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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
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olabilir. Bu standartlara uygun olmayan yazilar dergide yayimlanmaz.
Bu standartlara uygun olmayan yazilar dergide yayimlanmaz. Bu
kural, yayimlanma sonrasi asamada saptanabilecek bu standartlarla
ilgili herhangi bir uyumsuzluk durumunda da gecerlidir ve yazinin
yayimdan geri cekilmesini gerektirir. Yayin etigi geregi dergimiz intihal
ya da duplike yayin stphesi durumlarini rapor edecektir. Dergimiz,
yayin etiginin kotlye kullanimi ya da ihlali ile ilgili olasi durumlarda
COPE tarafindan gelistirilen Yayin Etigi Akis Semalarini temel alir.

Yazar Sorumlulugu

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

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

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

Hakem Sorumluluklar

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

Editor Sorumluluklar

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

YAYIN POLITiKASI

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

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

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

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

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

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

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

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

A-VI Ulusal Romatoloji Dergisi / Journal of Turkish Society for Rheumatology « Cilt / Volume 14 « Say1 / Issue 3 « Aralik / December 2022



Ulusal

ROMATOLOJI Dergisi

WWW. romatolopderg\sw org

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
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content of a sent article is incompatible with his or her scientific field
or knowledge, or when he cannot make a quick evaluation.

Editor Responsibilities

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

PUBLICATION POLICY

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

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

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

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

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

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

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

GENERAL RULES

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

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

Page 1: Title page

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

Next page: Resources

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

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

Title Page

The title page should be considered in the following order:

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

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

3- Name, surname, contact addresses of the authors and the
institution they work at the time of the research
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Deri tutulumu ile prezente olan sarkoidoz hastalarinda
klinik seyir deri tutulumu olmayan hastalarla benzer
olabilir

Clinical course in sarcoidosis patients presenting with cutaneous involvement may be similar to
patients without cutaneous involvement

® Nesrin Sen’, ® Murat Kavas?, ® Arzu Cennet Isik3, ® Mehmet Engin Tezcan'

1Saglik Bilimleri Universitesi, Kartal Dr. Liitfi Kirdar Sehir Hastanesi, Ic Hastaliklari Klinigi, Romatoloji B6limdi, Istanbul, Tiirkiye
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3Saglik Bilimleri Universitesi, Kartal Dr. Liitfi Kirdar Sehir Hastanesi, Ic Hastaliklari Klinidi, Istanbul, Ttirkiye

0Oz

Amac: Sarkoidozun ilk bulgusu deri lezyonlari olabilecedi gibi, basta
akciger olmak Uzere diger sistemik tutulumlarla da baslayabilir. Bu
calismada; ilk bulgusu deri tutulumu olan sarkoidoz hastalarinin
klinik seyirleri ve sistemik tutulumlarinin daha farkli olabilecegine dair
hipotezimizi arastirdik.

Yontem: Romatoloji poliklinigimize basvuran toplam 52 sarkoidoz
tanili hastanin yas, cinsiyet, sigara icme durumu, sistemde kayitli
bulunan tani ani anjiyotensin donusttrict enzim (ACE) seviyesi ve,
akciger tutulum bulgular kaydedildi. Deri bulgusu olan ve ilk deri
tutulumu ile prezente olan hastalarin demografik 6zellikleri ve klinik
seyir ile iliskisi degerlendirildi.

Bulgular: Hastalarin 28'inde (%53,5) akciger tutulumu ilk bulgu iken,
19'unda (%36,5) deri tutulumu ilk bulgu olarak tespit edildi. Hastalarin
23'tnde (%44,2) hastaligin seyrinde herhangi bir dénemde deri
tutulumu mevcuttu. En sik gozlenen deri tutulumu 9 hastada (% 17,3)
eritema nodozumdu. Deri bulgusu ile prezente olan hastalarda da
demografik ve klinik bulgular, diger hastalara gére anlamli farkhlik
gostermedi. ACE duzeyi ylksek olan hasta sayisi deri tutulumu
olmayan hastalarda, deri tutulumu olanlara gére istatistiksel olarak
anlamli bulundu.

Sonuc: Deri tutulumu ile prezente olan sarkoidoz hastalarinda klinik
seyir farklilik gostermese bile sarkoidozun kutan6z belirtilerini tanimak
onemlidir. Kolaylikla gdzden kacan, kicik ve asemptomatik lezyonlar
sarkoidozun histopatolojik tanisini koymak icin en uygun tutulum yeri
oldugu icin ayrintili fizik muayenenin 6nemli oldugunu vurgulamak
isteriz.

Anahtar Kelimeler: Eritema nodozum, kutantz, sarkoidoz

Abstract

Objective: Patients with sarcoidosis may present with cutaneous
lesions or other systemic involvement, particularly pulmonary. In
this study, we investigated our hypothesis that the clinical course of
sarcoidosis patients who present with skin involvement be different.

Methods: Fifty-two sarcoidosis patients who applied to our
rheumatology outpatient clinic were included in the study. Data on
demographics, smoking status, angiotensin converting enzyme (ACE)
level at the time of diagnosis, other organ involvement and lung
involvement stages were collected. We then compared the clinical
and demographic characteristics of patients with and without skin
involvement and patients with skin involvement at first presentation,
and others separately.

Results: While the initial involvement was lung involvement in 28
(53.5%) patients, 19 (36.5%) patients applied to the clinic with skin
involvement as a presenting feature. In 23 (44.2%) patients, skin
involvement was present at any time during the disease. In our study,
the most common skin involvement was erythema nodosum observed
in 9 patients (17.3%). Demographic and clinical findings of patients
presenting with skin findings did not differ significantly from other
patients. High ACE levels were more common in patients without skin
involvement than in patients with skin involvement.

Conclusion: Even if the clinical course does not differ in sarcoidosis
patients presenting with cutaneous involvement, it is important to
recognize the cutaneous manifestations of sarcoidosis. We would like
to emphasize that detailed physical examination is important, as easily
overlooked, small and asymptomatic lesions are the most appropriate
site for histopathological diagnosis of sarcoidosis.

Keywords: Erythema nodosum, cutaneous, sarcoidosis
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Giris

Sarkoidoz etiyolojisi tam olarak bilinmeyen, multi-
sistemik grantilomatéz bir hastaliktir. En sik akciger ve
intratorasik lenf nodlarinda tutulum ile seyretmektedir.!"
Tkinci en yaygmn tutulumu ise deri bulgularidir. Kas-iskelet
sistemi, goz, sinir sistemi, kardiyak, gastrointestinal ve
endokrin tutulumlari da hastalik seyrinde gozlenebilir.?!

Sarkoidoz ile iligkili farkli deri lezyonlari bildirilmistir.
En sik kargilagilan deri lezyonu eritema nodozumdur (EN).
Subkiitan nodiiller, pigmente lezyonlar ve lupus perniyo
daha nadir gozlenen deri bulgularidir.® Sarkoidozda deri
tutulumu siklig1 ¢aligmalarda farkli oranlarda bildirilmesine
ragmen, hastaligin seyrinde herhangi bir zamanda hastalarin
yaklagik dortte birinde goriilebilir.™

Sarkoidozda kétii prognoz ile iligkili bircok demografik
ve klinik ozellik tanimlanmistur. Etmik koken (6zellikle
Afro-Amerikan ve Afro-Karayip kokenleri), 40 yas tsti
semptom baglangici, lupus pernio, kronik iiveit, sinonazal ve
kemik tutulumlari, santral sinir sistemi tutulumu, kardiyak
tutulum, siddetli hiperkalsemi, nefrokalsinoz ve akcigerde
radyografik evre III ve IV tutulum sarkoidozda koti
prognozla iligkilendirilmistir."! Tk deri bulgulariyla baglayan
sarkoidozun prognozu ile ilgili caligma bulunmamaktadir.

Sarkoidozun ilk bulgusu, deri lezyonlar1 olabilecegi
gibi, basta akciger olmak tizere diger sistemik tutulumlarla
da baglayabilir. Bu calismada ilk bulgusu deri tutulumu
olan sarkoidoz hastalariin klinik seyirleri ve sistemik
tutulumlarmin, diger tutulumlarla prezente olan hastalara
gore daha farkl olabilecegine dair hipotezimizi arastrdik.

Gerec ve Yontem

Hastalar ve Calisma Tasarimi

Bu caligmada, 2019-2021 tarihleri arasinda romatoloji
poliklinigimize bagvuran toplam 52 sarkoidoz tanili, 18 yas
tizeri hastalar degerlendirildi. Hastalarin yas, cinsiyet, sigara
icme durumu, sistemde kayitli bulunan tani an1 anjiyotensin
donigtirticti enzim (ACE) seviyesi ve, akciger tutulum
bulgulari degerlendirildi.’! Hastalardan aktif malignitesi
olanlar, gebeler, emzirenler, ek enflamatuvar romatizmal

hastalik tanist olanlar ve primer deri hastaliklar1 bulunanlar
dislandu.

Calismamuzda klinik seyir agisindan sonlanim noktalari
sarkoidoza bagl sistemik tutulumlarin siklig1 ve akciger
tutulumu halinde tutulum evreleri olarak belirlendi.

Deri ve diger sistemik tutulum bulgulari sorgulama,
fizik muayene ve hastane kayit verilerindeki bilgilere gore
kaydedildi. Hastaligin klinik seyrinde akciger tutulumu
evreleri ve diger sistemik tutulum varliklart degerlendirildi.

Calismamizda o6ncelikle deri bulgusu olan hastalarin
demografik o6zellikleri, deri tutulumlar1 ve klinik seyir
ile iligkisi degerlendirildi. Takiben deri tutulumu ile
prezente olan hastalarin klinik 6zelliklerini deri tutulumu
olmayan veya tant sonrasi deri bulgusu gozlenen hastalarla
kargilagtirarak hipotezimizi sinadik.

Bu caligma, Saglik Bilimleri Universitesi, Kartal
Dr. Litfi Kirdar Sehir Hastanesi Yerel Etik Kurulu
tarafindan onaylandi (onay tarihi: 11/03/2020, karar
no: 2020/514/173/4) ve Helsinki Deklarasyonu’na gore
yiiriitiildii.

istatistiksel Analiz

Calismada SPSS Version 17.0 (SPSS Inc., Chicago, IL,
USA) programi kullanilarak verilerin istatistiksel analizi
yapildi. Devamli verilerin dagilimini  degerlendirmek
icin Kolmogorov-Smirnov testi kullanildi. Tanimlayict
istatistiksel analizde normal dagilim gosteren veriler
ortalama ve standart sapma ile, ¢arpik dagilim gosterenler
ortanca ve ¢eyrekler arasi aralik (%25-75) ile ve dikotomal
veriler ise yiizde (%) dagilimlarla degerlendirildi. Devamli
degiskenler icin dagilima gére Mann-Whitney U testi veya
t-testi, kategorik degiskenler icin ise ki-kare testi (veya
Fisher’s Exact test) kargilastirmalarda kullanildi. P<0,05
degeri istatistiksel olarak anlamli kabul edildi.

