP), autoantibodies including rheumatoid factor
(RF): RF (determined by nephelometric assay, samples
with results 214 TU/mL were defined as positive), anti-
cyclic citrullinated peptide (CCP): Anti-CCP (determined
by enzyme-linked immunosorbent assay: ELISA, samples
with results 220 U/mL were defined as positive), and anti-
nuclear antibody (ANA): ANA (determined by ELISA),
HILA-B27, serologic tests for hepatitis B virus, hepatitis C
virus and brucellosis (which is endemic in the study area)
were performed from blood samples. Radiography of the
hands, feet, sacroiliac joints, chest, and affected joints were
obtained.

The disease activity was assessed by a visual analog scale
(VAS: range 0-100 mm), which was rated by evaluating
morning stiffness and resting pain; VAS <10 mm was defined
as remission. Orally (po) low dose methylprednisolone
(MP: 4 mg/day), single-dose intra-articular steroid (IAS:
triamcinolone hexacetonide), sulphasalazine (SSZ: 1.5 or
2 g/day), methotrexate (MTX: 15 mg/week), leflunomide
(LEF: 20 mg/day) were used as treatment options. If
arthritis was resistant to conventional synthetic disease-
modifying anti-rheumatic drug (csDMARD) monotherapy



(after three months), combined two DMARDs were used.
If arthritis was resistant to adequate dose and duration of
combined csDMARD:s, infliximab (INF: same posology as
RA: 3 mg/kg given as an intravenous induction regimen
at 0, 2, and 6 weeks, followed by a maintenance regimen of
3 mg/kg at every 8 weeks) was administered as a biological
therapy option. VAS and laboratory assessments (including
hematologic and biochemical profile, ESR, and CRP) were
routinely performed during the follow-up period.

Statistical Analysis

Quantitative variables are expressed as median and ranges
(minimum-maximum). Qualitative variables are expressed as
proportions. Patient groups with erosion versus no erosion
were compared for means using Mann-Whitney U test. For
comparisons between proportions, chi-square tests were
used. Statistical analysis was performed using SPSS 22.0
version (IBM SPSS, Chicago, IL). A p-value of <0.05 was
considered statistically significant.

Results

Patients Characteristics

Totally 60 patients enrolled, 77% of the cohort were
female and the mean age was 49.7 years. The female-to-
male ratio was 3.3/1, the mean disease duration time was 78
months, and the mean follow-up time was 12 months at the
end of the study. Thirteen patients (22 %) had a family history
of rheumatic disease in first or second-degree relatives; there
were seven pUA, four peripheral SpA (pSpA), one AS, and
one patient with RA. In the first-degree relatives; there were
three pUA, two pSpA, and one patient with RA. There wasn’t
psoriasis history in the first or second-degree relatives, and
31% of patients had a smoking history (active or ex-smoker).

On physical examination; vital signs were normal in all
patients, patients did not have redness or warmth at affected
joints, and joint swelling was detected in 70% of patients.
Biochemical profiles, CBC, and urinalysis were within normal
ranges. Serologic tests for hepatitis B virus, hepatitis C virus,
and brucellosis were resulted as negative. There wasn’t any
specific finding were on radiographs, and seven of 60 patients
(11%) had severe joint space narrowing in affected joints.
Two patients had a positive test for RF (titers with 20 and
15 TU/mL), and both of them had erosive arthritis. Three
patients had a positive test for anti-CCP (titers with 46, 22,
and 21 U/mL), and one of them had erosive arthritis. Both
RF and anti-CCP positivity wasn’t detected.

In the study population, 80% of patients had monoarthritis
and 20% had oligoarthritis. The most common clinical
pattern was (chronic) monoarthritis affecting the knee with
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a rate of 56.6%. In the follow-up, a clinical switch between
mono- and oligoforms or polyarticular joint involvement
wasn’t observed. The maximum affected joint number
was two. The knee was the most affected joint and 42 of
60 (70%) patients had knee involvement. A symmetrical
pattern was observed in 17% of patients and all of them
had knee or ankle arthritis. Demographic, laboratory, and
clinical characteristics are given in Table 1.

Treatment Characteristics

All patients were treated with DMARDs. Treatment
regimens including intra-articular or orally low-dose
steroids (which were given as an adjunctive treatment) were
uncommon. Seven of 60 patients were excluded from the
evaluation of treatment efficacy because follow-up time was
insufficient. Thus 53 patients were assessed for the treatment
results. In most patients (n=49), SSZ monotherapy was
employed as an initial treatment and 34 of them achieved
remission. First-line MTX monotherapy (n=4) was effective
in all patients. Combinations of SSZ+MTX, MTX+LEF,
and SSZ+LEF were used in cases when SSZ monotherapy
was ineffective. Infliximab was used in three patients who
resisted against MTX+SSZ combination; these patients
went into remission six months after treatment with
Infliximab.

At the end of the study we found out 52 of 53 (98%)
patients entered remission; 75 % of patients were treated with
monotherapy and 23% needed csDMARD combination or
INF therapy. Only one patient who did not desire biological
agents had an active disease under the SSZ+MTX+IAS
combination. Three patients went into remission, and all
medications ceased; two of them used INF. Treatment
characteristics are given in Table 2.

Comparison of the Erosive and Non-erosive Group

Among all variables, only metatarsophalangeal (M'TP)
joint involvement was significantly higher in the erosive
group (p=0.046). Both RF and anti-CCP were negative in
patients with M'TP involvement. Demographic, laboratory,
and clinical characteristics were not statistically different. A

comparison of the erosive and non-erosive groups is given
in Table 3.

Discussion

The published studies about UA were usually focused on
the early phase of UA (eUA)/early arthritis and defined risk
factors predisposing to other rheumatologic diseases, mostly
RA. Our study included patients with pUA who had little
possibility of developing another rheumatologic disease or
go into spontaneous remission because of the long-standing



disease course. We found that the knee was the most affected
joint, the ankle was second and the unique results of our
study showed that one-third of patients had erosive arthritis.
Metatarsophalangeal joint involvement was higher in the
erosive group than non-erosive group and 75% of patients
had remission with csDMARD monotherapy.

Van der Helm-van Mil et al.'y! found that age, female
sex, small joint involvement in hands/feet, symmetric
localization, both upper and lower extremities involvement,
morning stiffness, number of tender/swollen joints >10,
CRP level >50 mg/liter and anti-CCP positivity were found
to be independent predictive variables for RA development;
anti-CCP positivity and morning stiffness >90 on 0-100 mm
VAS were found the strongest among independent variables.
The study by van Gaalen et al.'? supported these results,
moreover, anti-CCP was the most prominent predictor
for RA development. In another study, RF and disease
duration time were found to be independent variables, RF
was the strongest independent variable of RA development.

131'The predictive value of anti-CCP was also supported
by two Chinese studies.'**! In our study, the rate of MTP
joint involvement was 8%, RF or anti-CCP positivity rate
was only 8%, and two patients had a CRP value higher
than 50 mg/liter at baseline. Additionally, both upper
and lower extremities involvement, hand involvement,
and polyarticular pattern were absent. Both RF and anti-
CCP positivity, which were absent in our cases, have high
specificity and positive predictive value for RA development

in early arthritis.!*¢!

Fletcher and Scott!” performed a study that included
151 patients with chronic monoarthritis; they found that
the knee was the most affected joint (74.1%), the ankle was
second (8%), and nearly all the patients had improvement or
complete remission at the end of 129-week follow-up. In a
retrospective study of 46 patients with chronic monoarticular
arthritis who have 29.5 months mean disease duration
time; only one patient-developed pUA at the end of a six-
year follow-up, the knee was the most frequently affected

Table 1. Demographic, laboratory, and clinical characteristics

Age, mean (range), years 49.7 (19-74)
Female sex, n (%) 46 (76.7)
Male sex, n (%) 14 (23.3)
Age at onset, mean (range), years 44.3 (18-67)
Disease duration time, mean (range), months 78 (12-192)
Follow-up time, mean, months 12

Family history of rheumatic diseases, n (%) 13(21.6)
Smoking history, n (%) 19(31.6)

RF positivity, n (%) 2(3.3)
Anti-CCP positivity, n (%) 3 (5)
Baseline ESR (mm/h), mean (range) 30 (1-84)
Baseline CRP (mg/L), mean (range) 13.5(0-216)
Monoarthritis, n (%) 48 (80)
Oligoarthritis, n (%) 12 (20)
Erosive arthritis, n (%) 21 (35)
Joint effusion in physical examination, n (%) 42 (70)
Mean number of active joints, n 1.2

Number of total affected joints, n 72

-Knee, n (%) 49 (68)
-Ankle, n (%) 16 (22)
-Tarsometatarsal joints (TMT), n (%) 2(3)
-Metatarsophalangeal joints (MTP), n (%) 5(7)
Clinical presentation

-Knee monoarthritis, n (%) 34 (56.6)
-Ankle monoarthritis, n (%) 8(13.3)
-Bilateral knee arthritis, n (%) 7(11.6)
-MTP monoarthritis, n (%) 4(6.6)
-Bilateral ankle arthritis, n (%) 3(5)

-TMT monoarthritis, n (%) 2(3.3)
-Asymmetrical oligoarthritis (knee+ankle and ankle+MTP joint), n (%) 2(3.3)

anti-CCP: Anti-cyclic citrullinated peptide, CRP: C-reactive protein, ESR: Erythrocyte sedimentation rate, MTP: Metatarsophalangeal, RF: Rheumatoid factor, TMT: Tarsometatarsal
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joint, the wrist was second, and the SpA was significantly
higher in HLA-B27-positive patients. However, the wrist was
not an affected joint in our cohort, which could be a target
joint in patients with a specific diagnosis."® In the report
by Blocka and Sibley,!”! two years follow-up of 38 chronic
monoarticular UA patients with 20.5 months mean duration
of symptoms before referral; 66% of patients remained UA,
10 had spontaneous remission and 16 had pUA (rate of pUA

was 42%). The most affected joint was the knee (61%) and
the HLA-B27 positivity of the study population was higher
than that of the healthy population. The highest rate of pUA
(90%) was found in a study from Finland, which consisted of
32 patients with chronic monoarticular UA having 3-9-years
follow-up time; HLA-B27 positivity was higher than the
healthy population, the knee was the most affected joint (63 %),
ankle and metacarpophalangeal joint were secondary. "

Table 2. Treatment characteristics

Intra-articular steroids (IAS), n (%) 6(11.3)
Methylprednisolone (MP), n (%) 3(5.6)
Sulphasalazine (SS2), n (%) 49 (92.4)
Methotrexate (MTX), n (%) 18 (34)
Leflunomide (LEF), n (%) 2(3.7)
Infliximab (INF), n (%) 3(5.6)
Initially DMARD regimen (First-line)

-SSZ monotherapy, n (%) 49 (92.4)
-MTX monotherapy, n (%) 4 (7.6)
Finally DMARD regimens

-SSZ monotherapy, n (%) 34 (64.1)
-MTX monotherapy, n (%) 6(11.3)
-INF n (%) 3(5.7)
-SSZ+MTX, n (%) 8(15.1)
-MTX+LEF, n (%) 1(1.9)
-SSZ+LEF, n (%) 1(1.9)

DMARD: Disease-modifying anti-rheumatic drugs

Table 3. Comparison of the erosive and non-erosive group

Erosive (n=21) Non-erosive (n=39) p
Age, median (range), years 51 (35-71) 49 (19-74) 0.299
Sex, n, (%)
-Male 5/21(23.8) 9/39 (23)
-Female 16/21(71.2) 30/39 (77) 0-949
Arthritis onset age, median (range), years 45 (23-65) 43 (17-67) 0.389
Arthritis duration time, median (range), years 6(1-16) 4(1-14) 0.153
Family history of rheumatic disease, n, (%) 5/21(23.8) 8/39 (20.5) 0.767
Smoking history, n, (%) 7/21 (33.3) 12/39 (30.7) 0.839
ég/(i)r;t effusion in physical examination, n, 1721 81) 25/39 (64.1) 0174
Knee arthritis, n, (%) 15/21 (71.4) 27/39 (69.2) 0.859
Ankle arthritis, n, (%) 4/21 (19) 9/39 (23) 0.718
MTP arthritis, n, (%) 4/21 (19) 1/39 (2.5) 0.046
TMT arthritis, n, (%) 0/21 (0) 2/39 (5.1) n/a
Joint count, n, (%)
-Monoarticular 16/21(71.2) 32/39 (82) 0.588
-Oligoarticular 5/21 (23.8) 7/39 (18)
ESR (mm/h), median (range) 26 (1-84) 33 (4-70) 0.285
CRP (mg/L), median (range) 6 (0-54) 5(0-216) 0.773
RF positivity, n, (%) 2/21(9.5) 0/39 (0) n/a
Anti-CCP positivity, n (%) 1/21 (4.7) 2/39 (5.1) 0.950

CCP: Cyclic citrullinated peptid, CRP: C-reactive protein, ESR: Erythrocyte sedimentation rate, MTP: Metatarsophalangeal, RF: Rheumatoid factor, TMT: Tarsometatarsal
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Previous studies reported that the knee was the most
common target joint in patients with chronic monoarticular
UA and our study supported these results, but other affected
joints varied; for example, wrist or hip joint involvement
was absent in our cases. Joint fluid cytology and synovial
histopathology did not have any diagnostic or prognostic
value in patients with chronic monoarticular UA. Study
design or follow-up time may be a reason for different rates
for pUA;!"2% the mean follow-up time of our study was one
year, and the mean disease duration time before referral
was 5.5 years. Metatarsophalangeal joint involvement may
be confused with gout, but lack of an acute red/warmth
articular inflammatory attack history, normal levels of serum
uric acid, absence of tophi, and absence of radiographic
features for chronic gout arthritis (absence of erosions with
overhanging edges and relative preservation of the joint
space) were the major clues excluding gout.