Bulgular

Calismaya kaulan hastalarin 45’1 (%86,5) kadindi. Yas
ortalamasi 47,5+9,7 yil, yas aralig1 25-67 yil olarak bulundu.
Tk bulgu hastalarn 28’inde (%53,5) akciger tutulumu
iken, 19’unda (%36,5) deri tutulumu olarak tespit edildi.
Hastalarin 23’iinde (%44,2) hastaligin seyrinde herhangi bir
dénemde deri tutulumu mevcuttu. Hastalarda en sik tespit
edilen deri tutulumu 9 hastada (%17,3) gozlenen EN idi
(Tablo 1).

Hastalik seyrinde herhangi bir zamanda deri tutulumu
olan hastalar ile deri tutulumu bulunmayan hastalar arasinda
demografik ozellikler, akciger tutulum evreleri ve tedavi
ozellikleri agisindan anlaml farklhiliklarin olmadig: saptandi.
Bu grupta da en sik evre 2 ve evre 3 akciger tutulumu

Tablo 1. Deri tutulum tipleri ve gériilme sikligi

Tutulum tipi Goriilme sikhgi
n=52 (%)

Eritema nodozum (EN) 9(17,3)

Subkiitan nodiil 3(5,8)

Papiil-papiilonodiiler lezyon 5(9,6)

EN+ papiil-papiilonodiiler lezyon 3(5,8)

1(1,9)
1(1,9)
1(1,9)

EN+ subkiitan nodiil

Diskoid lupus

Pannikiilit
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gozlendi. Deri tutulumu olan hastalarda, istatistiksel olarak
anlaml farklilik olmadig: halde lenf nodu tutulumu daha
fazla gozlendi (Tablo 2). Benzer sekilde deri bulgusu ile
prezente olan hastalarda da demografik ve klinik bulgular,
diger hastalara goére anlaml bir farklibik gostermedi. Bu
hastalarda evre 2 ve evre 3 akciger tutulumu en sik gézlendi

(Tablo 3).

ACE testinin normal degerleri hastanemizde, 8-52 U/L
arasi olarak kabul edilmektedir. Calismamizda 44 hastanin

ACE seviyelerine bakildi. ACE diizeyi yiiksek olan hasta
sayist deri tutulumu olmayan hastalarda, deri tutulumu
olanlara gore istatistiksel acidan anlamli olarak fazla bulundu.

Tartisma

Deri tutulumu ile prezente olan hastalarin klinik
ve demografik ozelliklerinin, ilk bulgulart diger organ
tutulumu olan hastalarla kargilagstrildigi bu calismamizda,

Tablo 2. Deri tutulumu olan ve olmayan hastalarin demografik ve klinik 6zellikleri

Deri tutulumu Deri tutulumu p-degeri
Var Yok
(n=23) (n=29)
Yas (ortalama + standart sapma) 46,4+9,4 48,4+10,0 0,27
Cinsiyet (K:E) 23(21:2) 29 (24:5) 0,44
. icmiyor 21(%91,3) 27 (%93,1)
Sigara - 1
Iciyor 2 (%8,7) 2 (%6,9)
Evre 0 2 (%8,7) 1(%3,4)
Evre 1 9(%39,1) 6 (%20,7)
Akciger Evre 2 9(%39,1) 13 (%44,8)
tutulumu Evre 3 2 (%8,7) 3(%10,3)
Evre 4 1(%4.3) 2 (%6,9) 0.21
Bilinmeyen 0 4(%13,8)
Yok 14 (%60,9) 24 (%82,8)
Tedavi Steroid 8 (%34,8) 5(%17,2) 037
Topikal tacrolimus 1(%4,3) 0
Lenf nodu tutulumu 6(%26,1) 3(%10,3) 0,11
Lakrimal bez tutulumu 0 1(%3,4) N/A
Tukriik bezi tutulumu 0 1(%3,4) N/A
ACE seviyesi yuiksekligi 10 18 0,035
ACE: Anjiyotensin dbndstirict enzim, E: Erkek, K: Kadin
Tablo 3. ilk deri tutulumu olan ve olmayan hastalarin demografik ve klinik dzellikleri
ilk deri tutulumu var ilk deri tutulumu yok p-degeri
(n=19) (n=33)
Yas (ortalama + standart sapma) 46,2+9,7 48,349,8 0,27
Cinsiyet (K:E) 17:2 28:5 0,49
. icmiyor 17 (%89,4) 31(%93,1)
Sigara - 0,46
Iciyor 2 (%10,6) 2 (%6,1)
Evre 0 1(%5,3) 2 (%6,1)
Evre 1 8 (%42,1) 7 (%21,2)
Akciger Evre 2 7 (%36,8) 15 (%45,5)
tutulumu Evre 3 2(%10,5) 3(%9,1)
Evre 4 0 2(%6,1) 0,15
Bilinmeyen 1(%5,3) 4(%12,1)
Yok 13 (%68,4) 25 (%75,8)
Tedavi Steroid 5(%26,3) 8 (%24,2) 0,39
Topikal tacrolimus 1(%5,3) 0
Lenf nodu tutulumu 4(%21,1) 5(%15,2) 0,70
Lakrimal bez tutulumu 0 1(%3,0) N/A
Tukriik bezi tutulumu 0 1(%3,0) N/A
ACE seviyesi yiiksekligi 9 19 0,242

ACE: Anjiyotensin déndstirict enzim, K: Kadin, E: Erkek

Sen ve ark. Deri tutulumu ile prezente olan sarkoidoz



deri tutulumu baglangicl hastalarda klinik ve demografik
olarak bir farklilik olmayabilecegini gosterdik.

Sarkoidoz sistemik ve graniilomatéz karakterli bir
hastaliktir. En sik akciger tutulumu go6zlenmektedir.
Sarkoidozda deri tutulumu ikinci siklikta gozlenen sistemik
bulgudur. Deri lezyonlar1 spesifik ve spesifik olmayan
olmak iizere iki grupta tamimlanmigtir. Spesifik lezyonlarda
histopatolojik ~ olarak  granilom yapisi  gorilirken,
spesifik olmayan lezyonlarda ise sarkoidal granilomlar
izlenmemektedir.”? EN en sik goriilen ve spesifik olmayan
lezyondur. Spesifik lezyonlar da yaygin gorilen ve
goriilmeyen olmak tizere iki gruba ayrilir. Yaygin spesifik
lezyonlar papiil, papiilonodiiler lezyonlar, plaklar, lupus
perniyo ve subkiitan nodildiir. Yaygin olmayan spesifik
lezyonlar ise iktiyosiform, atrofik-iilseratif eritroderma,

alopesi, tirnak ve skar sarkoidozudur.!®!

EN olgularin yaklasik %25’inde gelisen en yaygmn non-
spesifik lezyondur. Klinik olarak genellikle tibianmn 6n
yiiziine yerlesen, iki tarafli ve 3-6 haftada tilserlesmeksizin
kendiliginden iyilesen, deriden kabarik, kirmizi ve sicak,
basmakla agrili deri nodilleridir.”? Calismamizda da en
sik goriilen deri lezyonu %17,3 goriilme orani ile EN’dir.
Yapilan ¢aligmalarda EN’ye sahip hastalarin iyi prognoza
sahip oldugu ve spontan remisyona girdigi bildirilmistir.
00 Bizim ¢aligma grubumuzda ise deri bulgularinin
ozelliklerinden bagimsiz olarak, deri bulgusu olmayan
hastalara gore akciger tutulumu ve diger sistemik tutulumlar
agisindan farklilk olmadigi gozlenmistir. Ayni durum,
ilk bulgusu deri tutulumu olan hasta grubu icin de gecerli
bulunmustur.

Lofgren sendromu, sarkoidozun akut bir formudur.
Hastaligin, genelde iyi prognoza sahip olan bir formudur.
1 EN, bilateral hiler lenfadenopati ve artralji/artrit ile
seyreder. Literatiirde sarkoidoz hastalarinin beste birinde
Lofgren sendromu tespit edilebilecegi gosterilmistir.®
Biz de ¢aligmamizda degerlendirdigimiz hastalarin tigiinde
Lofgren sendromu saptadik. Bu hastalar deri bulgusu
bulunan 23 hastanin  %13’inid  olusturmaktaydi. Bu
hastalarm hicbiri Léfgren sendromu ile prezente olmamusti.
Ayrica, hastalarimizin yaklagik tigte birinde (%36,5) kutanoz
sarkoidoz hastaligin ilk belirtisiydi ve bu durum literatiir

verileriyle uyumlu bir bulguydu.™

ark.l 86
degerlendirdikleri galismada, makiilopapiiler dokiintiilerin

Marcoval  ve sarkoidoz  olgusunu
subkiitan lezyonlarin ve EN’nin, sistemik sarkoidozun akut
formlari ile iligkili bularak iyi prognoz belirtisi oldugunu,
plaklar ve lupus perniyonun ise sarkoidozun kronik formlari

ile iligkili oldugunu tespit etmislerdir. Ahmed ve Harshad'!

subkiitan nodiillerin sistemik hastaliklar, 6zellikle bilateral
hiler lenfadenopati ile iliskili oldugunu bildirmiglerdir.

Meyer-Gonzalez ve ark.[’]

ise subkiitan nodiille baglayan
i¢ olguda 1-12 ay icinde sistemik sarkoidoz bulgusunun
gelistigini ve genellikle siddetli olmayan sistemik sarkoidoz
formlar: ile iligkili bulup kronik fibrotik hastalik ile iligkili
olmadigini bildirmiglerdir. Bizim ¢aligmanmuzda ise ilk deri
bulgusu ile prezente olan hastalarin, sistemik tutulum
ozellikleri ve akciger tutulum evreleri acisindan diger
hastalara gore benzer oldugu gozlenmistir. Bu acidan, deri
bulgusu olan hastalarda sistemik tutulumun aragtrilmasi ve
takibinin yakin olarak yapilmasi uygun olacaktir.

Calismamizda ACE diizeyleri yiiksek olan hasta sayisi,
deri tutulumu olmayan hastalarda anlamli olarak daha
fazla bulundu. ACE, grantilomlarda epiteloid hiicreler
tarafindan tretilmektedir ve sarkoidozda graniilom yiikii ile
iligkilidir." Sistemik tutulumu 6n planda olan hastalarin
ACE diizeylerinin yiiksek olmasmi graniilom yiikiiniin
fazla olmasiyla aciklayabiliriz. Dolayisiyla grantilom yiiki
artmadan ve sistemik tutulum gelismeden deri tutulumu ile
erken tani koymanin 6nemli oldugu kanisindayiz.

Calismanin Kisithlhiklari

Calismamuzin bazi limitasyonlar: mevcuttur. Oncelikli
olarak deri lezyonlari romatolog goziiyle degerlendirilmistir.
Ek dermatoloji muayenesi yapilmamistur. Bu sebeple
papiil, papiilonodiiler lezyonlar ve plaklar aymi grupta
degerlendirilmistir. Calismamiz retrospektif 6zellikte olmast
nedeni ile, tespit ettigimiz deri bulgular1 hastalarin klinikleri
dolayisiyla almakta oldugu tedavilerden etkilenmis olabilir.
Ayrica veri kalitesi acisindan, klinik sonlanim noktasi olarak
sistemik tutulum sikliklar: ve akciger tutulumu evreleri 6n
planda degerlendirilmistir.

Sonuc

Deri tutulumu ile prezente olan sarkoidoz hastalarinda
klinik seyir farklihk gostermese bile sarkoidozun kutanéz
belirtilerini tanimak 6nemlidir; ¢linkii erken tani i¢in deri
biyopsisi kolay erisilebilir ve basit bir yontemdir. Gézden
kagan, kicik ve asemptomatik lezyonlar sarkoidozun
histopatolojik tanisini koymak i¢in en uygun tutulum yeri
oldugu i¢in ayrinuli fizik muayenenin 6nemli oldugunu
vurgulamak isteriz.
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Cardiovascular risk assessment after anti-TNF treatment
in patients with rheumatoid arthritis and ankylosing
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Romatoid artrit ve ankilozan spondilit hastalarinda anti-TNF tedavisi sonrasi Strain Ekokardiyografi
ile kardiyovaskiiler risk degerlendirmesi
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Abstract

Objective: The aim of this study was to investigate the effects of anti-
tumor necrosis factor (anti-TNF) agents on myocardial function and
cardiovascular risk factors in rheumatoid arthritis (RA) and ankylosing
spondylitis (AS) patients receiving anti-TNF agents for inflammatory
arthritis for six months by using standard and speckle tracking
echocardiography.

Methods: The study was conducted on a group of 30 patients
composed of 12 with RA and 18 with AS. Demographic, standard and
speckle tracking echocardiographic data, disease activities, laboratory
results related to our research were prospectively assessed.

Results: In the study, there was a statistically significant decrease
in disease activity score, Bath Ankylosing Spondylitis Disease Activity
index, Health Assessment Questionnaire, and Bath Ankylosing
Spondylitis Functional Index scores and erythrocyte sedimentation
rate, C-reactive protein values of patients with RA and AS in the sixth
month of anti-TNF treatment. There was a decrease in left ventricular
global longitudinal strain values assessed with speckle tracking
echocardiography in the sixth month compared to the baseline and
this difference was statistically significant.

Conclusion: Myocardial strain imaging might be useful in assessing
the early development of cardiac failure in patients with high
cardiovascular risk, such as patients with RA and AS.

Keywords: Tumor necrosis factor antagonist, cardiovascular risk,
rheumatoid arthritis, ankylosing spondylitis

0Oz

Amac: Calismanin amaci, romatoid artrit (RA) ve ankilozan spondilit
(AS) hastalarinda, alti ay streyle anti-timor nekroz faktord (anti-TNF)
kullaniminin miyokard fonksiyonu ve kardiyovaskdler risk faktorleri
Gzerindeki etkilerini standart ve speckle tracking ekokardiyografi
kullanarak arastirmaktir.

Yontem: Calismaya 12 RA ve 18 AS olmak Uzere toplam 30 hasta
dahil edildi. Arastirmamizla ilgili demografik, standart ve speckle
tracking ekokardiyografik veriler, hastalik aktiviteleri, laboratuvar
sonuclari prospektif olarak degerlendirildi.

Bulgular: Calismada anti-TNF tedavisinin altinci ayinda RA ve AS'li
hastalarin hastalik aktivite skoru, Bath Ankilozan Spondilit Hastalik
Aktivite indeksi, Saglk Degerlendirme Anketi ve Bath Ankilozan
Spondilit Fonksiyonel indeksi skorlarinda ve eritrosit sedimentasyon
hizinda, C-reaktif protein degerlerinde istatistiksel olarak anlamli
dusts saptandi. Speckle tracking ekokardiyografi ile degerlendirilen
sol ventrikll global longitudinal strain degerlerinde baslangica kiyasla
altinci ayda istatistiksel olarak anlamli azalma oldugu saptandi.

Sonuc: Miyokardiyal strain gortntilemesi RA ve AS'li hastalar gibi
yUksek kardiyovaskdler riski olan hastalarda kalp yetmezliginin erken
gelisimini degerlendirmede yararli olabilir.

Anahtar Kelimeler: Tiumor nekroz faktor antagonist, kardiyovaskuler
risk, romatoid artrit, ankilozan spondilit
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Introduction

Rheumatoid arthritis (RA) is a chronic inflammatory
disease of the synovial joints and is the most common
autoimmune arthritis.! Ankylosing spondylitis (AS) is
the most common subtype of spondyloarthropathy and
is a chronic inflammatory disease associated with human
leukocyte antigen-B27. The prevalence of cardiovascular
events, including all grades of atherogenesis from endothelial
dysfunction, arterial plaque, thickness in the endothelium,
and non-fatal myocardial infarction to stroke, is high
in patients with RA and AS.P* Increased cardiovascular
events in patients with RA and AS cannot be explained by
smoking and other classical risk factors of cardiovascular
disease (CVD). Inflammation in patients with RA and AS is
considered to play a primary role in cardiovascular events.
It has been revealed that the increased risk of CVD in
patients, particularly myocardial infarction, increases before
the diagnosis of the disease, and it is asserted that systemic
inflammation causes atherosclerosis before joint damage.
The incidence of cardiovascular events increases as the
duration of disease extends in RA.F-) Aortitis, conduction
defects, valve regurgitation, and cardiomyopathy are among
the cardiac complications in patients with AS.11

Tumor necrosis factor-alpha (TNF-alpha) is the leading
cytokine that promotes inflammation in RA and AS. TNF-
alpha levels increase in the synovium and synovial fluid of
patients with RA.'"M High levels of inflammatory markers,
such as TNF-alpha seem to be associated with the high
number of diseased arteries and thereby the severity of
coronary artery disease.'! It was observed that laboratory
findings of inflammation decreased, local inflammation of
sacroiliac and spinal joints monitored on magnetic resonance
imaging (MRI) recovered and clinical activity of the disease
rapidly decreased in patients with AS receiving infliximab,
etanercept, or adalimumab (anti-TNF agents) treatment.
Important improvements monitored on MRI are promising
suggesting that these agents may change long-term
structural and functional outcomes of AS.I! Although it
is considered that ant-TNF treatment will decrease CVD
in RA and patients with AS compared to standard treatment,
the results in studies differ.['¢1")

Myocardial ~ strain  imaging is an  advanced
echocardiographic method for measuring myocardial
deformation during contraction and relaxation.?” Strain
abnormalities have largely been defined for the diagnosis
of CVD and are sensitive for the detection of systolic
dysfunction in specific diseases causing clinical heart failure
with preserved ejection fraction (EF).!?
abnormal ventricular strain can be used as a marker of early
and subclinical heart failure. In comparison to the controls,
significantly lower strain values were observed in patients
with RA without CVD.1#!

I Therefore, an

Karadeniz Yonak et al. Anti-TNF treatment, strain echo in rheumatologic disease

The reason why patients with RA and AS were included
in the study was that TNF-alpha is a common pathogenic
cytokine for both inflammatory arthritis and anti-TNF
drugs. This study analyzed the change in cardiovascular risk
factors in patients with RA and AS after 6-month anti-TNF
treatment and to assess EF, left ventricular end-diastolic
diameter (LVEDD), and left ventricular end-systolic
diameter (LVESD) with standard echocardiography and left
ventricular global longitudinal strain (LVGLS) with strain
echocardiography.

Materials and Methods

The Clinical
Research Ethics Committee approved our study with
protocol no 09.2012.0203 in 20.12.2012. The study group
included 30 patients (12 RA, 18 AS) who were examined at
the Rheumatology Outpatient Clinic of Marmara University
between December 2012 and June 2014. Detailed informed
consent was obtained from the patients. Twelve patients
with RA met the criteria of the 2010 ACRZEULAR RA
classification criteria, 18 patients with AS were selected

Marmara University Non-Invasive

according to ASAS criteria, and none of the patients used
anti-TNF drugs before the study. All patients were assessed
at the beginning of the treatment and in the 6" month of
anti-TNF (infliximab, adalimumab, etanercept, golimumab)
treatment. Patients with cardiac failure, valvular heart
disease, coronary artery disease, pulmonary disease, liver
disease, and renal disease, and patients using cardiac
medications were excluded from the study.

Patients” demographic data, characteristics of disease,
symptoms, and duration of disease, extra-articular symptoms,
classes of medications [disease modifying anti-rheumatic
drugs (DMARD) or anti-TNF] were recorded. Also,
comorbidities, cardiovascular risk factors such as diabetes
mellitus, hypertension, hyperlipidemia, smoking, obesity,
and body mass index were recorded. Patients’ arterial blood
pressure, electrocardiography (NihonKohden, Cardioflex,
Japan-12  derivation ECG machine) findings, high-
density lipoprotein (HDL), triglyceride (T'G), low-density
lipoprotein (LDL), total cholesterol, brain natriuretic
peptide, and acute phase reactants [erythrocyte sedimentation
rate (ESR), C-reactive protein (CRP)] were measured.
Disease activity score (DAS)28 was used for patients with
RA and Bath Ankylosing Spondylitis Disease Activity index
(BASDAI) was used for patients with AS to determine
disease activities. Health Assessment Questionnaire (HAQ)
and Bath Ankylosing Spondylitis Functional Index (BASFT)
were used to determine the functional disability of RA and
AS, respectively.



Standard and Two-dimensional Speckle Tracking
Echocardiography

All patients underwent a complete transthoracic
echocardiographic examination with a commercially available
echocardiography device (Vivid 7, GE Vingmed Ultrasound
AS, Horten, Norway) with the help of a single experienced
cardiologist, who was not aware of the treatment status of
the patient. Intrarater correlation analysis was performed to
assess reliability.

Data were collected with a 3.5-MHz transducer at
a depth of 16 cm in the parasternal and apical views
(standard parasternal short-axis from midventricular level,
apical long-axis, two-chamber, and four-chamber images).
Standard M-mode, 2D, and color-coded tissue Doppler
imaging (TDI) parameters were acquired during a breath-
hold, stored in a cine loop format from three consecutive
beats, and transferred to a work station for further offline
analysis (Echo PAC 6.1; GE Vingmed Ultrasound AS). Gain
settings, filters, and pulse repetitive frequency were adapted
to optimize color saturation, and a color Doppler frame
scanning rate of 100-140 Hz was used for color TDI images
and grey scale images at a frame rate of 44-82 frames/s.
Conventional echocardiographic parameters were measured
according to the recent guidelines of the American Society
of Echocardiography.?