The most
oligoarthritis is transient/persistent UA; 40% of them

common diagnosis of patients with
have ankle involvement and the prognosis is generally
benign.? In our study, the knee and ankle were the two
most commonly affected joints as HLA-B27 positive
oligoarthritis.?” Hulsemann and Zeidler®! reported that
the rate of oligoarticular joint involvement in patients with
UA was 68% but we found 20%; discordance is probably
the result of higher RF and HLA-B27 positivity rates than
our study population. In an early arthritis study with 524
patients who had two-year follow-up time; the rate of pUA
was 6%, and the frequency of erosive arthritis of patients
with pUA was 25% that was lower than our study.*¥

MRI is more sensitive than clinical examination and
radiography detecting synovitis, tenosynovitis, enthesitis,
and bone erosions for inflammatory joint diseases so MRI
detects more bone erosions than radiographs but sometimes
small bone erosions may be found in the metacarpophalangeal
and wrist joints of healthy controls.*% In a study assessing
knee by MRI, patients with RA showed more destructive
changes (e.g. synovial thickening, bone marrow edema,
cartilaginous and bone erosions) than patients with UA and
SpA; bone erosion was present in 16% and enthesitis 12%
in patients with UA, additionally, there was no correlation
between disease duration and MRI findings.?" In knee MRI
images, we didn’t find enthesitis and we found a frequency
of erosive arthritis of 36%. We didn’t detect any erosion on
hands/feet or affected joint radiographs, moreover baseline
hand/feet erosions on radiography are not predictive for
poor prognosis at all time.?!

The treatment of pUA is still unknown. In a double-blind,
randomized, placebo-controlled study (PROMPT study)
including patients with UA; methotrexate showed beneficial
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effects on radiological progression but disease duration time
was shorter than one year, RF and anti-CCP positivity rates
were 36% and 22% respectively.”” We generally preferred
to use SSZ as a first-line csDMARD, which is a well-
known anti-rheumatic drug in daily practice and effective
for treating RA and SpA;P% at the end of our study, 34 of
53 patients had remission with SSZ monotherapy. Saleem
et al.BY reported that INF had positive effects on CRP
and health assessment questionnaires but was not effective
in preventing the development of RA in patients with RA.
INF was the single biologic agent which was chosen because
of its implementation at the hospital so we managed full
harmony in therapy and all of INF administered patients
had remission. Abatacept showed beneficial effects on
radiological progression and reduced anti-CCP levels in
some patients with UA/very early RA whom RF and anti-
CCP positivity rates were 90.9% and 85.7% respectively.??

There are different results in different studies for patients
with UA because the study design, follow-up time, and
disease duration time are variable. RA incidence increases
and UA incidence decreases with increasing disease duration
time.?¥ Patients with pUA have lower ESR levels, and less
active and eroded joint count; social and functional prognosis
is better than patients with RA.F* Smoking is associated with
poor outcomes in patients with RA and SpA;®! the smoking
history of our patients was similar between the erosive and
non-erosive groups (p=0.83).

Study Limitations

The absence of HLA-B27 in 20 of 60 patients (because
of technical incompetence), the short follow-up period
despite the long disease duration time, and the small sample
size were the limitations of our study. The lack of synovial
biopsy may be another limitation, but 98% of patients had
remission with DMARD treatment, so we didn’t consider
any non-rheumatic condition in the differential diagnosis.
Additionally, synovial biopsy has little diagnostic and
prognostic value in undifferentiated peripheral inflammatory
arthritis.?’

Conclusion

Consequently, our patients with pUA showed some
unique characteristics such as female sex predominance and
(sometimes) erosive arthritis like RA, mono/oligoarticular
involvement-like SpA, low positivity rates for RF of anti-
CCP, and absence of clinical switch. Family history of
rheumatologic disease, chronic disease course, and good
response to DMARDs were similar features to other articular
rheumatologic diseases. Most of the patients had a good
response to csDMARD monotherapy, but erosive disease



course and long lag time until diagnosis was the real problem.
Absence of extra-articular manifestations (such as psoriasis,
subcutaneous nodules, or interstitial lung disease), low
positivity rates of auto-antibodies, mildly elevated ESR and
CRP, symptoms falsely considered as gonarthrosis by other
physicians before exact diagnosis, and lack of knowledge
about pUA could be the reasons for late diagnosis. There
are limited data for patients with pUA in the literature so
we believe that the results of our study can bring benefits in
daily rheumatology practice. A new rheumatological disease
will be defined in the future by increasing knowledge about
pUA.
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Amac: Geriatrik hasta (GH) tanimi 60 yas ve Uzeri bireyleri
kapsamaktadir. Bu sebeple, romatologlarin bu ayricalikli grubun
tedavisini planlarken karsilasabilecekleri sorunlarin farkinda olmalari
ve bu hastalarda, romatolojik hastaliklarin tedavisini diizenlemede yol
gostermek amacl kilavuzlarin bulunmasi gerekebilir. Bu calismanin
amaci, ginimuze kadar yayimlanmis romatoloji tedavi kilavuzlarinda
GH'ye iliskin spesifik onerilerin olup olmadigini incelemektir.

Yontem: 1970-2022 arasinda yayimlanmis Avrupa Romatoloji Birligi
(EULAR) ve Amerikan Romatoloji Birligi (ACR) tedavi kilavuzlari, iki
romatolog tarafindan, GH'ye 6zel belirtilmis Gneriler acisindan detayli
olarak incelenmistir. Bu kilavuzlarda yas araligi (=60 yas) belirtilen
oneri boltmleri, anahtar kelimeleri iceren 6neriler ve yasli hastalarla
ilgili oldugu anlasilan maddeler not edilmistir.

Bulgular: Calisma kapsaminda 38 EULAR, 11 ACR tedavi kilavuzu
gozden gecirilmistir. Toplamda 6 (%12,2) kilavuzda yash hastalar
ile ilgili 6zel oneriler oldugu gortlmistir. Ozel onerilerin gectigi
kilavuzlar; EULAR Tedavisi Zor Romatoid Artrit Tedavisinde Dikkate
Alinmasi Gereken Noktalar, Romatizmal Hastaligi Olan Hastalarda
Oz Yonetime Yoénelik Mobil Saglik Uygulamalarinin Gelistirilmesi,
Degerlendirilmesi ve Uygulanmasinda Dikkat Edilmesi Gerekenler,
Otoimmiin Enflamatuvar Romatizmal Hastalarda Asilama icin EULAR
2019 Onerilerinin Giincellemesi, Osteoporotik Kiriklarin Onlenmesi
ve Yoénetimi icin EULAR Onerileri, EULAR Enflamatuvar Romatizmal
Hastaliklarda Komorbiditelerin izlenmesi (tespit/énleme) icin Dikkate
Alinmasi Gereken Noktalar ve 2015 EULAR/ACR Polimiyaljiya Romatika
Tedavi Kilavuzu'dur.

Sonuc: Tedavi klavuzlarinda GH'ye 6zel az sayida 6neri bulunmustur
Yasli hastalarin tibbi ve tibbi olmayan tedavisinin yonetimine katki
saglayacak daha fazla klinik calisma planlanmalidir.

Anahtar Kelimeler: Geriatri, tedavi 6nerileri, romatoloji

Abstract

Objective: The definition of geriatric patient (GP) includes individuals
aged 60 and over. Therefore, it may be necessary for rheumatologists
to be aware of the problems they may encounter when planning the
treatment of this privileged group and to have guidelines to guide
doctors in arranging the treatment of rheumatological diseases.
The aim of this study is to examine whether there are specific
recommendations for GP in the rheumatology treatment guidelines
published to date.

Methods: The treatment guidelines of the he European Alliance of
Associations for Rheumatology (EULAR) and the American College
of Rheumatology (ACR), published between 1970 and 2022, were
reviewed in detail by two rheumatologists in terms of specific
recommendations for GP. In these guidelines, recommendations for
the age range (=60 years), recommendations containing keywords,
and items that seem to be relevant to elderly patients were noted.

Results: Within the scope of the study, 38 EULAR and 11 ACR
treatment guidelines were reviewed. In total, 6 (12.2%) guidelines
were found to have special recommendations for elderly patients.
Guidelines with specific recommendations were EULAR points to
consider for the management of difficult-to-treat rheumatoid arthritis,
Points to consider for the development, evaluation and implementation
of mobile health applications for self-management in patients with
rheumatic diseases, 2019 update of EULAR recommendations
for Vaccination in Adult Patients with Autoimmune Inflammatory
Rheumatic Diseases, EULAR Recommendations for prevention and
management of osteoporotic fractures, EULAR Points to consider
for monitoring (detection/prevention) comorbidities in inflammatory
rheumatic diseases, 2015 Recommendations for the management of
polymyalgia rheumatica: An EULAR/ACR collaborative initiative.

Conclusion: Few recommendations specific to GP have been found
in treatment guidelines. Further clinical trials should be planned to
contribute to the management of medical and non-medical treatment
of elderly patients.

Keywords: Geriatrics, treatment recommendations, rheumatology
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Giris

Geriatrik hastalar (GH) 60 yas ve {izeri bireyleri
kapsamaktadir.!! Bu hasta grubu 60-65 yas, 65-75 yas ve 75
yag lsti olarak ti¢ alt gruba da ayrilabilmektedir. 2019°da
60 yas ve iizeri insan sayist 1 milyar iken, 2050’de bu
rakamin yaklagik 2,5 milyar olacag: tahmin edilmektedir.
Pl Yagh niifusundaki artiga paralel olarak romatoloji
polikliniklerinde takip edilen GH sayisinin da artacagi
distintilmektedir.’’ GH’de polimiyalji romatika, temporal
arterit, gut, psodogout ve osteoartrit gibi romatolojik
hastaliklar daha sik gozlenirken romatoid artrit, ankilozan
spondilit gibi hastaliklar goreceli olarak daha geng
poptilasyonda ortaya ¢ikar.® Enflamatuvar romatolojik
hastalig1 olan yash bireylerin, tedavi siireglerini yonetirken,
ko-morbid hastaliklar1 nedeniyle bazi noktalara dikkat
etmek gerekir. Farmakokinetik ve farmakodinamikteki
yaga bagl degisikliklerin bir sonucu olarak GH, advers
ilag reaksiyonlar1 agisindan yiiksek risk alundadir.?!
Polifarmasi ve biligsel iglevlerde azalma ile geligen terapotik
uyum sorunlar1 da advers ilagc reaksiyonlari riskinin
artigna katkida bulunur. Ote yandan, bu hasta grubuna,
yukarida bahsedilen risklerin neden oldugu endiseler
sonucu etkin tedavi baglanmayabilmektedir.! Bu sebeple,
romatologlarin bu ayricalikli grubun tedavisini planlarken
kargilagabilecekleri sorunlarin farkinda olmalari ve bu
hastalarda romatolojik hastaliklarin tedavisini diizenlemede
yol gostermek amagcli kilavuzlarin bulunmasi gerekebilir. Bu
calismanin amaci, giiniimiize kadar yayimlanmis romatoloji
tedavi kilavuzlarinda GH’ye iliskin spesifik 6nerilerin olup
olmadigini incelemekdir.

Gerec ve Yontem

1970-2022 arasinda yayimlannus Avrupa Romatoloji
Birligi (European League Against Rbheumatism - EULAR)
ve Amerikan Romatoloji Birligi (American College of
Rbeumatology - ACR) tedavi kilavuzlari, iki romatolog
tarafindan, GH’ye 6zel belirtilmis 6neriler agisindan detayli
olarak incelenmistir. Kilavuzlar tek tek okunmustur. Bunun
yaninda her bir kilavuzda “elderly”, “60 years old”, “65 years
old” anahtar kelimeleri tek tek arastirilmistir. Bu kelimelerin
gectigi cliimleler tekrar gozden gecirilip, 6neri oldugu
takdirde not alinmugtir. Bu kilavuzlarda yas araligi (=60 yas)
belirtilen 6neri boliimleri, anahtar kelimeleri igeren 6neriler
ve yagh hastalarla ilgili oldugu anlagilan maddeler not
edilmistir. Bu calisma etik kurul onay1 gerektirmemektedir.