Apical four-chamber, two-chamber, and long-axis views
were used for longitudinal strain analysis. End-systolic
regions of interest were traced on the endocardial cavity
(minimum cavity area) using a point-and-click approach with
special care taken to adjust the tracking of all endocardial
segments. Global longitudinal strain (GLS) was derived
from the average of longitudinal strain values in the apical
four-chamber, two-chamber, and long-axis views.

Statistical Analysis

NCSS (Number Cruncher Statistical ~ System)
2007&PASS (Power Analysis and Sample Size) 2008
Statistical Software (Utah, USA) was used in statistical
analysis. Variables were expressed as numbers and percentiles
while descriptive statistics were used for numerical variables
(mean, standard deviation, median, minimum, maximum).
Fisher’s Exact test was used to compare qualitative data,
Paired Samples t-test was used for intra-group comparisons
of normally distributed parameters, Wilcoxon Signed-Ranks
test was used for intra-group comparisons of non-normally
distributed parameters and reliability between GLS-1, GLS-
2 was assessed by Cronbach’s alpha. P<0.05 was considered
as a significant value.
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Results

Patients’ demographic characteristics, smoking history,

treatments, and extra-articular involvement are given in

Table 1 and Table 2.

Of the patients, 63.3% (n=19) used methotrexate, 80.0%
(n=24) used one of the other DMARD and 56.7% (n=17)

used steroid.

Comparison of data and laboratory findings after the

6-month treatment is shown in Table 3. Pulse rate, ESR,

and CRP significantly decreased after 6 months compared

to the beginning.

There was a significant decrease in HAQ, DAS2S,
BASDAI, and BASFI scores after 6-month anti-TNF

treatment (p=0.001, p=0.002,

respectively) (Table 4).

p=0.002, and p=0.028

The decrease observed in EF, LVEDD, and LVESD
values 6 months after anti-TNF treatment was not

Table 1. Distribution of descriptive characteristics

(n=30) Median (min-max)
Age 39 (21-62)
Disease duration 2.5(1-24)
n (%)

Male 18 (60)
Gender

Female 12 (40)
Smoking history 14 (46.7)
Smoking (packs/years) 8.5 (1-40)
Active smoking 8(26.7)
Hypertension 3(10)
Diabetes mellitus 3(10)
Hyperlipidemia 1(3.3)

Non-parametric tests: Median (min-max) values were used. max: Maximum, min:

Minimum

Table 2. Disease involvements and treatments

RA 12 (40)
Deformity-disability 2(16.7)
. . AS 18 (60)
Diagnosis L
Axial involvement 17 (94.4)
Peripheral arthritis 8 (44.4)
Enteropathy 1(5.6)
Extra-articular involvement 2(6.7)
Uveitis 1(50)
Keratoconjunctivitis sicca 1 (50)
INF 4(13.3)
ADA 17 (56.7)
Anti-TNF
ETA 6 (20)
Goul 3(10)

ADA: Adalimumab, anti-TNF: Anti-tumor necrosis factor, AS: Ankylosing spondylitis,
ETA: Etanercept, GOLI: Golimumab, INF: Infliximab, RA: Rheumatoid arthritis




statistically significant (p>0.01). When we evaluated intra
correlation analysis for the GLS-1 and GLS-2 variables
in our study, the correlation coeflicient was found to be
r=0.637, which was statistically moderate reliable. Regarding
strain echocardiographic parameters, the decrease observed
in LVGLS in the sixth month compared to the pretreatment
period was statistically significant (p<0.01) (Table 5).

Table 3. Comparison of data and laboratory findings at months 0 and 6

There was a negative but not statistically significant
31.8% correlation between LVGLS and CRP values at week
0 (r=-0.318; p=0.087; p>0.05) and no statistically significant
correlation in terms of changes was observed after 6-month
treatment (p>0.05). There was no statistically significant
correlation between LVGLS change after 6-month therapy
and ESR changes observed in the same period (p>0.05)
(Table 6).

Median, (min-max)

Month 0 Month 6 p
BMI 27.15(18.00-43.30) 26.35(18.00-43.30) 0.796
Systolic 120.00 (80-140) 120.00 (80-160) 0.406
Diastolic 80.00 (60-95) 80.00 (60-100) 0.724
Pulse Rate 76.00 (61-96) 70.00 (47-104) 0.004**
LDL 103.00 (22-158) 102.50 (24-162) 0.489
HDL 45.50 (22-85) 47.50 (28-82) 0.273
TG 97 (43-432) 104.50 (26.00-263.00) 0.261
TG/HDL 2.26 (0.62-16.00) 2.01(0.64-9.39) 0.199
ESR (n=29) 29 (2-96) 7 (1-48) <0.001**
CRP 15.05 (0.10-128.00) 4.15(0.20-78.90) 0.021*
ProBNP (n=27) 45 (10-198) 38 (5-197) 0.132

Non-parametric distribution: Wilcoxon Signed Ranks test was used. BMI: Body mass index, CRP: C-reactive protein, ESR: Erythrocyte sedimentation rate, HDL: High-density
lipoprotein, LDL: Low-density lipoprotein, max: Maximum, min: Minimum, ProBNP: Brain natriuretic peptide, TG: Triglyceride

Table 4. Assessments by HAQ, DAS28, BASDAI, and BASFI

Month 0

Month 6 p

Median (min-max)

Median (min-max)

HAQ (n=30) 0.38 (0.00-2.00) 0.02 (0.00-1.09) 0.001**
DAS28 (n=12) 4.81(3.67-7.18) 2.54(1.12-3.00) 0.002**
BASDAI (n=18) 5.30 (0.60-8.50) 0.80 (0.00-6.70) 0.002**
BASFI (n=18) 15.00 (0.00-82.00) 1.00 (0.00-56.00) 0.028*

Wilcoxon signed rank test. *p<0.05 **p<0.01. BASDAI: Bath Ankylosing Spondylitis Disease Activity Index, BASFI: Bath Ankylosing Spondylitis Functional Index, HAQ: Health

Assessment Questionnaire, max: Maximum, min: Minimum

Table 5. Echo and strain values

Median (min-max) p
n=30 Month 0 Month 6
EF 65.00 (51-75) 64.00 (55-75) 0.828
LVEDD 46.50 (37-54) 44.00 (39-57) 0.079
LVESD 29.00 (23-40) 28.00 (23-38) 0.170
LVGLS 21.40(17.10-28.70) 18.60 (16.40-25.10) 0.001**

Wilcoxon Signed Ranks test. **p<0.01. EF: Ejection fraction, LVEDD: Left ventricular end-diastolic diameter, LVESD: Left ventricular end-systolic diameter, LVGLS: Left ventricular

global longitudinal strain, max: Maximum, min: Minimum

Table 6. Correlation between LVGLS, CRP and ESR values

LVGLS

Month 0 Month 6 Difference

er p er P er p
CRP -0.318 0.087 -0.048 0.801 -0.21 0.263
ESR -0.159 0.401 0.045 0.816 -0.160 0.408

er: Spearman correlation coefficient, CRP: C-reactive protein, ESR: Erythrocyte sedimentation rate, LVGLS: Left ventricular global longitudinal strain
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Discussion

In the study, a significant decrease was observed in HAQ,
DAS28, BASDAI and BASFI scores, pulse rate, CRP, and
ESR after 6-month anti-TNF treatment. LVGLS, one of
the strain echocardiographic parameters, was statistically
and significantly decreased. No statistically significant
change was recorded in EF, LVEDD, and LVESD values,
and T'G, LDL, HDL, and cholesterol levels.

Although an increased risk of CVD in patients with RA
and AS is accepted as multifactorial, an important rate of
this increase is considered to be associated with systemic
inflammation. An increase in cytokines, such as TNF-
alfa causes changes in vascular structures accelerating the
atherosclerosis process including endothelial dysfunction,
secondary dyslipidemia, and coagulation cascade activation.
The early diagnosis of CVD in autoimmune diseases
positively affects the long-term prognosis.’”! TNF-alfa
inhibition is considered to decrease the development of
atherosclerosis and CVD. [l

Mathieu et al.’ stated on 34 patients with AS in a
14-week period that increased values of total and HDL
cholesterol in patients receiving anti-TNF treatment did
not affect the atherogenic index, which is a risk factor for
cardiovascular events. There was no change in the TG and
LDL-C values of the patients. Spanakis et al.?”! stated on
60 patients (24 with RA, 26 with AS, and 10 with psoriatic
arthritis) in 24 weeks that low but continuous increase in
serum HDL cholesterol level in patients receiving infliximab
treatment for one month may have a positive effect on
decreasing the risk of CVD. It was reported in the study
by Van Halm et al.”® that an increase in disease activity in
patients with AS was associated with a decrease in lipid levels.
The 30 mm increase in ESR in the first hour was associated
with a 6% decrease in total cholesterol and an 11% decrease
in HDL. The decrease in HDL cholesterol is nearly two
times more than the decrease in total cholesterol and causes
an atherogenic lipid profile. Kiortsis et al.?” reported in
their study on 82 patients (50 with RA and 32 with AS) in
a 6-month period that infliximab treatment had a neutral
effect on lipid profile. This was because no significant
change was recorded in the total cholesterol/HDL and TG/
HDL ratios and in LDL and HDL cholesterol although TG
and total cholesterol levels significantly increased. Cauza et
al.B% reported in their study on 15 patients (7 with RA and
8 with Psoriatic arthritis) in the 6 weeks that there was an
increase in T'G levels of patients after infliximab treatment
and a decrease in HDL values. No significant change was
recorded in the total and LDL cholesterol levels. Popa et
al.Blrecorded an increase in total and HDL cholesterol levels
with infliximab treatment in patients with RA in 2 weeks.

There were no significant changes in plasma concentrations
of lipid fractions excluding TG after 6-month anti-TNF
treatment. An increase was recorded in the total cholesterol
and LDL-C values after one year of treatment.

Contrary to the study of Mathieu et al.?? in our study
no statistically significant change was recorded in the HDL
values of patients after six months anti-TNF treatment,
which was similar to the study of Popa et al.*"In our study,
there was no significant difference in TG values, which
were different from the findings in the study by Popa et
al.BY. When the lipid levels of the patients were assessed, no
statistically significant difference was found in HDL, LDL,
TG values in the 6™ month of anti-TNF treatment.

There are studies on the standard echocardiography
to assess the effect of anti-TNF drugs on cardiac failure.
Kotyla et al.B? reported an increase in the left ventricular
EF of patients after a 12-month anti-TNF treatment in
their study on 23 patients with RA. In the study by Bragagni
et al.”, a decrease was recorded in the systolic function
of 9 patients with RA without cardiac pathology just after
infliximab infusion. In the study by Curtis et al.?’l, 4,018
patients with RA and Crohn’s disease were followed up for
18 months and no significant difference was found between
patients receiving TNF-alpha antagonist drugs and those
who did not receive, in terms of cardiac failure. Wolfe and
Michaud®¥ reported in their study on 13,171 patients with
RA that cardiac failure was less common in the group anti-
TNF treatment group. In the study by Cole et al.**], there
was no significant difference between groups receiving and
not receiving anti-INF treatment in terms of mortality
and congestive cardiac failure. In the meta-analysis of
Singh, biological agents and other treatment options were
compared and no significant difference was found in the
incidence rate of congestive cardiac failure.’® In our study,
there was no statistically significant difference between the
EF values of patients at the beginning and after 6 months of
anti-TNF treatment.