Sonuclar

Calisma kapsaminda 38 EULAR, 11 ACR tedavi kilavuzu
gozden gecirilmistir. Toplamda 6 (%12,2) kilavuzda yash
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hastalar ile ilgili 6zel oneriler oldugu gorilmistir. Bu
kilavuzlarinisimleri ve yapilan 6neriler Tablo 1’de verilmistir.
Bu kilavuzlardan bir tanesi ACR ve EULAR is birligi
ile olusturulmus olan 2015 EULAR/ACR Polimiyaljiya
Romatika Tedavi Kilavuzu’dur.”? Bu kilavuzda not edilen
6neri, uzun sireli glukokortikoid kullanan “yagli” hastalarda
egzersizin 6nemini vurgulayan kisimdir. Kilavuzlarda,
erigkin hastalarin ¢cogunlukla yasa gore gruplanmadig: fark
edilmistir. Sadece i¢ (%38,1) kilavuzda 6zellikle yas araligt
belirtilmistir. Bunlardan birincisi EULAR Tedavisi Zor
Romatoid Artrit Hastalarinda Dikkate Almmasi Gereken
Noktalar Oneri Kilavuzu’dur.® Bu kilavuzda barisitinibin
75 yasmn iizerindeki hastalarda kullanilmamasi gerektigi
onerilmistir. Tkincisi Otoimmiin Enflamatuvar Romatizmal
Hastaliga Sahip Hastalarda Agilama icin EULAR 2019
Onerilerinin Giincellemesi’dir.”) Burada 65 yas ve iizeri
bireylerde pnémokok asist uygulanmas: 6nerilmistir. Ayn
kilavuzda rekombinan zoster agisinin, yasli hastalarda canl
agiya gore daha giivenilir oldugu belirtilmistir. Uciincii
kilavuz ise EULAR Enflamatuvar Romatizmal Hastaliklarda
Komorbiditelerin Izlenmesi (tespit/onleme) Icin Dikkate
Alinmast Gereken Noktalar’dir.'”! Bu kilavuzda ise 65 yag
dstii olmanin peptik ilser i¢in risk faktori olarak dikkat
edilmesi gerektigi 6nerilmistir.

Tartisma

Tibbi tedavi kilavuzlari belirli klinik durumlar igin
uygun saglk bakimi konusunda hekime ve hastaya karar
vermede yardimcr olmak i¢in sistematik olarak gelistirilmis
Oneri paketleri olarak tanimlanabilir.™ Kanita dayal
olusturulan tedavi kilavuzlarinda, hangi tedavilerin ya da
tedavi yontemlerinin kanitlanmis oldugu detayli olarak
incelenir, kamitlarm yeterli olmadigt durumlarda da
deneyimli uzman hekim goriigleri almir. Onerilerle ilgili
kanitlar i¢in ¢cogunlukla Oxford Kanita Dayali Tip Merkezi
kanit seviyelemesi kullanilmaktadir.!'? Tedavi kilavuzlarmin
yararlar1 oldugu gibi potansiyel zararlari da bulunmaktadir.
31 Ancak genel olarak kilavuzlarin esas amaci hekimlerin
tedavilerine yol gosterici olup hasta bakim kalitesini
artirmaktir. Bu ¢alismada, GH i¢in dikkat edilmesi gereken
ozel noktalar konusunda, incelenen kilavuzlarin sadece
%12,2’sinde spesifik onerilerin oldugu goriilmiistiir. Tlave
olarak bu 6zel 6nerilerin kanit diizeylerinin de ¢ogunlukla
diisiik oldugu gozlemlenmistir. GH’ye 6zel 6nerilerin az
siklikta bulunmasinin bir sebebinin, bu yas grubunda, klinik
calismalarin yeterli sayida olmamasi olabilir. Bu konuda
yapilan bir ¢alismada GH’nin 6zellikle romatoid artrit ve
osteoartrit klinik ¢alismalarinda yeterince temsil edilmedigi

gosterilmigtir.



Tablo 1. Oxford Kanita Dayali Tip Merkezi kanit seviyelemesi

Kilavuz sayisi GH icin 6zel
(n) onerilerin oldugu
kilavuz numaralan

Ozel énerilerin oldugu ciimleler

Onerilerin kanit diizeyleri/kabul
glicti*

'Barisitinibin (giinde bir kez 4 mg), 75 yasindan buyuk
hastalarda veya kreatinin klerensi azalmis (30-60 umL/dk)
hastalarda kullanilmamasi gerektigi unutulmamalidir.
2Uygulama tasarimi, romatolojik hastaligi olan kisilerin yas
ve yeteneklere gore erisilebilirligini dikkate almalidir.

32 Altmis bes yas ve Uzeri bireylerde pnémokok asisi

uygulanmalidir.

3b Y (iksek riskli hastalara Herpes zoster asisi

"Uygulanamaz

2Seviye 5/Kabul gtici D

uygulanmalidir. Rekombinan zoster asisi, yasli hastalarda

1-2-3-45-6
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canli aslya gore daha guvenilirdir.

3a3bJzman gorusi/Kabul glict C

4Akut kirik bakimi asamasinda, coklu komorbiditesi olan

ve polifarmasi olan zayif, yash hastalar icin geriatri bolumu

“Seviye 4/Kabul gticii D

ile ortak tedavi asamasi énerilir.

*Altmis bes yas Ustl olmak, proton pompa inhibitori

*Seviye 5

alimi, komplike Ulser 6ykUsu, Helicobacter pylori
enfeksiyonu, halihazirda aspirin kullanimi, non-
steroid antienflamatuvar ilaclar, kortikosteroidler ve
antikoagulanlar gibi peptik Ulser icin risk faktorleri

belgelenmelidir.

SPanel, ézellikle uzun sureli glukokortikoid kullanan yasli
kisilerde ve ayrica zayif hastalarda, kas kdtlesini ve islevini

ACR " 6

korumak ve diisme riskini azaltmak icin bireysellestirilmis

eSartli 6neri, uzman goérusu

bir egzersiz programi (kapsayici ilkelere bakiniz) nerme
konusunda hemfikirdir.

'EULAR Tedavisi Zor Romatoid Artrit Tedavisinde Dikkate Alinmasi Gereken Noktalar Oneri Kilavuzu (6 numarali éneri)

2Romatizmal Hastaligi Olan Hastalarda Oz Yénetime Yénelik Mobil Saglik Uygulamalarinin Gelistirilmesi, Degerlendirilmesi ve Uygulanmasinda Dikkat Edilmesi Gerekenler

(dikkate alinmasi gereken 8 numarali nokta)

30toimmiin Enflamatuvar Romatizmal Hastalarda Asilama icin EULAR 2019 Onerilerinin Giincellemesi

“Osteoporotik Kiriklarin Onlenmesi ve Yénetimi icin EULAR Onerileri (6 numarali 6neri)

SEULAR Enflamatuvar Romatizmal Hastaliklarda Komorbiditelerin [zlenmesi (Tespit/Onleme) icin Dikkate Alinmasi Gereken Noktalar Oneri Kilavuzu (10 numarall dikkate alinmasi

gereken noktalar énerisi)
62015 EULARIACR Polimiyaljiya Romatika Tedavi Kilavuzu (9 numarali 6neri)

Romatolojik hastaligi olan yash bireylerin tedavisinde
dikkat edilmesi gereken 6zel noktalarin baginda polifarmasi,
advers ilag reaksiyonlart ve etkin tedavi baglanmasi
konusundaki ¢ekince sayilabilir. Yasli bireyler c¢oklu
komorbidite varligi, farkli immiin sistem dinamikleri ve
degisken farmakokinetik 6zellikleriyle diger erigkinlerden
ayrilmaktadir.¥ Tlave olarak polifarmasi (bes ve iizeri
sayida ila¢ kullanimi) enflamatuvar romatolojik hastalig
olan yasl bireylerde potansiyel bir sorun olarak karsimiza
cikabilir.1%17 Tki veri tabanmin incelendigi bir caligmada
65 vyas ve tzeri bireylerin yarisindan fazlasinda tbbi
olarak gerekli olmayan ilaglarin kullanildigr saptanmustir.
081 Polifarmasi GH’de deliryum, diisme, hastaneye yatig
ve olim gibi sonuglara neden olan ilag toksisitesi, ilag-
ilag etkilesimlerine neden olabilir.’? Romatolojide ¢esitli
ilaclarin  kombine tedavisi, zaten komorbiditeleri olan,
kognitif disfonksiyon riskinin de yiiksek oldugu bu hasta
grubunda advers olaylara yatkinlig1 artirabilir. Ancak bu
soruna farkli bir acidan bakildiginda, advers olay endiseleri
enflamatuvar romatolojik hastaligi olan GH’nin daha
az etkin tedavi almasma neden olabilir."” Ozellikle kas-
iskelet sisteminin tutuldugu romatolojik hastaliklarda, daha

Bitik ve ark. Romatoloji kilavuzlarinda geriatrik hasta tedavi dnerileri

az etkin tedavi GH’de hareketsizlik, sarkopeni ve diisme
gibi komplikasyonlarin gelisimini artirabilir.?” Altmis yas
sonrasi baglayan romatoid artritin daha akut baslangich
ve daha kot prognozlu oldugu da bildirilmigtir.?" Bu
nedenle bu yas grubunda en az sayida ilag ile en etkili tedavi
secilmesine 6zen gosterilmelidir.

Sonuc

Sonu¢ olarak enflamatuvar romatolojik hastaligt
olan geriatrik popiilasyon i¢in uyarlanmuig 6zel tedavi
protokollerine ihtiyag vardir. Bu amacla geriatri dernekleri
ile ortak kilavuzlar hazirlanabilir. Yagh hastalarin tibbi ve
tibbi olmayan tedavisinin yonetimine katki saglayacak daha

fazla klinik ¢aligma planlanmalidir.
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Abstract

Objective: Kidney biopsy may unusually show non-lupus nephritis (LN)
causes in patients with systemic lupus erythematosus (SLE). This study
aimed to reveal the causes of non-LN and to compare the clinical and
laboratory features of LN and non-lupus renal disease in patients with
SLE.

Methods: Patients with SLE followed between 2014 and 2020 at
Hacettepe University Hospitals and who had kidney biopsy were the
subject of the study. One hundred thirty four patients’ kidney biopsies
were evaluated retrospectively and grouped as LN and non-LN. Clinical
characteristics, laboratory values at the time of kidney biopsy, and renal
outcome were recorded.

Results: Of 134 (107 females, 27 males) patients, 116 (86.6%) were
in the LN group, and 18 (13.4%) were in the non-LN group. The most
common diagnosis was focal segmental glomerulosclerosis (n=6) in
the non-LN group. The median (interquartile range) biopsy age of
LN patients was young [21 (17.7) vs. 36.5 (17), p<0.001], and high
titer antinuclear antibody positivity over 1/320 at SLE diagnosis was
more frequent in this group (50.9% vs 22.2%, p=0.02). Non-renal SLE
involvement was similar in both groups. Anti-dsDNA positivity, low C3-
4, and presence of active urinary sediment were significantly higher in
LN patients, while serum creatinine, albumin, and proteinuria were not
different between the groups at the time of kidney biopsy. Additionally,
median renal SLEDAI was more elevated in LN patients.

Conclusion: Anti-dsDNA positivity, low C3-C4, active urinary sediment,
and high renal SLEDAI scores may give us some clues regarding renal
disease in patients with SLE. However, it should be kept in mind that
these serological abnormalities may also occur in non-lupus renal disease.

Keywords: Systemic lupus erythematosus, renal biopsy, non-lupus
nephritides, lupus nephritis

(0}

Amac: Bobrek biyopsisi, nadiren de olsa sistemik lupus eritematozus
(SLE) hastalarinda lupus nefrit (LN) disi nedenleri gosterebilir. Bu
calismada, SLE hastalarinda lupus disi nefrit nedenlerinin ortaya
cikariimasi ve LN ile LN disi renal hastaligin klinik ve laboratuvar
ozelliklerinin karsilastiriimasi amacland.

Yoéntem: 2014-2020 yillari arasinda Hacettepe Universitesi Tip Fakiiltesi
Hastaneleri'nde takip edilen ve bobrek biyopsisi yapilan SLE'li hastalar
calismaya alindi. YUz otuz dért hastanin bobrek biyopsisi retrospektif
olarak degerlendirildi ve hastalar LN ve LN disi renal hastalik olarak
gruplandirildi. Hastalarin klinik 6zellikleri, bobrek biyopsisi sirasindaki
laboratuvar degerleri ve renal son durumlari hastane tibbi kayitlarindan
elde edildi.

Bulgular: Yiiz otuz dort (107 kadin, 27 erkek) hastanin 116'si (%86,6)
LN grubunda, 18'i (%13,4) LN olmayan gruptaydi. LN olmayan grupta
en sik tani fokal segmental glomertloskleroz (n=6) idi. LN hastalarinin
medyan (ceyrekler acikligi) biyopsi yasi daha genc [21 (17,7) vs. 36,5
(17), p<0,001] olup SLE tanisinda 1/320'nin Uzerinde yuksek titre
antintkleer antikor pozitifligi bu grupta daha sikti (%50,9 vs. %22,2,
p=0,02). Bobrek disi SLE tutulumu her iki grupta da benzerdi. Renal
biyopsi sirasinda LN hastalarinda anti-dsDNA pozitifligi, dustk C3-4 ve
aktif idrar sedimenti varligi anlamli olarak ytksek iken serum kreatinin,
alblimin ve proteintri gruplar arasinda farkli degildi. Ayrica medyan
renal SLEDAI skoru LN hastalarinda daha ytiksekti.

Sonuc: Anti-dsDNA pozitifligi, distk C3-C4, aktif idrar sedimenti ve
yUksek renal SLEDAI skorlari, SLE hastalarinda bébrek hastaligi ile ilgili
bize bazi ipuclari verebilir. Ancak bu serolojik anormalliklerin lupus disi
bobrek hastaliginda da ortaya cikabilecegi unutulmamalidir.

Anahtar Kelimeler: Sistemik lupus eritematosuz, renal biyopsi, lupus
disi nefritler, lupus nefriti
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Introduction

Systemic lupus erythematosus (SLE) is a multisystemic
autoimmune disease with frequent renal manifestation. Renal
involvement develops during the disease course in up to 60%
of adult patients with SLE, while approximately 25-50% of
patients experience renal symptoms at SLE onset.l"! Lupus
nephritis (LN) is an immune complex glomerulonephritis
that may also encompass renal vascular and tubulointerstitial
compartments.”)  However, clinically significant kidney
diseases unrelated to LN, an unusual condition but not rare,
have been reported in patients with SLE. In a study of 252
kidney biopsies in patients with SLE, approximately 5%
were diagnosed with non-LN.P

Kidney biopsy is the gold standard to determine whether
the underlying pathology of the renal findings is due to LN
or non-lupus renal disease. Pathologic features of LN
include cellular proliferative lesions, wire-loop lesions, and
deposits of immunoglobulins and complement fractions
in the glomerular basal membrane.”! Demonstrating the
absence of these findings by microscopic evaluation has an
important role in the diagnosis of underlying non-LN renal
disease.”! Therefore, kidney biopsy is recommended in SLE
patients to determine both the stage of renal involvement
and the treatment option. Conventional laboratory
biomarkers such as proteinuria, urinalysis, anti-dsDNA, and
complement levels are insufficient to distinguish between
LN and non-LN renal disease. These measurements may
also be positive in SLE patients with non-LN reported as
unusual combinations.”!

In this study, we aimed to reveal the causes of non-LN
and to compare the clinic and laboratory features of LN and
non-lupus renal disease in patients with SLE.

Materials and Methods

i. Trial Design and Participants

Patients with SLE who were followed up at Hacettepe
University Faculty of Medicine, Department of
Rheumatology and Nephrology and underwent kidney
biopsy were selected for this retrospective descriptive
study. From 2014 to 2020, SLE patients were determined
from the electronic patient files using the International
Classification of Diseases (ICD)-10 code for SLE (M32).
Patients fulfilling the SLE classification criteria based on
clinical and laboratory characteristics were chosen for the
study.[*”] Patients who had kidney biopsy were selected
from all patients with SLE and 188 LN were identified.
However, 49 of them were excluded from the study because
they were performed in different centers. The pathology
reports of 139 patients with SLE and with renal biopsy
were as follows: 116 patients with LN, 18 patients with
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non-LN, two biopsies normal, three biopsies insufficient.
After removing normal and insufficient biopsy results, 116
patients with LN and 18 patients with non-LN whose
biopsies were assessed at Hacettepe University Hospitals,
Clinic of Pathology, were included in the study.

ii. Data Collection

Demographic data contained age at SLE diagnosis,
gender, age at kidney biopsy, SLE disease duration, time
from SLE diagnosis to kidney biopsy, and family history.
Among the concomitant comorbidities, hypertension,
diabetes mellitus, and additional rheumatological diseases
were recorded. Clinical manifestations of SLE other than
renal involvement were also noted.

Laboratory values at the time of kidney biopsy
included biochemical estimated glomerular filtration rate
(GFR) according to CKD-EPI [Chronic Kidney Disease
Epidemiology Collaboration], serum creatinine, serum
albumin, 24-hour total urine protein and immunological
parameters (ANA, C3, C4, anti-dsDNA antibodies,
anti-Smith antibodies). Antinuclear antibody (ANA)
titers examined by immunofluorescence technique were
categorized as 21/320 and <1/320. Anti-dsDNA was
calculated by ELISA, and levels were noted quantitatively.
Additionally, anti-dsDNA, C3, and C4 levels were given as
positive and negative regarding the upper level of laboratory
Erythrocyte sedimentation rate (ESR) and
C-reactive protein (CRP) levels have also been documented
as inflammation markers.

The renal SLE Disease Activity Index (SLEDAI) was
calculated at the kidney biopsy. This score, which ranges
from 0 to 16, involves four renal findings: hematuria,
pyuria, proteinuria and urinary casts.®! Renal biopsy results
reported by a nephropathologist according to the ISN/RPS
classification were recorded from pathology reports.I”’ Non-
LN causes were also recorded separately. The history of
end-stage renal disease (ESRD), renal transplant, and death
status, including the causes, were noted at the time of study
enrollment. The requirement for regular dialysis and/or
GFR <15 mL/min was determined as ESRD.%

results.

Statistical Analysis

Statistical analysis was presented using the IBM SPSS
Statistics for Windows, Version 25.0 (IBM Corp., Armonk,
NY, USA). The variables were examined for normality
using the visual (histogram, probability plots) and analytic
methods (Kolmogorov-Smirnov, skewness, and kurtosis).
Continuous data were stated as median (interquartile range)
or mean (standard deviation), and categorical variables were
stated as percentages. Chi-square test was used to compare
categorical variables, and Mann-Whitney U test/Student’s
t-test was used to compare continuous variables.



Results

The kidney biopsy results of the 139 patients screened
were as follows: 116 LN, 18 non-LN renal pathologies, three
biopsies failed, and two biopsies were normal (Figure 1). One
hundred and sixteen (86.5%) LN patients’ biopsies were
staged according to the ISN/RPS criteria: 9 (7.6%) patients
were class-1I LN, 14 (10.4%) patients were class-I1II LN, 74
(55.2%) patients were class-IV LN, 12 (8.9%) patients were
class-V LN, 3 (2.2%) patients were combined LN I1I+V, and
4 (3%) patients were LN IV+V. Eighteen (13.5%) patients
with non-LN renal pathology were reported as 6 (4.5%) focal
segmental glomerulosclerosis (FSGS), 4 (3%) membranous
nephropathy, 3 (2.2%) thrombotic microangiopathy (TMA),
2 (1.5%) immunoglobulin (Ig) M nephropathy, 2 (1.5%)
tubulointerstitial nephritis (TIN), and 1 (0.7%) proliferative
glomerulonephritis with monoclonal IgG deposits.

i. Patients’ Baseline Characteristics

One hundred-thirty four SLE patients and with kidney
biopsies were included in this study. The median age at SLE
diagnosis and kidney biopsy age was significantly younger in
the LN group than non-LN group. One hundred and seven
(79.8%) of patients were female, and the gender distribution
was similar for both groups. All seven patients with family
history of SLE were in the LN group. The SLE disease
duration and the proportion of clinical involvement other
than the kidney during the disease course of SLE were not

Screening
according to 1CD-
10codes (M 32)

(n=2688)

Unconfirmed SLE diagnesis
(n=1559)

Patients with SLE

(n=1129)

SLE patients with
kidney biopsy
(n=188)

Kidney biopsies performedin
different hospitals (n=49)
Kidney biopsies evaluated at
Hacettepe University hospitals
(n=139)
Unsuccessful biopsy (n=3)
Normal biopsy (n=2)
Patients with LN and non-LN
(n=134)
116 (86.5%) patients 18(13.5%) patients in
inthe LN group the non-LN group
Figure 1. Flowchart of the study patients.

ICD: International Classification of Diseases, LN: Lupus nephritis, SLE:
Systemic lupus erythematosus
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different between the groups. High titer ANA positivity
over 1/320 at SLE diagnosis was more frequent in the LN
group, whereas anti-Sm, anti-dsDNA, and antiphospholipid
antibody overall positivities were not distinct for both
groups. The percentage of SLE patients with hypertension
and antiphospholipid syndrome was significantly higher in
the non-LN group than in the LN group (Table 1).

ii. Clinical and Serologic Findings of Patients with
Non-LN

Firstly, all patients had proteinuria 2500 mg/day in this
group. Anti-ds DNA was positive in all 6 patients with
FSGS and the most common clinical finding was synovitis.
Other clinical findings included leukopenia, serositis, and
mucocutaneous findings. Similarly, the most common
clinical finding in patients with membranous nephropathy
was synovitis and only one patient did not have anti-
ds DNA positivity. TMA was defined in 3 patients with
AFAS and anti-ds DNA positivity was available in two of
the patients. Significant clinical findings for SLE in these
patients were as follows: Serositis, leukopenia, synovitis
and cutaneous involvement. Anti-ds DNA was positive
in 2 patients with IgM nephropathy and clinical findings
were synovitis, lymphopenia and cutaneous involvement.
Finally, both patients with TIN had low complement levels
and cutaneous findings. One patient with proliferative
glomerulonephritis with monoclonal IgG deposits had low
complement levels, anti-ds DNA positivity, hematologic
and cutaneous involvement.

iii. Laboratory Values

There were no differences in the median creatinine level,
the rate of patients with increased serum creatinine level,
the mean estimated GFR, the median serum albumin, and
24-hour urine protein between the groups. Unlike these,
immunological values were quite different in the LN group.
LN patients had more elevated anti-dsDNA positivity
(81% vs. 46.7%, p=0.001) and median level was higher
[421 (591) vs. 150 (310), p=0.005] than non-LN group.
Consistently with the immunological activity in the LN
group, C3-C4 levels were significantly lower than non-LN
group (p<0.001). The percentage of active urinary sediment
indicating inflammation in the glomerular capillary wall was
higher in the LN patients (83.5% vs. 33.3%, p<0.001), and
these patients also had higher median renal SLEDAI score
than non-LN patients [12 (8) vs. 4 (4), p<0.001]. However,
ESR and CRP levels were similar for both groups (Table 2).
The multivariate analysis could not be performed because
the number of patients in the non-LN group was low.



Table 1. Demographic and clinical characteristics of LN and non-LN patients

Variables* LN patients Non-LN patients p
(n=116) (n=18)
Age at SLE diagnosis, years 18.3(16) 34.6(17) <0.001
Sex, female 93 (80.2) 14 (77.8) 0.81
Age at kidney biopsy, years 21(17.7) 36.5(17) <0.001
SLE disease duration 8(8.7) 8(9.8) 0.47
SLE family history 7 (6) 0 NA
Clinical manifestations during the disease course
Musculoskeletal 75 (66.4) 13 (76.5) 0.41
Mucocutaneous 60 (52.6) 7 (41.2) 0.38
Hematologic 47 (40.9) 6(33.3) 0.54
Leukopenia or lymphopenia 35(30.2) 6(33.3) 0.81
Thrombocytopenia 14 (12.3) 2(11.1) 0.88
Autoimmune hemolytic anemia 10 (8.8) 0 NA
Serosal 26 (23.2) 3(16.7) 0.54
Neurological 6(5.3) 1(5.6) 0.99
ANA titer at diagnosis, >1/320 59 (50.9) 4(22.2) 0.02
Anti-Smith antibodies positivity* 8(11.8) 1(5.6) 0.64
APL antibodies positivity* 31(33.7) 6 (54.5) 0.17
Anti-dsDNA positivity" 105 (90.5) 15 (83.3) 0.35
Hypertension® 31(26.7) 12 (66.7) 0.001
Diabetes mellitus® 7 (6) 2(11.1) 0.35
Sjogren’s syndromes 19 (16.4) 2(11.1) 0.78
APLSS 6(5.2) 4(22.2) 0.02

*n (%) for categorical values and median (IQR) for numeric values, if not otherwise specified; ': At least once positivity during SLE, $: Before or after SLE diagnosis

ANA: Antinuclear antibodies, APL: Antiphospholipid, APLS: Antiphospholipid syndrome, IQR: Interquartile range, LN: Lupus nephritis, SD: Standard deviation, SLE: Systemic
lupus erythematosus

Table 2. Laboratory values at the time of kidney biopsy

Variables* LN patients Non-LN patients p
(n=116) (n=18)
Creatinine level (mg/dL) 0.7 (0.5) 0.9(0.6) 0.23
Creatinine > UNL 37 (32.5) 5(27.8) 0.58
Estimated GFR (mL/min/1.73 m?) mean (SD) 104 (51) 84 (34) 0.12
=60, n (%) 93 (81.6) 14 (77.8)
30-59 7(6.1) 3(16.7) 0.41
<30 14 (12.3) 1(5.6)
Albumin (g/dL) 3.3(1.2) 3.3(1) 0.81
24-hour urine protein
=1 gr/day, n (%) 72 (71.3) 15 (88.2) 0.17
=3 gr/day, n (%) 36 (35.6) 10 (58.8) 0.08
Anti-dsDNA levels (IU/mL) 421 (591) 150 (310) 0.005
Anti-dsDNA positivity 94 (81) 7 (46.7) 0.001
C3 level (mg/dL) 56 (41.5) 92.5 (41.5) <0.001
C4 level (mg/dL) 8.9(8.1) 18 (8.8) <0.001
Low C3 and C4 levels 93 (80.2) 6(33.3) <0.001
Active urinary sediment 91 (83.5) 6(33.3) <0.001
Renal SLEDAI 12 (8) 4 (4) <0.001
ESR (mm/h) 26 (27) 32 (46) 0.53
Normal CRP value 61 (67) 6 (60) 0.65

*n (%), if otherwise specified, median (IQR) for numeric values excluding GFR

CRP: C-reactive protein, ESR: Erythrocyte sedimentation rate, GFR: Glomerular filtration rate, IQR: Interquartile range, LN: Lupus nephritis, SLEDAI: Systemic Lupus Erythematosus
Disease Activity Index, UNL: Upper normal limit
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iv. Outcome of Renal Pathology at the Time of
Study Enroliment

The median SLE disease duration was eight years, and
there was no distinction between the groups. Of 134 patients,
fourteen cases with ESRD, 13 (11.2%) of which were in
the LN group, and six patients with kidney transplant, 5
(4.3%) of which were in the LN group, were observed. All
eight (7%) patients who deceased were in the LN group
(Figure 2). The major reasons of death were infection and
cardiovascular events in these patients.