An early assessment of ventricular dysfunction is
important in patients with RA especially when starting anti-
TNF treatment. Speckle tracking is a non-invasive screening
technique for assessing early subclinical dysfunction that
cannot be detected by the conventional echocardiography.
Although there is no consensus on GLS values in studies on
speckle tracking, echocardiography GLS values of patients
with RA were lower than those of the healthy control group.

In our study, the clinical activity scores were improved
following the biologics, however we noted a deterioration
in GLS. In the assessment with standard echocardiography,
no statistically significant difference was recorded in EF
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and LVEDD six months after the treatment. Sitia et al.l?*!
compared 20 patients with RA without CVD and 20 healthy
controls and found no difference in EF in normal standard
echocardiography after 4 months, but there was a significant
decrease in left ventricular strain values. Ikonomidis et al.”!
compared 46 patients with RA without CVD and 23 healthy
controls and found a significant decrease in strain values in
the RA group. In the same study, strain values of patients
receiving the interleukin-1 antagonist (anakinra) and 30-day
prednisolone treatment were compared and improvement
was observed in the left ventricular strain value in the
anakinra group. Vizzardi et al.’® found no change in the
GLS value in their study on 13 patients with RA receiving
anti-TNF treatment for 1 year. Baniaamam et al.?! found
no changes in GLS and EF values after 6 months of anti-
TNF treatment. The reason of the deterioration in GLS
in our study may be due to the disease itself or anti-TNF
therapy.

Study Limitations

Similar to our study, there were studies in which patients
with RA and AS were evaluated together.?’?! The reason
we included two groups in the study were to reach sufficient
number of patients. The relatively small study sample may
have obscured potentially significant results. The small
number of patients (n=30), insufficient follow-up period, the
evaluation of patients’ echocardiograhic values by a single
cardiologist and heterogeneity of the patient group were the
limitations of our study.

Conclusion

Assessment with myocardial strain imaging in addition
to the standard echocardiography might be a useful method
for the follow-up of patients with high cardiovascular risk,
such as patients with RA and AS for the early development
of cardiac failure.
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Abstract

Objective: We investigated the frequency and severity of restless leg
syndrome (RLS) and sleep quality in granulomatosis with polyangiitis
(GPA) patients.

Methods: A cross-sectional study was conducted on GPA patients. A
control group was formed from patients of similar age and gender.
Demographic, clinic and laboratory data were recorded. In the GPA
group, disease activity was evaluated with Birmingham Vasculitis
Activity score for Wegener Granulomatosis, disease-related damage
by vasculitis damage index (VDI), quality of life (QoL) was by health
assessment questionnaire (HAQ). In both groups, RLS diagnosis was
confirmed and severity was measured according to the International
Restless Legs Study Group criteria. Sleep quality was evaluated by the
Pittsburgh Sleep Quality index (PSQI), sleepiness the Epworth Sleepiness
scale, level of depression by the Beck Depression index (BDI).

Results: Out of total 55 GPA patients, 36 who could be reached
and who agreed to participate and meet the inclusion criteria were
enrolled. The control group comprised 35 subjects. Age and sex
were similar between groups. The frequency of RLS was similar
between groups (19.4% vs. 17.1%, p=0.802). RLS severity score
was indifferent. PSQI and BDI scores were increased in GPA. When
parameters in GPA patients with and without RLS were compared,
no significant differences were observed except for the cardiovascular
damage domain of VDI. RLS severity scores did not correlate with other
parameters. PSQI scores had significantly correlated with HAQ and BDI.

Conclusion: The frequency of RLS was not increased in GPA compared
with controls. Sleep quality was impaired and was observed to be
related to worse QoL and higher scores for depression.

Keywords: Granulomatosis with polyangiitis, ANCA, restless leg
syndrome, sleep quality

0Oz

Amac: Bu calismada, grantlomatéz polianjit (GPA) hastalarinda
huzursuz bacak sendromu (HBS) sikliginin, siddetinin ve uyku kalitesinin
degerlendirilmesi amaclanmistir.

Yontem: Klinigimizde takip edilen eriskin GPA hastalari kesitsel olarak
calismaya dahil edildi. Benzer yas ve cinsiyet 6zelliklerine sahip saglikli
gondlltlerden bir kontrol grubu olusturuldu. Demografik, klinik ve
laboratuvar bilgileri kaydedildi. Hasta grubunda hastalik aktivite dtzeyi
Birmingham Vaskdlit Aktivite skoru-Wegener Grantlomatozu (BVAS/
WG), GPA iliskili hasar vaskiilit hasar indeksi (VHI), yasam kalitesi Saglik
Degerlendirme Anketi (SDA) ile skorlandi. Her iki grupta HBS tanisi ve
siddeti Uluslararasi Huzursuz Bacak Sendromu Calisma Grubu tani ve
hastalik siddeti kriterlerine gore belirlendi. Uyku kalitesi, Pittsburgh
Uyku Kalitesi indeksi (PUKI), uykululuk hali Epworth Uykululuk skalasi,
depresyon diizeyi Beck Depresyon indeksi (BDI) ile 6lctldi.

Bulgular: Elli bes GPA hastasindan ulasilan, katilmayi kabul eden
ve dislama kriteri olmayan 36 hasta calismaya dahil edildi. Otuz bes
saglikli gondlliiden kontrol grubu olusturuldu. iki grup arasinda yas
ve cinsiyet yonunden anlamli fark saptanmadi. GPA grubunda HBS
sikligl % 19,4 kontrol grubunda % 17,1 olarak saptandi (p=0,802). HBS
siddet skorlari iki grup arasinda anlamli olarak farkli degildi. PUKi ve
BDI skorlari GPA grubunda daha yiiksekti. HBS olan ve olmayan GPA
hastalar karsilastinldiginda BVAS/WG, VHi skorlari benzerdi. VHI alt
gruplarina bakildiginda sadece kardiyovaskiler hasar HBS grubunda
anlamli olarak daha fazlaydi. HBS siddet skorlari ile diger parametreler
arasinda korelasyon saptanmazken, PUKi ile BDi ve SDA arasinda
anlamli korelasyon saptandi.

Sonuc: GPA hastalarinda HBS sikligi kontrol grubuna gére anlamli artis
gostermemekle beraber uyku kalitesi skorlari GPA hastalarinda daha
kotl olarak izlendi, depresyon ve yasam kalitesi bozuklugu ile iliskili
oldugu goralda.

Anahtar Kelimeler: Grantlomatéz polianjit, ANCA, huzursuz bacak
sendromu, uyku kalitesi
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Introduction

Granulomatosis  with polyangiitis (GPA, formerly
known as Wegener’s granulomatosis) is an anti-neutrophil
cytoplasmic antibody associated vasculitis (AAV), which
affects various organ systems including the upper air ways,
lungs, kidneys, nervous system, gastrointestinal system,
and musculoskeletal system leading to mortality and
varying degrees of morbidity, inevitably causing significant
deterioration in the individual’s quality of life (QoL).[\
In chronic rheumatic conditions like GPA, in addition
to disease-related organ damage, several other factors
may contribute to altered QoL, such as socio-economic
impairment, mood disorders, neurocognitive changes and
hampered sleep quality.

Restless leg syndrome (RLS) is a neurologic disorder

symptoms
unpleasant sensations and urgency to move the limbs

characterized by sensorimotor comprising
occurring especially at rest and/or at night, predominantly
affects the lower limbs, causing sleep disturbance even to
the point of insomnia.?’! RLS is a common disorder with an
incidence of 5-15% in the general population.™’! Several
studies have investigated the frequency of RLS and effects
on sleep quality in rheumatic disorders, indicating an
increased incidence./“"¥ However, the frequency of RLS and
its impact on sleep quality and overall QoL in GPA are yet
to be elucidated.

The impact of GPA on QoL has been demonstrated
in various studies.»'*! Results from several studies imply
that sleep quality may be a factor affecting overall QoL in
AAV. In a systematic review of the literature, Mercuzot et
al." identified sleep disturbances as one of the main aspects
affecting the physical component scale of short form 36 in
patients with AAV. Likewise, Basu et al.['¥ demonstrated that
sleep disturbance is a factor strongly associated with physical
and mental component scale scores in AAV. Accordingly, as
a disorder significantly impairing sleep quality, RLS may be
an overlooked comorbidity in GPA, further contributing to
deteriorated QoL.

Here in this study, we investigated the frequency and
severity of RLS and sleep quality in our GPA patients and
their impact on QoL. We additionally evaluated patient
characteristics, which may be related to RLS occurrence. To
the best of our knowledge, this is the first study to investigate
RLS in GPA patients.

Materials and Methods

A cross-sectional, single-centre study was conducted in
a cohort formed from adult patients who had been followed

up in our clinic with a diagnosis of GPA for at least 3
months. Patients of this cohort were either evaluated during
follow-ups or reached via telephone and a visit was arranged
upon consent to participate. Patients who did not meet the
American College of Rheumatology 1990 Classification
Criteria for Wegener’s Granulomatosis or 2022 American
College of Rheumatology/European Alliance of Associations
for Rheumatology Classification Criteria for GPA and
patients who did not want to participate were excluded.
07181 A control group was formed of healthy volunteers with
similar age and sex characteristics. Informed consent was

obtained from all the participants.

Data regarding demographics, clinical characteristics,
treatment history and active treatment agents were collected.
The last value in the hospital database for each laboratory
parameter was recorded. The disease activity was evaluated
by the Birmingham Vasculitis Activity Score for Wegener
Granulomatosis (BVAS/WG) while disease-related damage
was measured by the Vasculitis Damage Index (VDI).[20
Baseline Five Factor Scale (FFS) was calculated.?!

RLS diagnosis was made in accordance with the
International Restless Study Group (IRLSSG)
Diagnostic Criteria for RLS.?? In subjects with a diagnosis
of RLS, symptom severity was assessed by calculation of
International RLS Rating Scale (IRLSRS) scores.*’!

In GPA patients and healthy volunteers, sleep quality
was evaluated by the Pittsburgh Sleep Quality Index (PSQI),
daytime sleepiness by the Epworth Sleepiness Scale (ESS),
the level of depression the Beck Depression Index (BDI).*

26

Legs

I QoL was assessed by Health Assessment Questionnaire
(HAQ) in GPA patients.?”

Statistical Analysis

Statistical Package for the Social Sciences (SPSS) v22.0
was used to analyse data. Continuous variables were checked
for normal distribution with Kolmogorov-Smirnov test and
additionally with visual analyses by plots and histograms.
According to normality, continuous variables were presented
either with median [interquartile range (IQR) or minimum
(min)-maximum (max)] or mean + standard deviation (SD).
Mann-Whitney U or Students t-tests were used to compare
continuous variables according to normality. Categorical
variables were presented with numbers and percentages
and compared by x* test. Correlations between continuous
and ordinal variables were investigated by Spearman’s Rho.
Correlations with a coefficient (r) between 0.5-0.7 considered
moderate, 20.7 considered strong and <0.5 considered week.
P-values <0.05 were considered statistically significant for
all analyses.
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Ethics approval (E1-22-2633) was obtained from
institutional ethics committee. Accordingly, the study was
conducted in the guidance of the ethical standards laid down
by 1964 Declaration of Helsinki and its later amendments.

Results
Out of a total 55 GPA patients, 36 who could be reached,

agreed to participate, and met the inclusion criteria were
enrolled. The control group comprised 35 healthy subjects.
Demographics of both groups and clinical characteristics
of GPA patients are presented in Table 1. No significant
differences between age, gender and body mass index were
observed between the groups. Among GPA patients 69.4%
had at least one comorbidity, with hypertension being the
most common (33.3%). Median (min-max) VDI score was

1.0 (0.0-4.0) and BVAS/WG score was 1.0 (0.0-7.0) in the
GPA group.

The number of patients with RLS according to the
IRLSSG criteria was similar between GPA patients
and control group (19.4% vs 17.1%, p=0.802). Among
patients with the RLS, the severity score was also similar
[median (IQR): 17.0 (17.0) vs 12.5 (11.8), p=0.164]. PSQI
scores [median (IQR): 5.0 (4.8) vs 3.0 (4.0), p=0.001]
and BDI scores [median (IQR): 12.0 (10.5) vs 4.0 (9.0),
p=0.003] were significantly higher in GPA patients. ESS
scores showed no significant difference among the groups

(Table 2).

A comparison of demographics, clinical characteristics,
baseline FFS, VDI and BVAS/WG scores and treatment
history among GPA patients with and without RLS is

Table 1. Demographics and clinical characteristics of granulomatosis with polyangiitis patients and control subjects

Avascular necrosis

GPA Control
n=36 n=35 P
Age, years, median (IQR) 51.0(17.5) 46.0 (16.0) 0.455
Gender, male, number (%) 16 (44.4) 14 (40.0) 0.705
BMI, median (IQR) 27.5(6.5) 26.6 (6.5) 0.675
Patients with =1 comorbidities, number (%) 25 (69.4)
Comorbidities, number (%)
Hypertension 12 (33.3)
Chronic kidney disease 6(16.7)
End-stage renal disease 2 (5.6)
Osteoporosis 5(13.9)
Diabetes 2(
Cataract 1(
(
(

Malignancy 2 (5.
Coronary artery disease 1(2.8)
Other 14 (38.9)
Active smokers, number (%) 4(11.1)
Time from symptom onset, months, median (IQR) 40.0 (68.0)
Time from diagnosis, months, median (IQR) 36.0 (69.0)
cANCA positivity in IFA, number (%) 22 (77.8)
PR3 positivity in ELISA, number (%) 27 (75.0)
VDI score, median (min-max) 1.0 (0.0-4.0)
FFS at baseline, median (min-max) 0(0.0-2.0)
BVAS/WG, median (min-max) 1.0(0.0-7.0)
Treatments

Glucocorticoids, ever users, number (%) 36 (100)
CTX ever users, number (%) 25 (69.4)
RTX ever users, number (%) 10 (27.8)
MMF ever users, number (%) 6(16.7)
AZA ever users, number (%) 18 (50.0)
MTX ever users, number (%) 10 (27.8)

ANCA: Antineutrophil cytoplasmic antibody, AZA: Azathioprine, BMI: Body mass index, BVAS/WG: Birmingham Vasculitis Activity Score for Wegener’s Granulomatosis, CTX:
Cyclophosphamide, ELISA: Enzyme-linked immunosorbent assay, FFS: Five factor Scale, GPA: Granulomatosis with polyangiitis, IFA: Immunofluorescence assay, IQR: Interquartile
range, MMF: Mycophenolate mofetil, MTX: Methotrexate, PR3: Proteinase 3, RTX: Rituximab, VDI: Vasculitis Damage Index
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Table 2. Data regarding restless leg severity, sleep quality, sleepiness and depression in groups

GPA Control p
n=36 n=35
Subjects with restless leg syndrome, number (%) 7 (19.4) 6(17.1) 0.802
IRLSRS score, median (IQR)* 17.0(17.0) 12.5(11.8) 0.164
PSQI score, median (IQR) 5.0 (4.8) 3.0(4.0) 0.001
ESS score, median (IQR) 2.5(3.8) 3.0(4.0) 0.852
BDI score, median (IQR) 12.0(10.5) 4.0 (9.0) 0.003

*Calculated only in subjects with restless leg syndrome. BDI: Beck Depression Index, ESS: Epworth Sleepiness Scale, GPA: Granulomatosis with polyangiitis, IRLSRS: International

Restless Legs Study Group Rating Scale, IQR: Interquartile range, PSQI: Pittsburgh Sleep Quality Index

presented in Table 3. No significant differences were
observed except for cardiovascular damage domain of VDI
between groups (14.3% vs 0%, p=0.028). Among laboratory
parameters, the median ferritin level was lower and
frequency of proteinuria was higher in patients with RLS,
without reaching statistical significance (Table 3).

Restless leg severity scores did not significantly correlate
with VDI, BVAS/WG, PSQI, BDI, HAQ and ESS scores
(Table 4). PSQI scores significantly positively correlated
with HAQ and BDI scores (r=0.487, p=0.003 and r=0.457,
p=0.005, respectively). The mean + SD HAQ score was
0.19+0.39 in the GPA group. When PSQI, BDI, ESS and
HAQ scores were compared between GPA patients with
and without RLS, no significant differences were observed
(p=0.505, p=0.480, p=0.206, p=0.165, respectively).

Discussion

In our study, we observed a frequency of 19.4% for RLS
in GPA patients, which was similar to the control group.
PSQI scores indicate a significant impairment of sleep
quality in the GPA group. PSQI scores correlated with BDI
and HAQ, which may indicate the deteriorating effect of
sleep impairment on mood and QoL. We did not observe
such a correlation with RLS symptom severity in our patient
population. No significant risk factor for the occurrence of
RLS could be identified except for cardiovascular damage.
Our results imply a similar effect of increased rates of renal
and musculoskeletal damage without reaching statistical
significance.

Increased rates of RLS under rheumatic conditions have
been reported in various studies. The prevalence of RLS has
been reported to be 14.3% and 19.1% among patients with

rheumatic diseases.[6-13:28-31

I More specifically, a frequency
of approximately 20-31% had been reported in rheumatoid
arthritis, 30% in ankylosing spondylitis, 15-64% in psoriatic
arthritis, 31-38% in lupus, 15% in Sjogren’s disease, 41%
in systemic sclerosis, and 29% in Behget’s syndrome./s-
1328311 In two studies involving adults from our country
originating from two different geographical regions, the

prevalence of RLS was observed to be 3.4% and 5.5% in the

general population.?>*! We observed a frequency of 19.4%
in our GPA patients, implying an increased prevalence
compared to the general population with a similar rate as in
other rheumatic diseases. However, when compared to our
control group with similar age and gender characteristics, a
significantly increased frequency was not observed.

The true etiology of RLS is yet to be fully clarified.
Nevertheless, several factors have been demonstrated to be
associated with the occurrence of RLS, such as age, gender,
presence of comorbidities like iron deficiency, diabetes
mellitus and nervous system disorders.*? Furthermore,
immune system alterations have also been suggested to play
a role in the development of RLS. In an immune-mediated
clinical scenario-like GPA in various organ systems can
be involved leading to significant deteriorations in QoL,
disease-related damage, disease activity and long-term
administration of immunosuppressants may also be related
to the presence of RLS. In our study, when we compared
the demographic and clinical characteristics of our GPA
patients with and without RLS, we did not observe any
significant differences between demographics, frequency of
comorbidities and iron deficiency parameters. Regarding
disease-related parameters, again no significant differences
were observed in symptom duration, disease activity, overall
disease-related damage and treatment regimens. When
disease-related damage was investigated organ system wise,
only cardiovascular damage was observed to be potentially
related to RLS development and despite similar trend being
observed with musculoskeletal and renal damage, it did not
reach statistical significance. There are contradictory results
in the literature regarding the risk of RLS occurrence among
patients with cardiovascular disease. Several large population-
based cohorts failed to demonstrate a relationship between
RLS and cardiovascular disease.’¥ Yet, it has also been
reported that there may be a time-dependent association
between RLS and cardiovascular disease, particularly in
patients with RLS symptoms over three years. However,
our sample size is too small to demonstrate such time-
dependent relation. Interestingly, none of the five patients
with neuropsychiatric damage had symptoms of RLS.

Ulusal Romatoloji Dergisi / Journal of Turkish Society for Rheumatology « Cilt / Volume 14 « Sayi / Issue 3 « Aralik / December 2022 NP/




Table 3. Clinical and laboratory characteristics of granulomatosis with polyangiitis patients with and without restless leg syndrome

With RLS Without RLS P

n=7 n=29
Age, years, median (IQR) 50.0 (24.0) 51.0(18.0) 0.387
Gender, male, number (%) 3(42.9) 13 (44.8) 0.925
BMI, median (IQR) 27.9(7.2) 26.8 (6.6) 0.789
Patients with =1 comorbidities, number (%) 6 (85.7) 19 (65.5) 0.298
Time from symptom onset, months, median (IQR) 27 (36) 48 (71) 0.387
BVAS/WG, median (min-max) 1.0(0.0-3.0) 1.0(0.0-7.0) 0.584
FFS at baseline, median (min-max) 0 (0.0-1.0) 0 (0.0-2.0) 0.410
VDI score, median (min-max) 1.0(0.0-2.0) 1.0(0.0-4.0) 0.318
Patients with involvement in VDI domains, number (%)
Musculoskeletal 1(14.3) 2 (6.9) 0.455
Skin/mucous membranes 0(0) 1(3.4) 0.638
Ocular 0(0) 1(3.4) 0.638
ENT 1(14.3) 16 (55.2) 0.072
Pulmonary 0(0) 0(0)
Cardiovascular 1(14.3) 0 (0) 0.028
Peripheral vascular disease 0 (0) 1(3.4) 0.638
Gastrointestinal 0 (0) 0 (0)
Renal 2 (28.6) 5(17.2) 0.395
Neuropsychiatric 0(0) 5(17.2) 0.262
Other 0(0) 2(6.9) 0.500
Treatments
Glucocorticoids, ever users, number (%) 7 (100) 7 (100) 1.000
CTX ever users, number (%) 5(71.4) 20 (68.9) 0.899
RTX ever users, number (%) 2(28.6) 8(27.6) 0.958
MMF ever users, number (%) 2(28.6) 4(13.8) 0.346
AZA ever users, number (%) 3(42.9) 15(51.7) 0.674
MTX ever users, number (%) 2(28.6) 8(27.6) 0.958
Laboratory parameters
Haemoglobin, g/dL, median (IQR) 12.3(1.9) 12.9(1.7) 0.165
Serum iron, ug/dL, median (IQR) 49.0 (50.0) 54.0 (34.0) 0.257
Total iron binding capacity, ug/dL, median (IQR) 263.0 (108.0) 277.0(110.0) 0.647
Serum ferritin, ug/L, median (IQR) 14.5 (349.4) 48.0 (380.5) 0.308
Patients with iron deficiency anaemia, number (%) 1(14.3) 4(13.8) 0.973
TSH, mU/L, median (IQR) 1.9(0.7-2.2) 1.5(0.1-3.4) 0.746
Free T4, ng/dL, median (IQR) 0.9(0.8-1.0) 1.1(0.0-1.3) 1.000
Patients with > 1+ proteinuria in urinalysis, number (%) 3(42.9) 5(17.2) 0.143