Discussion

In this study, we emphasized the distinctions between
LN and renal pathologies other than LN in terms of clinical
characteristics, laboratory values, and renal outcomes in
patients with SLE. Approximately 85% of our patients were
in the LN group and the rate of anti-ds DNA positivity, low
levels of C3 and C4, active urinary sediment, and median
renal SLEDAI scores were higher in this group. In the non-
LN group, the patients were older, and the rate of high ANA
titer over 1/320 was lower at SLE diagnosis.

Renal signs and symptoms develop during the disease
course in ~60% of adult patients with SLE.N Although
LN is the most underlying cause, renal biopsy in patients
with SLE may rarely show pathogenetic and morphological
changes unrelated to SLE. However, how non-LN develops
in patients SLE is not fully understood. In a study from the
US, including 252 kidney biopsies, non-LN was reported in
approximately 5% of patients with SLE. The most frequent
renal lesion was FSGS, but several other diagnoses were also
detected, such as thin basement membrane disease, IgM
nephropathy, amyloidosis, hypertensive nephropathy, and
allergic acute TIN.F! 'This unexpected combination has been
mentioned in many case reports, including minimal change
disease, FSGS,'"?l amyloidosis,'*!* IgA nephropathy,!>!¢
sarcoidal TIN,!" and IgM nephropathy!"® in this literature.
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Figure 2. Renal end status of LN and non-LN patients at the time of study
enrollment
LN: Lupus nephritis
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In our study, the rate of non-LN increased up to 13% also
including renal TMA, and the most common cause was
FSGS. This result highlights the significance of biopsy in
the assessment of renal findings in patients with SLE.

Renal TMA, which can occur with or without LN, is
characterized by renal microvascular occlusion and intrarenal
aggregation of platelets, along with erythrocyte damage.!'”
22-32% of patients with SLE and accompanying APS have
APS nephropathy.?*?!l Histologically, APS nephropathy
may be acute or chronic lesions. Acute lesions include TMA,
whereas chronic/late-stage lesions include reduplication of
glomerular capillary basement membranes with segments
of tuft sclerosis.””! The kidney pathology results of the
patients with SLE and APS in our kidney biopsy series
were as follows: LN (n=6), TMA (n=3), and FSGS (n=1).
Clinicians should be aware of these histological differences
for diagnosis and treatment in SLE patients with APS.

LN is usually diagnosed in the third and fourth decades.
(326 Young age at SLE diagnosis is related with an elevated
risk of developing LN.["*" In renal pathologies other than
LN, which were reported as unusual combinations in
SLE diagnosis, a major part of the patients are in the fifth
decade or older.*'*1¢181 In our cohort, the kidney biopsy
age was in the third decade in LN patients and the fourth
decade in non-LN ones. This result may suggest that renal
abnormalities are related to LN in young SLE patients with
renal findings.

The prevalence of hypertension in SLE has been

1281'T'he main cause

described to rise to 77% in some cohorts.
of HT in SLE is renal glomerular damage and renal vascular
endothelial dysfunction.” Therefore, hypertension is also
seen in other glomerular diseases such as FSGS, membranous
nephropathy, and IgA nephropathy. We determined the
percentage of hypertension to be higher in the non-LN
group than in the LN group. This result can be explained by
the fact that rare glomerular diseases other than LN increase

the risk of already existing H'T in patients SLE.

Decreased kidney function, proteinuria >0.5 g/24
hours, or active urinary sediment, which are indications
for renal biopsy in patients with SLE, may not occur only
in LN.B% Renal pathologic findings differentiate LN from
non-LN with high specificity and varying sensitivity."!
Conventional laboratory biomarkers such as proteinuria,
creatinine clearance, anti-dsDNA, and complement levels
are insufficient in anticipating LN. Furthermore many new
biomarkers have been investigated in LN, but none have
been validated yetin large cohorts.?? Although conventional
laboratory measurements are not an ideal biomarker for LN,
they are frequently used by clinicians in clinical practice. In



a study from Greece involving 297 biopsy-confirmed LN
patients, increased positive anti-dsDNA titer rates along with
low C3 levels have been found to be a hallmark of proliferative
forms of LN.”*I In another recent study, it was shown that
there was a significant relationship between anti-dsDNA
level and class IV LN.Y In our study, more than 80% of LN
patients were in the proliferative form, and compared with
the non-LN group, the rate of anti-dsDNA positivity, median
anti-ds DNA level, and low C3-C4 level at the biopsy time
were significantly high in the LN group. However, in the non-
LN group, it was conspicuous that approximately half of the
patients had anti-dsDNA positive, and one-third had low C3
and C4 levels. This result revealed that although serological
activity was higher in patients with LN, similar laboratory
values could also be found in patients with non-LN.

Active urinary sediment reflecting renal inflammation is
used as one of the response criteria of the American College
of Rheumatology in patients with LN.F¥ However, active
sediment is not specific to SLE and LN.PY Mavragani et al.’?*!
emphasized that active urinary sediment indicators >5 urinary
leukocytes/hpf and cellular casts >1/hpf predict proliferative
forms of LN. In the study reporting the reasons of nephritis
other than LN in patients with SLE, active urinary sediment
was found in three-quarters of the patients.’! We found the
rate of active urinary sediment in more than 80% of the
patients in the LN group and one-third of the patients were
in the non-LN group. Although active urinary sediment
may firstly indicate LN in patients with SLE, it may also be
detected in renal pathologies other than LN.

In contrast to serological and urinary laboratory values,
the role of inflammatory markers in the evaluaton of SLE
activity is limited. ESR, one of the non-specific markers of
inflammation, is useful for evaluating activity in patients
with SLE, but the response of CRP during the disease flares
appears inadequate.® In a study involving 111 LN patients
from Italy, it was determined that ESR and CRP at the time
of kidney biopsy were not correlated with clinical/histological
parameters and were not a predictive factor in differentiating
of LN forms.*! In our study, the median ESR was 26 mm/h,
and it was not distinct between the groups. Additionally,
approximately 60% of the patients in both groups had normal
CRP values. Therefore, in daily practice, inflammatory
markers such as ESR and CRP seem insufficient to understand
the underlying cause of renal findings in patients with SLE.

Despite current treatment alternatives, the percentage of
ESRD development is between 4% and 28% in LN patients.
B¢ Kidney transplant is the treatment option for the majority
of patients with ESRD due to LN. According to the results
of the United States Renal Data System, approximately
60% of 9.659 patients with LN-ESRD underwent renal
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transplantation and were associated with improved survival.
B71 In our study, ESRD rate was 11.2% and the renal
transplant rate was 4.3% in the LN group. We did not use a
statistical comparison since there was only one patient who
developed ESRD and underwent renal transplantation in
the non-LN group. Unfortunately, we could not find any
information about the non-LN outcome of patients with
SLE in the literature.

Study Limitations

Some strengths and limitations of our study should be
addressed. The main limitation was the retrospective plan
of the study, which inhibited clear conclusions about the
patients’ follow-up. The other limitation was the small
number of non-LN patients because of the single-center
nature of our study. Despite these limitations, the strength
of our study was that all patients’ renal findings were proven
by kidney biopsy and the presence of laboratory data at the
time of biopsy.

Conclusion

Although wunusual, patients with SLE may admit
with various renal lesions unrelated to LN. This study
demonstrates that renal pathologies other than LN should
be clinically suspected in patients with SLE who have low
anti-dsDNA levels, normal complement levels, and inactive
urinary sediments but still present with renal abnormalities
such as proteinuria. However, it should be kept in mind that
serological abnormalities, albeit at low rates, may be seen in
patients with non-LN. Kidney biopsy is the cornerstone of
differentiating renal pathologies in patients with SLE.
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0Oz

Amac: Klinigimizde romatoid artrit (RA) tanisi ile Tocilizumab (TCZ)
tedavisi alan hastalarin tedaviye yanitlari ve guvenlik verilerinin
degerlendirilmesi planland.

Yontem: RA tanisiyla 2018 yilina kadar takip edilen hastalardan TCZ
tedavisi almis olanlar kayit sistemimizden tespit edilerek tim verileri
retrospektif olarak standart veri tablosu araciligiyla cikarildi.

Bulgular: TCZ tedavisi almis 25'i juvenil baslangicli olmak Uzere
77 RA hastasl (57 kadin, 20 erkek) tespit edildi. TCZ tedavisi 6ncesi
median konvansiyonel sentetik hastaligi modifiye edici ajan kullanimi
sayisi 3 [ceyrekler acikligi (interquartile range - IQR): 2-3,25, minimum-
maksimum: 1-4] idi. TCZ 6ncesi hasta basina kullanilan biyolojik
DMARD sayisi 3 (IQR: 2-4) idi. Ik bDMARD olarak TCZ kullanilan 6
hasta mevcuttu. Median TCZ kullanim stresi 13 ay (IQR: 2-26,5) idi.
Yirmi Gc hastaya (%30) monoterapi olarak TCZ verildigi tespit edildi.
Hastalarin 40"1 (%52) tedaviye devam etmekteydi. Yirmi hastanin
sekonder yanitsizlik (%26), 9 hastanin primer yanitsizlik (%12), 5
hastanin kendi talebi (%6), 3 hastanin (%4) ise yan etki nedenleriyle
olmak Uzere toplamda 37 hastanin (%48) tedavisinin sonlandirildig
tespit edildi. Major enfeksiyon geciren bir hastanin tedavinin 7. ayinda
sepsis sonucu 6ldugu goruldu.

Sonuc: TCZ'nin RA tedavisinde tek basina kullanimda etkinligi
gosterilmis olmasina ragmen klinigimizde monoterapi olarak kullanim
orani dustk saptanmistir. Bu durum TCZ tedavsinin klasik DMARD
ve biyolojik DMARD’a tedavilerine direncli hastalarda tercih edilmis
olmasina bagli olabilir. Buna ragmen tedaviye devam orani yiksek
bulunmustur. Karaciger enzim yukseklikleri ve enfeksiyon bizim
deneyimimizde baslica istenmeyen etkiler olmustur.

Anahtar Kelimeler: Romatoid artrit, juvenil idiopatik artrit,
Tocilizumab

Abstract

Objective: We planned to evaluate the response to treatment and
safety data of patients who received Tocilizumab (TCZ) treatment with
the diagnosis of rheumatoid arthritis in our clinic.

Methods: Among the patients who were followed up until 2018
with the diagnosis of rheumatoid arthritis, those who received TCZ
treatment were identified from our registry. All data were extracted
retrospectively using the standard data table.

Results: We identified 77 RA patients (57 females, 20 males), 25
of whom were juvenile-onset, who received TCZ treatment. The
median number of conventional synthetic disease-modifying agent
(cDMARD) use before TCZ treatment was 3 [interquartile range (IQR):
2-3.25, minimum-maximum: 1-4]. The number of biological DMARDs
(bDMARDS) used per patient before TCZ was 3 (IQR: 2-4). 6 patients
used TCZ as the first L(DMARD. The median duration of Tocilizumab use
was 13 months (IQR: 2-26.5). Twenty-three patients (30%) received
TCZ as monotherapy. Forty (52%) of the patients were still under TCZ
treatment. It was determined that the treatment of 37 patients (48%)
was terminated in total, 20 patients (26%), primary non-response in
9 patients (12%), 5 patients’ requests (6%), and 3 patients (4%) due
to side effects. It was observed that one patient who had a major
infection died as a result of sepsis in the 7th month of treatment.

Conclusion: Although TCZ is effective in treating rheumatoid arthritis,
its use as monotherapy was low in our clinic. Low monotherapy rates
may be due to the high number of cDMARD and biological DMARDs
(bDMARDS) histories before TCZ regarding intractable disease activity.
However, the rate of treatment continuity was sufficient. Liver enzyme
elevations and infection were the main adverse effects in our experience.

Keywords: Rheumatoid arthritis, juvenile idiopathic arthritis,
Tocilizumab
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Giris

Romatoid artrit (RA) tanili hastalarda

enflamasyonun patofizyolojisinde timér nekrozis faktor alfa

sinoviyal

(TNF-alfa) ana sitokindir. Sinoviyal enflamasyonda yer alan
interlokin (IL)-15, IL-1, IL-6, IL-12, Transforming growth
factor-B (T'GF-B) ve IL-23 CD-4 T-hiicre aktivasyonuna
(6zellikle TH1 ve TH17) sebep olur. T-hiicreler 1L-17
izerinden enflamasyon siirecini yiiritir ve makrofajlar
aktive olur. Makrofajlar TNF-alfa’nin temel {ireticisidir.
Makrofajlar tarafindan iiretilen TNF-alfa, IL-1, IL-6, IL-15
ve 1L-18 sinoviyal dokuda bir¢ok proenflamatuvar yolakta
rol oynamaktadir. Bu nedenle TNF-alfa uzun yillardir RA
tedavisindeki en 6nemli hedef olmugstur. B-hiicreleri ise
sinovit olusumunda kritik bir role sahiptir. Sitokin salinimi ve
antijen sunumu gorevi tstlenirler. B-hiicrelerin farklilasma
ve ekspansiyonunda IL-6, IL-10, B-cell activating factor
(BAFF) ve proliferation inducing ligang (APRIL) 6nemli rol
oynamaktadir.

RA tanisi icin klinik ve laboratuvar verileri ile
olusturulmus ilk kriterler 1958 yilinda Amerika Romatoloji
Dernegi (American College of Rheumatology - ACR)
tarafindan ortaya koyulmustur ve 1987 yilinda revize
edilmistir.”) Daha sonra ilerleyen yillarda erken tam ve
tedavinin 6neminin ortaya konmas ile birlikte 2010 yilinda
ACR ve The European League Against Rheumatism
(EULAR) tarafindan yeni tam1 kriterleri gelistirilmistir.’’ RA
tedavisinde ana amac inflamasyonu baskilayip eklem hasarini
onlemek ve eklem digi tutulumlarin 6niine ge¢gmektir. Non
steroidal anti-enflamatuvar ilaclar ve steroidler hastaligin
semptomlarini yonetmeye, enflamasyonu azaltmaya yonelik
olup RA tedavisinin temelini hastaligt modifiye eden
ajanlar (DMARD) olusturmaktadir. DMARD’lar sentetik
konvansiyonel DMARD (kDMARD), biyolojik DMARD
(bDMARD) ve hedefe yonelik ajanlar (JAK inhibitorleri)
olmak iizere ii¢ gruba ayrilmaktadir. Biyolojik DMARD’lar
da orijinal biyolojik (TNF alfa blokerleri, Rituksimab,
Abatacept, Tocilizumab) ve biyobenzer ajanlar olarak iki
gruba ayrilir.!

IL-6 pro-enflamatuvar sitokin ailesinin bir iyesi olan
proliferasyon ve diferansiasyonunda rol alan pleotropik bir
sitokindir.”! Etki gostermesi igin, hem ¢oziinir (sIL-6R)
hem de membrana bagli (mIL-6R) reseptorleri ile kompleks
olusturmas: gerekir. Humanize IL-6 reseptér antagonisti
tocilizumab (TCZ), hem sIL-6R ve mIL-6R’e baglanarak
bu etkileri bloke eder.!

TCZ,ilk olarak 2005 yilinda Castleman hastalig1 icin onay
almigtir. Gliniimiizde ise bagta romatioid artrit (RA), olmak
tizere bir¢ok romatolojik hastalikta hastalikta etkin bir tedavi
segenegi olmugtur. Hem monoterapi hem de kombinasyon

Erdogan ve ark. Tocilizumab etkinlik ve givenligi

tedavisi olarak randomize kontrollii ¢alismalarda klinik ve
radyolojik sonlanim noktalarina ulagmigtir. Ayrica uzun
donem etkililik caligmalarindaki sonuglari ile RA tedavisinde
etkin bir tedavi secenegi olmustur.” Biyolojik tedavi alan
hastalarda kDMARD kullanan hastalara kiyasla artmis ciddi
enfeksiyon orami goriilmektedir.’!! TCZ, goreceli olarak
gtivenilir bir ilag olmakla birlikte, TCZ kullanan hastalarda
artmig st ve alt solunum yolu enfeksiyonlari, bag agris,
transaminaz yiksekligi, hiperkolesterolemi, divertikiilit ve
sepsis siklign goriilmektedir.” Calismamizda, klinigimizde
2018 yilina kadara RA tanisiyla TCZ uygulanan hastalarda

tedavi etkinligi ve giivenligi degerlendirmesi yapilmistir.

Gerec ve Yontem

Klinigimizde TCZ tedavisi alan hastanin dosyasi
retrospektif olarak incelendi. RA ve juvenil RA tanilar ile
tedavi uygulanan hastalar ¢caligmaya dahil edildi. Demografik
ve klinik verileri standart veri formu kullanilarak kaydedildi.
Hastalarin T'CZ oncesi hastalik siireleri, kullandiklar
kDMARD sayilar1 ve kullamilan kDMARD ajanlarinm ayri
ayri dagilim sikliklari, kullandiklari biyolojik DMARD
sayilar1 ile TCZ kullanim siireleri, T'CZ ile kombine olarak
kDMARD kullanimlari, TCZ’ye bagli yan etkiler ve TCZ

tedavisi sonlandirilma nedenleri incelendi.

istatistiksel Analiz

Verilerin normal dagilima uyumlulugu gorsel (histogram,
probability plots) ve analitik metodlar (Kolmogorov-Smirnov
test) ile degerlendirildi. Normal dagilim gosteren veriler icin
ortalama ve standart sapma, normal dagilim gdstermeyen
veriler i¢in medyan ve ¢eyrekler aras1 degerler (interquartile
range - IQR) verildi. Calisma protokoli fakiiltemiz yerel
etik kurulu tarafindan onayland1 (no: 15/06/2020-72036).

Bulgular

Klinigimizde RA, sistemik amiloidoz, dev hiicreli arterit,
Takayasu, Erigkin Still Hastalig1, Sistemik Juvenil 1diopatik
Artrit, Relapsing Polikondrit, ANCA iligkili vaskilit ve
seronegatif artrit tanilart ile TCZ kullanan 170 hasta tepit
edildi. Bu hastalarin arasindan, RA tanis1 ile TCZ kullanan
57 kadin, 20 erkek (K/E: 2,65) olmak tizere 77 hasta
calismaya dahil edildi. Hastalarin 25’i juvenil baglangich
(JRA) idi. Hastalarin medyan yas1 47 (IQR: 29-58) yil,
medyan hastalik stiresi 90 (IQR: 55-183) ay idi. TCZ 6ncesi
kullanilan medyan kDMARD sayist 3 (IQR: 2-3,25) idi.
Metotreksat en sik kullanilan kDMARD idi (n=70, %90)
(Tablo 1).

Yetmis bir hasta (%92) TCZ 6ncesi en az bir bDMARD
ajan kullanildigi, 6 hastada (%8) ise TCZ’nin ilk bDMARD



olarak tercih edildigi tespit edildi. TCZ oncesi, 21 hastada
(%27) 1; 16 hastada (%21) 2; 34 hastada ise (%44) 3 ve iizeri
sayrda bDMARD kullanimi 6ykiisii meveuttu.

TCZ'nin 23 hastada (%30) monoterapi olarak, 31
hastada (%40) kDMARD ile tekli, 16 hastada (%21) 2’li,
7 hastada da (%9) 3’li kombinasyon seklinde kullanildig:
tespit edildi (Tablo 1).

TCZ baglanan hastalarin median ilagta kalma siireleri
13 (IQR: 2-26,5) ay olarak saptandi. Hastalarin 40’1 (%52)
median 23 aydir (IQR: 2-40,5) TCZ tedavisine devam
etmekte idi. Tedavisi sonlandirilan 37 (%48) hastanin ise
median ilagta kalma siiresi 6 (IQR: 1-13) ay idi. En sik tedavi
sonlandirma nedeni sekonder yanitsizlikt1 (n=20/37, %54).
Bunu sirasiyla; primer yamtsizlik (n=9/37, %24), hasta
istegi (n=5/37, %14) ve yan etki (n=3/37, %8) takip etti.
Yan etki nedeni ile tedavi sonlandirma nedenleri 1 hastada
tekrarlayan pnomoni, 2 hastada ise ciddi alerjik reaksiyon
idi. Pnomoni tanist ile yatirilan hastanin pnémosepsis

nedeniyle 6ldigi tespit edildi.

Tablo 1. Hastalarin demografik ve klinik ézellikleri

Tartisma
Calismamizda TCZ’nin  etkinlik ve givenilirligi
retrospektif ~ olarak  degerlendirilmistir. Etkinlik

degerlendirmesiagisindan hastalik aktivite skorukullanmamuig
olmamiza ragmen hastalarin ¢ok bityiik bir kismimnin (%92)
daha onceden bDMARD kullandiklari; 34 hastanin (%44)
3 ve daha fazla sayida bDMARD kullandiklar1 g6z 6niine
alindiginda tedaviye oldukca direngli RA hastasi grubunda
elde edilen %52’lik tedaviye devam orami ilacin etkin
oldugunu dugindirmektedir. Yan etki profili agisindan da
degerlendirdigimizde 1 hastada sepsis ve sepsise bagli 6lim;
2 hastada da tedaviyi sonlandirmamizi gerektirecek alerjik
reaksiyon gelisimi diginda ciddi bir yan etki gozlenmemis
olup, bu durum TCZ tedavisinin giivenli bir tedavi secenegi
oldugunu disiindiirmiistiir. 7 hastada (%9) transaminaz
degerlerinde arug goriilmekle birlikte bu artiglar tedaviye
ara vermemizi veya tedaviyi sonlandirmanuzi gerektirecek
diizeylerde olmamuistir.

TCZ kDMARD’lar  ve
metotreksattan etkili oldugu gosterilmis ilk biyolojik ajandr.

monoterapide  diger

Tocilizumab yan etki profili, n (%) 3(2-3,25)
Tocilizumab 6ncesi kullanilan kDMARD, n (%)

Metotreksat 70 (90)
Leflunomid 45 (58)
Hidroksiklorokin 39 (50)
Sulfasalazin 36 (47)
Tocilizumab 6ncesi kullanilan bDMARD ajan sayisi, n (%)

ilk ajan olarak tocilizumab 6 (8)
TCZ 6ncesi 1 biyolojik ajan 21(27)
TCZ o6ncesi 2 biyolojik ajan 16 (21)
TCZ oncesi 3 ve Uzeri biyolojik ajan 34 (44)
Median tocilizumab kullanim stresi, ay (IQR) 13 (2-26,5)
Tocilizumab ile birlikte kDMARD kullanimi, n (%)

Tocilizumab monoterapi 23 (30)
Leflunomid 14 (18)
Metotreksat 10 (13)
Hidroksiklorokin 4(5)
Sulfasalazin 3 (4)
2'li kombinasyon 16 (21)
3'lt kombinasyon 7 (9)
Tocilizumab yan etki profili, n (%)

Karaciger toksisitesi 7(9)
Enfeksiyon* 6 (8)
Alerjik reaksiyon 3(4)
Sepsis* (M
Olim* (1)

*sepsis disi ayaktan veya yatarak tedavi gerektiren enfeksiyonlar, ¥ ayni hastaya ait veriler, IQR: Ceyrekler acikhigi
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SATORI ve AMBITION calismalarinda RA’li hastalarda,
TCZ monoterapisinin metotreksat ile kiyaslandigr klinik
etkinligi'®'! SAMURAI  calisgmasinda  ise
progresyonu etkililigi
Monoterapi olarak kullaniminda anti-TNF ajanlardan daha
etkilioldugudagosterilmigtir."*"*IMonoterapininispatlanmig

radyografik

onlemedeki gosterilmigtir.?!

basarisina ragmen, klinigimizdeki monoterapi oranin: disiik
oldugu goézlemlenmis olsa da (%30) literatiirdeki gercek
yagam verileri ile benzerdir.'*'”" Ayrica, TCZ kullanan
hastalarimizin %92’sinin en az bir bDMARD’a, %44’ tintin
en az 3 bDMARD’a yanmitsiz veya intoleran hastalardan
olustugu da goz oniinde bulunduruldugunda bu duruma
tedaviye direncli hasta oranimizin yiiksekligi neden olmus
olabilir. Hastalarimizin tedaviye devam orant (%52),
TCZ'nin primer bDMARD olarak kullanildigi hastalarin
verisinin paylasildigi ¢cok merkezli bir caligmaya oranla
diisiik saptanmistir (24. ayda tedavide kalma orami %72).0%
Bu durum tedavide kalma bagarisinda, ila¢ giivenligi yaninda
coklu tedavi basarisizliginin da 6nemli bir faktor oldugunu
gostermektedir.

TCZ iligkili anafilaktik reaksiyon, hastalarin %0,1-0,4"d
arasinda gozlenebilen ve hemen her zaman ilk 3 infiizyon
sirasinda ortaya c¢iktigt bilinen, tedavi degisikligi gerektiren
onemli bir yan etkidir.”?% Koike ve ark.’min?” ¢aligmasinda
3.881 hastanin yedisinde anafilaksi g6zlemlenmistir. Bizim
calismamuzda tespit edilen yiiksek anafilaktik reaksiyon orani
2/77 (%3) hasta sayinuzin azligi ile iliskilendirilmistir.