AZA: Azathioprine, BMI: Body mass index, BVAS/WG: Birmingham Vasculitis Activity Score for Wegener's Granulomatosis, CTX: Cyclophosphamide, ENT: Ear nose throat, FFS:
Five factor Scale, IQR: Interquartile range, MMF: Mycophenolate mofetil, MTX: Methotrexate, RLS: Restless leg syndrome, RTX: Rituximab, TSH: Thyroid-stimulating hormone,

VDI: Vasculitis Damage Index

Table 4. Correlations between IRLSRS, ESS, PSQI, BDI, HAQ scores and BVAS/WG, VDI scores in GPA patients

IRLSRS ESS PSQI BDI HAQ BVAS/WG VDI

r 1.000 0.207 0.157 0.116 0.294 0.094 -0.204
IRLSRS

p 0.227 0.359 0.502 0.081 0.586 0.246
Ess r 0.207 1.000 0.253 0.305 0.309 0.041 -0.120

p 0.227 0.137 0.071 0.067 0.813 0.500
PSQI r 0.157 0.253 1.000 0.457 0.487 0.285 -0.287

p 0.359 0.137 0.005 0.003 0.092 0.099

BDI: Beck Depression Index, BVAS/WG: Birmingham Vasculitis Activity score for Wegener’s Granulomatosis, ESS: Epworth Sleepiness Scale, GPA: Granulomatosis with
polyangiitis, HAQ: Health Assessment Questionnaire, IRLSRS: International Restless Legs Study Group Rating Scale, PSQI: Pittsburgh Sleep Quality Index, VDI: Vasculitis Damage

Index
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The impact of deprived sleep quality in AAV has been
reported previously.'®1 RLS is a condition that strongly
deteriorates sleep and eventually overall QoL.B! Our
results demonstrated higher PSQI scores in GPA patients,
suggesting impaired sleep quality in GPA. Furthermore,
PSQI scores significantly correlated with worse HAQ and
BDI scores, revealing the effects of impaired sleep on mood
and QoL. However, none of the PSQI, ESS, HAQ, BDI
scores had no significant differences between GPA patients
with and without RLS. Additionally, IRLSRS scores did not
correlate with PSQI, BDI, HAQ or ESS. Therefore, our
results did not demonstrate significant effects or RLS on
sleep quality, mood and QoL.

Study Limitations

Thereare several limitations to our study. Although we did
not observe an increased frequency of RLS in GPA patients
in comparison with healthy volunteers with demographics,
small sample size hinders making more accurate assumptions
regarding the true incidence of RLS in GPA. Furthermore,
not all possible confounders could be evaluated, due to small
sample size again. Lastly, electrophysiologic evaluation was
not made in asymptomatic patients, therefore the presence
of possible subclinical nerve and muscle impairment was not
demonstrated.

Conclusion

Allin all, in our study although the frequency of RLS was
increased compared to literature reportsinvolving the general
population, we did not observe a significant difference from
the healthy controls. However, sleep quality was impaired
nevertheless. Although impaired sleep quality seemed to be
related to worse QoL and higher scores for depression in the
GPA group, our results did not demonstrate effects of RLS
symptom severity on sleep quality, QoL or depression. We
did not observe any significant risk factor for the occurrence
of RLS, except for cardiovascular damage. A small sample
size warrants cautious interpretation of our results, yet
there is limited data in the literature for GPA patents
regarding the impact of impaired sleep quality and RLS as a
comorbidity on QoL. Larger studies are needed to further
elucidate the prevalence and effects of RLS in GPA.
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Abstract

Objective: Meta-analysis of randomized controlled trials showed that
plasma exchange (PLEX) has no significant effect on mortality and
reduces the 12-month risk of end-stage kidney disease at the cost
of increasing the risk of serious infections in patients with ANCA-
associated vasculitis (AAV).

Methods: We retrospectively reviewed patient charts who underwent
PLEX therapy between October 2013 and March 2022 in our apheresis
unit. Patients who were under 18 and underwent PLEX therapy for
non-rheumatic and rheumatic diseases other than AAV were excluded.
We collected all information regarding the primary indication of PLEX
therapy, procedure details, concomitant immunosuppressives, overall
survival, outcomes of organ involvement, and complications related to
PLEX therapy.

Results: Twenty-eight patients (Male/Female: 18/10) with AAV
were evaluated. Diffuse alveolar hemorrhage (DAH) was the primary
indication for PLEX therapy in 6 (21%) patients [myeloperoxidase
(MPO)/proteinase-3 (PR-3): 1/5], kidney involvement and/or DAH in

2 (79%) (MPO/PR-3: 10/11). Overall, there were 16 (57%) severe/
opportunistic infections and 5 (18%) deaths within the first three
months. One (4%) severe infection (COVID-19) and 3 (11%) deaths
were observed between 3 and 12 months. Overall, 10 (45%) patients
were hemodialysis-dependent at month three, and there were no
additional dialysis-dependent patients in the 12" month.

Conclusion: most infections and deaths occurred within the first three
months of PLEX therapy. The renal outcome was poor in patients with
high-risk baseline creatinine levels (=5.8 mg/dL). Despite this, having no
new dialysis-dependent patients between 3 and 12 months suggests
that PLEX still can be an option as an adjunct therapy, especially in
some subgroups of AAV patients in daily practice.

Keywords: Plasma exchange, plasmapheresis, anti-neutrophil

cytoplasmic  antibody-associated  vasculitis, organ  damage,
opportunistic infections, immunosuppressive agents

0Oz

Amac: Randomize kontrolli calismalarin meta analizi, plazma
degisiminin (PLEX) mortalite Gzerinde anlamli bir etkisinin olmadigini
ve ANCA-iliskili vaskulit (AAV) hastalarinda ciddi enfeksiyon riskini
artirma pahasina 12 aylik son dénem bobrek hastaligi riskini azalttigini
gostermistir.

Yontem: Aferez Unitemizde Ekim 2013-Mart 2022 tarihleri arasinda
PLEX tedavisi uygulanan hastalarin dosya kayitlari retrospektif olarak
incelendi. On sekiz yas alti ve romatizmal olmayan hastaliklar ve
AAV disindaki romatizmal hastaliklari nedeniyle PLEX tedavisi alan
hastalar calisma disi birakildi. PLEX tedavisinin birincil endikasyonu,
islem detaylari, eslik eden immunostpresifler, genel sagkalim, organ
tutulumunun sonuclari ve PLEX tedavisi ile ilgili komplikasyonlarla ilgili
tlm bilgiler toplandi.

Bulgular: AAV'li 28 hasta (Erkek/Kadin: 18/10) degerlendirildi. Difftiz
alveoler hemoraji (DAH) 6 (%21) hastada [miyeloperoksidaz (MPO)/
proteinaz-3 (PR-3): 1/5], bobrek tutulumu ve/veya DAH 22 (%79)
hastada PLEX tedavisinin birincil endikasyonuydu (MPO/PR-3: 10/11).
Genel olarak, ilk tc ayda 16 (%57) ciddi/firsatci enfeksiyon ve 5 (% 18)
6lim meydana geldi. Uc ila 12 ay arasinda bir (%4) ciddi enfeksiyon
(COVID-19) ve 3 (%11) 6lum gozlemlendi. Genel olarak, 10 (%45)
hasta Uclinct ayda hemodiyaliz bagimliydi ve 12. ayda baska diyalize
bagimli hasta olmadi.

Sonuc: Enfeksiyonlarin ve olimlerin cogu, PLEX tedavisinin ilk Uc
ayinda meydana geldi. Yuksek riskli baslangic kreatinin diizeyleri (=5,8
mg/dL) olan hastalarda renal sonuc koétlydd. Buna ragmen 3 ile 12.
aylik sure arasinda yeni diyaliz hastasinin gelismemesi bize glnluk
pratikte bazi alt grup hastalarda PLEX tedavisinin hala yardimci tedavi
olarak tercih edilebilecegini dustindtrmustur.

Anahtar Kelimeler: Plazma degisimi, plazmaferez, anti-notrofil
sitoplazmik antikorla iliskili vaskdlit, organ hasari, firsatci enfeksiyonlar,
immunosupresif ajanlar
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Introduction

Plasma exchange (PLEX) is the separation of the
plasma from the cellular components of the blood by
an extracorporeal system and its replacement with fresh
frozen plasma (FFP) and/or albumin. Therefore, harmful
immunoglobulins, immune complexes, complement
components, and cytokines, which have a role in the disease
process, are rapidly removed from the circulation. Since
PLEX is a relatively invasive and difficult to access treatment
modality high costs, it is mostly used as a salvage treatment
in critically ill patients with rheumatic disorders who do not
respond adequately to other immunosuppressive treatments
[e.g., pulse steroid, cyclophosphamide (CYC), or rituximab
(RTX)]."" The main indications of PLEX in rheumatic
diseases are as follows: ANCA-associated vasculitis (AAV),
systemic lupus erythematosus, catastrophic antiphospholipid
cryoglobulinemic  vasculitis,

syndrome, Goodpasture

syndrome, and scleroderma renal crisis.*

A recently published systematic review/meta-analysis
of randomized controlled trials (RCTSs) found that PLEX
reduced the 12-month risk of end stage kidney disease,
increased the risk of serious infections in patients with AAV,
had no significantimpact on mortality.!! The mostimportant
complication attributed to PLEX appears to be infections,
which often occur early, and both primary pathogens (e.g.,
bacteria) and opportunistic organisms (e.g., PJ, CMV, or
Candida spp.) may be responsible for these infections.!*"!
The increased risk of infection has been attributed to the
removal of antibodies and complement proteins from the
circulation. However, the fact that PLEX causes infection
at a lower rate in non-rheumatic diseases (e.g., thrombotic
thrombocytopenic  purpura, autoimmune encephalitis)
suggests that aggressive immunosuppressive treatment and
severe organ dysfunction in critical rheumatic diseases play

an important role in the development of infections.®”

Given that the meta-analysis only included RCTs, it has
some limitations, such as the lack of data informing potential
subgroup effects and clinical heterogeneity across studies,
which make the results difficult to be generalized and/or
lead to underestimation of a treatment alternative that might
be beneficial in a subgroup of patients.