Calismanmuzdaki enfeksiyon oranlari literatir ile uyumlu
kabul edilebilir.'*?! Sadece bir hastada ¢liimle sonug¢lanan
ciddi enfeksiyon saptanmis olup, tespit edilen enfeksiyonlarmn
cogu tedaviye kisa siireli ara veya destek tedavi ile kontrol
altina alinabilen enfeksiyonlardan olugsmaktadir. Klinigimizde
biyolojik tedavi oncesi ve takipte uygun periyodlarla
uygulanan standart asilama ve tarama prosedirleri bu
diistik oranlara ulagilmasinda etkili olmus olabilir. Bununla
birlikte hi¢ primer veya sekonder tiiberkiiloz enfeksiyonu
saptanmamugtir. Bu durum tiiberkiiloz tarama prosediirlerinin
basarist yaninda “immortal tiem bias” ile agiklanabilir. Clinki
biyolojik ajan kullanan hastalarda tiiberkiiloz reaktivasyonu
siklikla biyolojik tedavinin ilk 6-12 aylik déneminde ortaya
cikmaktadir. Hastalarin sadece %92’sinde TCZ oncesi en
az bir biyolojik tedavi 6ykiisii olmasi nedeniyle ¢aligmamizin
sonuglart gercek tiiberkiiloz reaktivasyonu riski hakkinda
yorum yapilmasini miimkiin kilmamaktadir. Ayrica, anti-TNF
ajanlar dis1 biyolojiklerde tiiberkiiloz reaktivasyon riskinin
oldukga diisiik oldugu saptanmis ve tedavi 6ncesi tiiberkiiloz
taramasinin gerekliligi tartgma konusu olmaya baglamistir.
2 Diger taraftan, disiik ciddi yan etki oranlarimiza ragmen,
hasta sayst azlig1 nedeniyle giivenlik profili hakkinda kesin
kanaat belirtmek giictiir.
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Caligmalarda T'CZ tedavisi alunda tedavi kesilmesini
veya doz azalulmasini gerektiren en sik laboratuvar
anormalligi transaminaz artigtdir.'"” Bizim ¢aligmamizda da
literatiire paralel bir sekilde 7 hastada (%9) transaminaz
artigt saptanmug olup bu artislardan higbiri tedaviye ara
vermeyi gerektirecek diizeyde olmamistir. Diger bir tedavi
sonlandirma nedeni olabilecek evre 3 notropeni bizim
caligmamizda saptanmanustur.

Calismanin Kisithhiklari

baslica  kisithiliklari,  tedavi
hastalik  aktivite

kullanilmanus olmasi ve hasta sayisinin azligidir. Buna

Caligmamizin yanit

degerlendirmesi  igin skorlarinin
ragmen, literatiir ile benzer elde edilen mevcut verilerimiz,
TCZ tedavisinin direngli hasta grubu da dahil olmak
izere, RA’l1 hastalarda, etkin ve giivenli bir tedavi secenegi
oldugunu disiindirmektedir.

Sonuc

Bu caligma bittikten sonra devam eden tecriibemiz de
TCZ’nin hem intraven6z hem subkiitan formlarinin etkili

ve giivenilir oldugunu gostermistir.
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Sacroiliac joint involvement in ochronotic spondylosis

Okronotik spondilozda sakroiliak eklem tutulumu
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Abstract

The musculoskeletal involvement can be seen in alkaptonuria, which
is an autosomal recessive disease. Homogentisic acid levels elevate
during the disease. The accumulation of homogentisic acid in the body
tissues and the formation of pigment is termed ochronosis. We present
a 51-year-old male patient with intraoperative ochronotic arthropathy
of the knees and bilateral punctate brown pigmentation on the sclera.
Spine movements in the lumbar and cervical movements were limited.
Movements of both hips were limited and painful in all directions. On
the sacroiliac joint graphy, severe narrowing, irregularity, and erosions
were detected in the bilateral coxofemoral areas, especially on the
right, which might suggest grade 3 sacroiliitis. When the patient’s
urine was mixed with sodium hydroxide, the urine became alkaline
and its color turned black.

Keywords: Ochronosis, sacroiliac joint, ankylosing spondylitis

Introduction

Homogentisic acid (HGA) oxidase enzyme deficiency
is seen in ochronosis, which is an autosomal recessive
disease. This deficiency causes HGA accumulation in the
connective tissue.l"”) Brown-black pigment deposition is
seen in connective tissues, especially in the cartilage, and
less commonly in the skin and sclera.®) Musculoskeletal
involvement, including axial (intervertebral discs of the
lumbar spine) and peripheral joint involvement, is one of
the important causes of morbidity. Treatment is usually
conservative. Ascorbic acid and dietary restrictions of
foods containing phenylalanine and tyrosine are used in
the treatment.™! Here we present a case of ochronotic

spondylosis with sacroiliac joint involvement.

(0}

Otozomal resesif bir hastalik olan alkaptontride kas-iskelet sistemi
tutulumu gorulebilir. Hastalikta homogentisik asit diizeyi yukselmistir.
Homogentisik asitin bag dokularinda birikmesi ve pigment olusumuna
okronozis denir. Bu yazida, dizlerinde intraoperatif okronotik
artropatisi saptanan ve sklerasinda bilateral punktat kahverengi
pigmentasyonu olan 51 vyasinda bir erkek hastayl sunuyoruz.
Hastanin lomber ve servikal bolgelerde omurga hareketleri sinirliydi.
Her iki kalca hareketleri kisitli ve her yone agriliydi. Sakroiliak eklem
grafisinde ozellikle sagda bilateral koksofemoral alanlarda siddetli
daralma, diizensizlik ve erozyonlar saptandi ve bu da grade 3 sakroiliiti
dustindurebilirdi. Hastanin idrarina sodyum hidroksit soltisyonu eklenip
alkali hale getirildiginde idrarin rengi siyaha déndu.

Anahtar Kelimeler: Okronozis, sakroiliak eklem, ankilozan spondilit

Case Report

A 5l-year-old male presented with mechanical right
hip pain. The patient complained of non-inflammatory low
back pain for 15 years, however, he did not benefit from the
physical therapy and rehabilitation program for degenerative
disc disease. As his complaints increased, he was referred to
us with a pre-diagnosis of axial spondyloarthropathy.

He had a 10-minute morning stiffness accompanied by
degenerative waist, knee, shoulder and hip pain. She had no
history of weakness, fever, or weight loss. Blackening was
noticed in his diaper by his mother when he was a baby.
While both knee joints were operated for osteoarthritis,
black pigment accumulation was observed in the joints and
cartilages (Figure 1). On examination, bilateral punctate
brown pigmentation was observed on the sclera (Figure 2)
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and limited spine movements in the lumbar and cervical
regions. The femoral nerve stretching test and the Laseque
test was negative. Movements of both hips were limited and
painful in all directions.

Laboratory examinations revealed slightly acidic urine
(pH=6), normal C-reactive protein levels and erythrocyte
sedimentation rate, and a negative Human Leukocyte
Antigen B27 test. Sodium hydroxide was mixed in the
patient’s urine. The color of the urine turned black (Figure
3). Radiographically, anteroposterior and lateral lumbar
radiographs showed decreased lumbar lordosis, decreased
intervertebral space, and intervertebral disk calcifications
(Figure 4). There were rough syndesmophytes, osteophytic

Figure 1. Pigment accumulation in the cartilage

Figure 2. Pigmentation in the scleras

Figure 3. Black urine
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degenerative changes on the anterior vertebrae, and marginal
subchondral sclerosis on cervical vertebra radiographs
(Figure 5). On the sacroiliac joint graphy, severe narrowing,
irregularity, and erosions were detected in the bilateral
coxofemoral areas, especially on the right, which might
suggest grade 3 sacroiliitis (Figure 6).

On magnetic resonance imaging of the sacroiliac joints,
hyperintense lesions were observed in Cor STIR series on
both the sacral and iliac surfaces, which may be compatible
with sacroiliitis (Figure 7). Ochronotic arthropathy and

Figure 5. Cervical vertebra radiography



ochronotic axial spondyloarthropathy were diagnosed with
secondary osteoarthrosis, ochronotic hyperpigmentation
in the sclera, dark urine, and observation of ochronotic
pigment accumulation in knee joint surgery.

Discussion

Ochronosis is an autosomal recessive metabolic disease.!!
Because of the deficiency of HGA oxidase enzyme, HGA
accumulates in various body tissues. Increased HGA
accumulates in the conjunctiva, sclera and in the periferal
joints, disc spaces and ear cartilage. A dark brown or dark
yellow occurs due to the deposition of HGA in the tissues.
' Alkaptonuria is a genetic disease that is present at birth.
Over time, ochronotic pigments accumulate in these organs.
The symptoms appear in the fourth decade.® In ochronosis,
the thoracolumbar vertebrae are frequently affected, and it
may have significant degenerative involvement and may be
disabling.”)

Conclusion

Ochronotic  arthropathy is frequently overlooked.

Diseases such as hyperparathyroidism, ankylosing spondylitis,

Figure 6. Sacroiliac joint radiography, 361x360 mm (72x72 DPI)

Figure 7. Magnetic resonance imaging of the sacroiliac joints

Oztiirk et al. Sacroiliac joint involvement in ochronotic spondylosis

amyloidosis, hemochromatosis, degenerative joint diseases are
included in the differential diagnosis of ochronosis.'”! This
case is an example of ochronosis, one of the easily missed and
extremely rare mimics of ankylosing spondylitis.
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Book review; the journey from ankylosing spondylitis to axial spondyloarthritis
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Kitap Tanitimi: Prof. Muhammad Asim Khan (MD,
FRCP, MACP) ve Prof. Dr. Nurullah Akkoc¢ (yazarlar),
Ankilozan Spondilit/Aksiyal Spondiloartrit (ISBN: 978-
1-943236-30-5), ikinci basim, West Islip, NY, USA:
Professional Communications, Inc. (PCI), 2021. 436 sayfa.
USD39.95. www.pcibooks.com (Sekil 1).

Toplam 22 boélimden olugan “Ankilozan Spondilit/
Aksiyal Spondiloartrit” adli bu kitapta konuyla ilgili
son derece ayrinuli ve gilincel bilgiler yer almaktadir
(Sekil 2). Muhammad Asim Khan tarafindan yazilan ve
2016’da yaymlanan “Ankilozan Spondilit” adli ilk kitaptan

Ankylosing
Spondylitis—
Axial
Spondyloarthritis

Second Edition

Muhammad Asim Khan, MD,
FRCP, MACP
Nurullah Akkog, MD
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Sekil 1. Ankilozan Spondilit/Aksiyal Spondiloartrit; 6n kapak (ikinci basim)

sonra ikinci kez basildiginda kitabin adimun ve igeriginin
gincellendigini ve Prof. Dr. Akko¢’un ortak yazar
olarak yer aldigini goriiyoruz. Her iki yazar da yillarim
ankilozan spondilite adanus, bu konuda ¢ok sayida yayina
ayrica sayisi giderek artan kitaba imzalarimi atmug degerli
akademisyenlerdir. Muhammad Asim Khan iilkemizde
de sik olarak bulunmus ve bu konuda cesitli konferanslar
vermigstir. Kendisinin de ileri diizeyde ankilozan spondiliti
olmasina ragmen Prof. Khan, diinyanin ¢esitli bolgelerinde
yapilan bilimsel toplantilara katilmayr stirdiirmektedir; uzun
stire ¢aligmig oldugu Clevelend, Ohio’daki Case Western
Reserve Universitesi Tip Fakiiltesi tarafindan kendisine tipta
Emeritus Profesor tinvani verilmistir. Prof. Dr. Nurullah
Akko¢ Dokuz Eyliil Universitesi Immiinoloji/Romatoloji
Bilim Dal’'nmin kurucusudur. Halen Manisa Celal Bayar
Universitesi Romatoloji Bilim Dal’nda gorev yapmakta ve
Bilim Dali Bagkanligin yiiriitmektedir. Ulkemizde ankilozan
spondilit dendiginde akla ilk gelen arastiricilar arasinda yer
alir; yollar1 Prof. Khan ile kesistikten sonra spondiloartritler
konusunda birlikte trettikleri derleme, kitap ve kitap
bolimleri bulunmaktadir.

Bu kitapta, c¢ok eskiden beri bildigimiz ankilozan
spondilit ve daha yeni bir tanim olan non-radyografik aksiyal
spondiloartritle ilgili olarak patogenez, epidemiyoloji, klinik
bulgular ve tani/erken tani, gorintilemenin ve HLA-
B27’nin tamidaki yeri, hastalikta izlem ve izlem olgiitleri,
konvansiyonel ilaglar, biyolojikler ve JAK inhibitorleri ile
tedavi ve hastaligin sosyoekonomik yiikii ve prognoz konulari
cok kapsamli bir sekilde ama ayni derecede derli toplu olarak
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Sekil 2. Ankilozan Spondilit/Aksiyal Spondiloartrit; icerik tablosu

okuyucuya sunulmus. Kitabm ilk bolimi (Giris), ankilozan
spondilit/aksiyal spondiloartriti, 6ne ¢ikan tiim yonlerini
vurgulayarak giincellenmis bir sekilde 6zetliyor. Tkinci ve
besinci boliimler kitabin en ilgi cekici bolimleri... Tkinci
bolimde ankilozan spondilit simniflandirmasi ile baglayan,
ardindan tiim spondiloartritleri simiflandirmayr hedefleyen
kriterler ve son olarak da radyografik aksiyal spondiloartrit
ve non-radyografik aksiyal spondiloartrit kavramlarinin
yer aldigt ASAS smiflandirma kriterlerini igeren tarihsel
stire¢ anlatilmig. Bu arada simiflandirma kriterlerinin hasta
baginda tan1 amaciyla kullanilmasinin getirebilecegi sorunlar
tartisgtlmig.  Beginci bolim bu bolimin tamamlayicisi
seklinde bagliyor. Son kriterlerin ve non-radyografik
aksiyal spondiloartrit tanisinin ankilozan spondilitin erken
taninmasini saglayabilecegini ama non-radyografik aksiyal
spondiloartritli hastalarin siirec igerisinde ancak bir kismimnin
ankilozan spondilite dontstigiini, bir¢ok ortak 6zellikleri
olmasma ragmen farkli yonleri de olan bu iki durumun
klinikte iyi degerlendirilmesinin gerektigi vurgulanarak
devam ediyor. Pandemi déneminde yazilmis olmasi, aksiyal
spondiloartritile COVID-19 ve agilamasi arasindaki iliskinin
ve bu konudaki verilerin sunuldugu 19. bolimi kitaba
kazandirmus. Yirminci boliimde, kitabin sonuna yaklagirken

Fatos Onen. Kitap tanitimi; ankilozan spondilit/aksiyal spondiloartrit

MY SELF-PORTRAIT
— Mub Asim Khan

Sekil 3. Muhammad Asim Khan'in kendi portresi, 1987

i¢ hastayla birlikte Prof. Khan’in ankilozan spondilitle
gecen yasam oykiilerini buluyoruz. Okuyucularin hem tbbi
agidan hem de sosyal yonden hastalarinin yasadiklarini daha
net olarak anlayabilecegi ve erken tani ve tedavinin 6nemini
tekrar hatrlayabilecegi sanatsal 6zellikleri olan bir bolim.

Romatoloji uzmanlari ve uzmanlk 6grencileri bagta
olmak tizere i¢ hastaliklar1 ve fizik tedavi ve rehabilitasyon
uzmanlar1 ve uzmanhk O6grencileri icin yararli olacagini
diistindiigim bu kitapta, up fakiiltesi 6grencileri, hatta
hemgireler ve saglik calisanlar1 da ayri ayri kendilerini
ilgilendiren ¢esitli bolimleri bulabilir. Kitabr okurken
deneyimli yazarlarin siizgecinden gecmis giincel literatiir
bilgileriyle donanmug oldugunu, bolimlerin rahatca
anlagilabilir bir dille yazildigini, eve gotirilecek net ve
yalin mesajlarin bulundugunu gériiyorsunuz. Boélimlerde
yer alan cok sayidaki, iyi tasarlanmug tablo ve sekil, igerigin
daha kolay anlagilmasini saglamakla kalmiyor, gorsel olarak
da son derece etkileyici. Muhammad Asim Khan’in kendi
portresinin yer aldig1 sekil (Sekil 3), tip ve sanatin birbirini
tamamladiginin  kanitt olarak ortaya c¢ikiyor ve kitabin

gorselligine katkida bulunuyor.
Prof. Dr. Fatos Onen

Dokuz Eyliil Universitesi Tip Fakiiltesi, I¢ Hastaliklar:
Anabilim Dali, Romatoloji Bilim Dals, Tzmir

Anahtar Kelimeler: Kitap tanitimi, ankilozan spondilit,
aksiyal spondiloartrit

Keywords: Book review, ankylosing spondylitis, axial
spondyloarthritis
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“XVI. Romatoloji Uzmanlk Ogrencileri ve Uzmanlari icin Egitim Kursu
& VIII. Romatolojide Yaklasimlar ve Profesorler ile Yuvarlak Masa

Toplantilan”

® 13-16 Ocak 2022 tarihleri arasinda Dr. Umut Kalyoncu, Dr. Timucin Kasifoglu ve Dr. Cemal Bes bagkanliginda,
Antalya’da diizenlenen kursa 66 konusmaci ve 200 katilimer katkida bulundu.

* Bu yil ise mevcut kurula Dr. Giilen Hatemi ve Dr. Fatma Alibaz katilmis olup, 12-15 Ocak 2023 tarihleri
arasinda Antalya’da diizenlenen kursa 48 konusmaci ve 185 katilimer katkida bulunmustur.
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 TURKISH
SOCETY FOR
RHEUMATOLOGY

RHEUMATOLOGY
ASSOCIATION
OF GEORGIA

May 18-21,

BLACK SEA 2023
RHEUMATOLOGY Cluj,

ROMANIA

May 12-15, 2022 4

www.blacksea-rheumatology.org

@ #blacksearheumatology

Karadeniz’e sahili olan tilkelerdeki romatologlar arasinda bilimsel isbirligi kurmay: amaclayan
Black Sea Rheumatology toplantilarinin ilki 12-15 Mayis 2022 tarihlerinde Giircistan Romatoloji
Dernegi ve Tirkiye Romatoloji Dernegi igbirliginde Prof. Maia Tsutkiridze ve Prof. Vedat
Hamuryudan’in ortak bagkanliginda diizenlenmisti.

Bu toplanti dizilerinin ikincisi 18-21 Mayis 2023 tarihlerinde Tiirkiye Romatoloji Dernegi ve
Romanya Romatoloji Dernegi isbirligi ile Prof. Vedat Hamuryudan ve Prof. Simona Rednic’in
ortak bagkanliginda Romanya’nin Cluj kentinde diizenlenecektir.




Son yillarda yan dal uzmanlik 6grencilerimizin ve gen¢ uzmanlarmmizin sayisi giderek

artmakla kalmiyor Romatoloji alaninda da bag dondiirticti bir hizla yenilikler ortaya ¢ikmaktadir.

Romatoloji’ye yeni baslayan ve her gecen giin sayilar1 artan yan dal uzmanlik 6grencilerimizin
egitimini destekleyici nitelikte bir igerige sahip olan TRD Yaz Okulu’nun ilki 30 Haziran - 3
Temmuz 2022 tarihleri arasinda 49 konusmact ve 80 katilimer ile Canakkale’de gerceklesti. Bu
toplantinin diizenleme kurulunda Dr. Fatos Onen, Dr. Servet Akar, Dr. Timugin Kasifoglu,
Dr. Gokhan Keser ve Dr. Ismail Sari bulunmaktaydi. Bu yil aymi diizenleme kurulu tarafindan
ikincisi diizenlenecek olan TRD Yaz Okulu 15-18 Haziran 2023 tarihleri arasinda Trabzon’da
gerceklesecektir.

Srewmoz 2022

KOLIN HOTEL
CANAKKALE

NOVOTEL
TRABZON

Tirkiye Romatoloji Dernegi’nin 2004 yilindan bu
yana her 2 yilda bir verdigi Hulusi Behget Odiiline
2022 yilinda Yunanistan’dan Prof. Petros P. Sfikakis
ve Tiirkiye’den Prof. Ahmet Giil layik goriildii. Odiil
ceki ve plaketler 6-8 Temmuz 2022 tarihleri arasinda
Yunanistan-Atina’da diizenlenen 19. Uluslararasi
Behget Konferansi’nda Tiirkiye Romatoloji Dernegi
kurucu tyesi Prof. Dr. Vedat Hamuryudan tarafindan

kendilerine verilmistir.

Ulusal Romatoloji Dergisi / Journal of Turkish Society for Rheumatology « Cilt / Volume 15 « Sayi / Issue 1 « Mart / March 2023



USAL

XXIII. ULUSAL

=
0“”“"““ OMATOLOJI

(ONGRSIT - KONGRES|
,\%\ e

26 - 30 Ekim 2022 &

aloria Goll Holel - Antalys

“22. Ulusal Romatoloji Kongresi” 26-30 Ekim 2022 tarihleri arasinda Dr. Yasemin Kabasakal
baskanliginda 651 katilimci ve 4’ii yabanci olmak iizere toplam 163 konusmaci ile Antalya’da
diizenlenmistir. Kongrede sunulan bildiriler Ulusal Romatoloji Dergisinde yayinlanmigtir.

http://www.raeddergisi.org/archives/archive-detail?vid=9603

“23. Ulusal Romatoloji Kongresi” bu yil Dr. A. Thsan Ertenli baskanliginda 11-15 Ekim 2023
tarihleri arasinda Antalya’da diizenlenecektir.
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22. Ulusal Romatoloji Kongresi’nde 311 bildiri arasmdan agagida isimleri siralanan ¢aligmalar TRD Bildiri Odiiliinii
almaya bak kazands.

BiRINCILIK 6DULD

Sklerodermada Peptid Pd29 ve Upadacitinib (Abt-494)'in fibrozise
olan etkilerinin incelenmesi

Ayse Kocak, Sulen Sarioglu, Gul Akdogan, Zahide Cavdar, Cemre Ural, Aysan Afagh, Merih Birlik

iKiNCIiLIK 6DULU

Lupus nefritinde serum ve idrarda coéziinir CD163'iin ve bobrek
biyopsilerinde CD163 doku ekspresyonunun hastalik aktivitesiyle
iliskisi

Erdem Gurel, Suzan Cinar, (")§ge HUrdoggn, Yasemin OzIik, Isin Kilicaslan, Sibel Varelci, Safak Mirioglu, Yasemin
Yalcinkaya, Ahmet Gul, Lale Ocal, Murat Inanc, Bahar Artim Esen

UCUNCULUK 6DULD

Sitokin Salinim Testi Kullanilarak Periferik T-Yardimci Hiicre Profiline
Gore Biyolojik Tedavi Karar Algoritmasi: Pilot Calisma

Gizem Ayan, Sibel Géksen, Emre Bilgin, Ertugrul Cagr Bélek, Gilines Esendagli, Umut Kalyoncu
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Dr. Gozde Yildirim Cetin

Dr. Dilek Solmaz

Dr. Neslihan Yilmaz

Dr. Ismail Sar1

Dr. Gokhan Sargin

E-Romatoloji egitim sitesindeki modiiller komisyonun destekleri ile giincellenmistir.

TURKIYE ROMATOLOJi DERNEGI
GENC ROMATOLOGLAR

2022 yilinda TRD catis1 altinda Gen¢ Romatologlar Grubu kuruldu.
KURUCU EKIP
- Dr. Emre Bilgin
- Dr. Mert Ozta§
- Dr. Gizem Ayan
- Dr. Ertugrul Cagr1 Bolek
- Dr. Ufuk Tlgen
AMACI:
Thrkiye ¢apinda halihazirda uzmanlik egitimi alan veya uzmanlik egitimini yeni tamamlamig
romatologlardan olusan bir ag olusturulmasi
Uyelerin temel arastirma bilgi ve becerilerinin artirilmas
Uluslararas: topluluklarla iliskiler kurulmasi, tiyelerin yurtdigindaki merkezlerde egitim alma ve bu

merkezlerle ortak proje yiiriitmelerine aracilik edilmesi

Uyelerin akademik hayatlarmin ilk dénemlerinde kargilastiklari zorluklarin daha giiclii ifade

edilebilmesi ve ¢oziimii konusunda desteklenmesi
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Dernegimizin iiyesi ve Kirikkale Universitesi T1p
Fakiiltesi I¢ Hastaliklari Anabilim Dali Romatoloji
Bilim Dali 6gretim tiyesi Prof. Dr. Kemal Ureten, 1

Eylil 2021 tarihinde emekli oldu.

Dernegimizin kurucu iiyesi ve 1.U.C.-Cerrahpasa
Tip Fakiiltesi I¢ Hastaliklart Anabilim Dali Romatoloji
Bilim Dal1 6gretim tiyesi Prof. Dr. Vedat Hamuryudan,
08.08.2023 tarihinde emekli oldu.

Hocalarumiza bundan sonvaki yasaminda saghk ve mutluluk diliyoruz.
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GUNCEL HABERLER
TRD Genel Kurul Toplantisi 17 Mart 2023 tarihinde Tstanbul’da 73 katilimer ile yapilmustir.
Tiztugimiize gore Yonetim Kurulu ve Denetleme Kurulu iiyeleri segimleri yapilmistir.

Tiirkiye Romatoloji Platformu baskanligi 2024 Mart ayma kadar Dr. Fatos Onen tarafindan yiiriitiilecektir.

2023-2025 donemi

TRD Yonetim Kurulu iiyeleri

Dr. Sedat Kiraz (Yonetim Kurulu Baskani)
Dr. A. Thsan Ertenli (Baskan Yardimecisr)
Dr. Umut Kalyoncu (Genel Sekreter)
Dr. Abdulsamet Erden (Sayman)

Dr. Goksal Keskin (Uye)

Dr. Ahmet Omma (Uye)

Dr. Ayten Yazici (Uye)

TRD Denetleme Kurulu iiyeleri

Dr. Izzet Fresko

Dr. Bahar Artim Esen

Dr. Siikran Erten

matolojide
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2021-2023 donemi TRD Yo6netim Kurulu ve Denetim Kurulu iiyelerine dernegimize sagladiklar:
degerli katkilarindan dolay: tesekkiir ederiz.

Yonetim Kurulu

Dr. Fatos Onen (Yénetim Kurulu 1. Dénem Bagskani)

Dr. Yasemin Kabasakal (Yonetim Kurulu 2. Dénem Bagkani)
Dr. Servet Akar (Genel Sekreter)

Dr. A. Merih Birlik (Sayman)

Dr. Tagkin Sentiirk (Uye)

Dr. Gékhan Keser (Uye)

Dr. Timugin Kasifoglu (Uye)

Denetim Kurulu

Dr. Izzet Fresko (Bagkan)
Dr. Sedat Kiraz (Uye)
Dr. Ayten Yazici (Uye)
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