Theaim of this real-life setting study was to retrospectively
analyze the efficacy of PLEX in patients with AAV in terms
of overall survival, causes of death, and renal survival along
with infectious or non-infectious complications.

Materials and Methods

We retrospectively reviewed the charts of patients who
underwent PLEX between October 2013 and March 2022

Ozgiiler et al. Plasma exchange therapy in ANCA-associated vasculitis

in the Apheresis Unit of Istanbul University-Cerrahpasa,
Cerrahpasa Faculty of Medicine. Patients who were under
18 and had non-rheumatic diseases (e.g., thrombotic
thrombocytopenic ~ purpura, multiple sclerosis, or
hyperviscosity syndrome) or rheumatic diseases other than
AAV were excluded. We evaluated the period from when
the patients received PLEX therapy to the last visit date.
Information regarding the underlying rheumatic disease,
the primary indication of PLEX therapy, details of the
procedure (type of replacement fluid: Albumin and/or FFP;
type of venous access: peripheral vein vs. central venous
catheters, and the number of PLEX cycles), concomitant
use of immunosuppressives e.g., corticosteroids, CYC,
RTX, or intravenous immunoglobulin (IVIG), overall
survival, organ involvement, and complications related to
the PLEX therapy were collected from the patient charts.
Death, infections and other complications, including the
outcome of organ involvement, were evaluated during the
PLEX therapy, and at 3-months and 12-months following
PLEX. This study was approved by the Istanbul University-
Cerrahpasa, Cerrahpasa Faculty of Medicine Ethical
Committee for Clinical Studies (date: 02.06.2022, approval

number: 396452).

Statistical Analysis

Descriptive  statistics were used to delineate the
demographic, baseline and follow-up characteristics of the
patients. Data are expressed as means and standard deviations
(SD), median values with ranges or frequency (%).

Results

Baseline Characteristics of the Patients

The chart review revealed 318 patients who underwent
PLEX therapy from October 2013 to March 2022 in our
apheresis unit. After excluding 253 patients with non-
rheumatic diseases, 30 patients with rheumatic diseases
other than AAV, and 7 patients who were under 18 years
old, 28 patients with AAV were included in the study
(Figure 1).

Among 28 AAV patients, 10 (36%) were female and 18
(64%) were male. Mean age of the patients was 48.5+14.6
years and the median follow-up starting from PLEX day 1
was 13.5 months (Q1-Q3: 2-28). Myeloperoxidase (MPO)
was positive in 11 patients and proteinase-3 (PR3) was
positive in 16 patients. One patient was negative for both
PR3 and MPO, but his renal biopsy was compatible with
AAV.

Diffuse alveolar hemorrhage (DAH) was the primary
indication for PLEX therapy in 6 (21%) (MPO/PR-3: 1/5),



318 patients underwent
plasmapheresis from October 2013
through March 2022

65 patients (F/M: 36/29) underwent
plasmapheresis for rheumatic diseases

I Excluded patients 1
: Patients under 18 years old (n=7) :
1 Patients with other rheumatic diseases |
I (n=30) (SLE=17, CV=7, S5=2, GP=2, 1
: IgAvV=1, DM=1) :

28 patients with AAV
(F/M: 10/18)

Figure 1. Flow-chart of the included patients

AAV: ANCA-associated vasculitis, SLE: Systemic lupus erythematosus,
CV: Cryoglobulinemic vasculitis, SS: Systemic sclerosis, GP: Goodpasture
syndrome, IgAV: IgA vasculitis, DM: Dermatomyositis

Table 1. Patients’ baseline characteristics and features of PLEX therapy

Number of patients (28)

Age (mean = SD) 48 5+14.6
Male gender, n (%) 18 (64%)
Median follow-up, months, (range) 13.5(2-28)
ANCA positivity, n (%) 27 (95)
PR3, n (%) 16 (57)
MPO, n (%) 11 (39)
Immunosuppressives
MP+CYC, n (%) 13 (46)
MP+RTX, n (%) 4(14)
MP+CYC+RTX, n (%) 10 (36)
IVIG**, n (%) 2(7)
Median (range) n of PLEX sessions 6 (4-7)
Primary indication of PLEX
DAH, n (%) 6(21)
Kidney = DAH, n (%) 22 (79)
PLEX with
FFP, n (%) 7 (25)
Albumin, n (%) 5(18)
FFP and albumin, n (%) 16 (57)
Route of venous access
Peripheral venous, n (%) 11 (39)
Central venous, n (%) 17 (61)

AAV: ANCA-associated vasculitis, CYC: Cyclophosphamide, DAH: Diffuse alveolar
hemorrhage, FFP: Fresh frozen plasma, IVIG: Intravenous immunoglobulin, MP:
Methylprednisolone, PLEX: Plasma exchange, SD: Standard deviation, RTX: Rituximab

and kidney involvement and/or DAH in 22 (79%) (MPO/
PR-3:10/11). patients (Table 1).

Immunosuppressive treatments used along with PLEX
therapy include methylprednisolone (MP)+CYC in 13
(46%), MP+RTX in 4 (14%), and MP+CYC+RTX in 10
(36%) patients. IVIG was used as an adjunct treatment in 1
patient and as a solo treatment in another patient in whom
sepsis could not be ruled out (Table 1).

Features of Plasma Exchange Therapy

The median number of PLEX was 6 (range: 4-7) (Table
1). 1.3 plasma volumes were removed per session using a
Fresenius Comtec 2010 machine (centrifugal technique)
and were replaced with FFP (n=7, 25%), albumin (n=5,
18%), or FFP and albumin (n=16, 57%). Anticoagulant
Citrate Dextrose Solution-A was used as the anticoagulant.
The procedures were applied every other day, but every
day in cases of alveolar hemorrhage, until the stabilization
of pulmonary symptoms and/or active hemoptysis. The
procedure was performed using a central venous catheter
and peripheral veins in 17 (61%) and 11 (39%) patients,
respectively.

Outcomes

Death and Infections

Overall, there were 16 (57%) severe/opportunistic
infections and 5 (18%) deaths within the first 3 months
(Figure 2). One (4%) severe infection (COVID-19) and 3
(11%) deaths were additionally observed between 3 and 12
months after the PLEX.

Among 22 (79%) patients who presented with renal
involvement and/or DAH, 15 (68%) developed severe/
opportunistic infections within the first three months
following the PLEX (Figure 2), including sepsis (n=5,
18%), respiratory tract infections (n=8, 29%), soft tissue
infections (n=1, 3%), urinary tract infections (n=1, 3%),
and opportunistic infections [n=6, 20%; (CMV infection:
n=4, P Pneumocystis jirovecii pneumonia: n=1, fungal
infections: n=1)]. Infections were observed in 7 (41%) and
6 (55%) patients of the 17 patients with a central venous
catheter, and 11 patients who had a peripheral venous
catheter, respectively. Infection rates according to the type
of immunosuppressive treatment used were as follows: 8/13
(62%) in MP+CYC+RTX, 6/10 (60%) in MP+CYC, and
1/4 (25%) in MP+RTX group.

Four (18%) patients with renal involvement and/or
DAH died within the first 3 months following the PLEX.
Three of those patients died while receiving PLEX, and
one died 4 weeks after the PLEX. The causes of death were
active disease and infection in 3 patients and infection in 1
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patient. Additionally, 1 patient had severe infection and 3
(14%) other patients died (disease activation=1, unknown
reason=1, and COVID-19=1) after 3 months within the first
year follow-up after PLEX.

Among the 6 (21%) patients who presented with isolated
DAH, only one patient developed an opportunistic infection
(CMV) and died from active disease complicated by this
infection within the first 3 months of PLEX (Figure 2). No
other deaths were observed in this group at month 12.

Organ Survival

All 12 of the 17 (71%) patients with pulmonary
involvement (with or without renal involvement) were at life
at month 3 and showed improvement in their lung findings.
One patient died of unknown reasons and no other DAH
reactivation was observed after 3 months.

The median baseline creatinine level before PLEX
was 4.2 mg/dL (range: 3.6-5.3) in 22 patients with renal
involvement (with or without DAH). PLEX with concomitant
hemodialysis (HD) was initiated in 12 (55%) patients with a
mean baseline creatinine level of 5.87+2.5 mg/dL. Overall
10 (45%) patients were HD dependent at month 3 and there

were no additional dialysis-dependent patients at month
12. We categorized the patients with renal involvement
according to their baseline creatinine levels. Three of the
17 patients (MPO/PR-3: 9/7) with initial creatinine levels
between 3.3-5.8 mg/dL (defined as moderate to high-risk
group in the recent meta-analysis) died, and 6 were still HD
dependent at month 3. Three more patients died during
the follow-up within one year while no further cases with
HD requirement were observed. The initial creatinine level
was 25.8 mg/dL (high risk group) in 5 patients (MPO/PR-
3: 1/4), four of whom became permanently HD dependent
within three months of PLEX. One patient died during
follow-up after 3 months (Figure 3).

Discussion

In our retrospective cohort, we found that severe/
opportunistic infections and death were more common
in AAV patients with renal involvement, similar to other
studies. Most infections and deaths occurred within the first
3 months of PLEX therapy. The renal outcome was poor in
patients with high-risk baseline creatinine levels (5.8 mg/

dL).

28 patients with AAV

Renal involvement + DAH
n=22 (10 MPO/11 PR-3)

Severe/opportunistic
infection
n=15 (68%)

Death
n=4 (23%)
- Disease activity +
infection=3
-Infection=1

Death
n=3 (14%)
- Disease activity (n=1)
- unknown reason (n=1)
- COVID-19 (n=1)

1
2
m
o
n
t
h
s

DAH
n=6 (1 MPO/5 PR-3)

Severe/opportunistic
infection
n=1(17%)

Death
n=1(17%)
- DAH + infection

Death
n=0

Figure 2. Three and 12-months follow-up of the patients who underwent plasma exchange for AAV

AAV: ANCA-associated vasculitis, MPO: Myeloperoxidase, PR-3: Proteinase-3, DAH: Diffuse alveolar hemorrhage
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Renal involvement + DAH
n=22 (10 MPO/11 PR-3)

Initial creatinine 3.3 - 5.8
(moderate to high risk)
n=17 (9 MPO/ 7 PR-3)

Death :
n=4
Permanent HD
n=6 (5 MPO/1 PR-3)
Death 1
n=3 2
m
Pts followed for one year
o

n=9%

Figure 3. Renal outcomes of patients with AAV

Initial creatinine 2 5.8
(high risk)
n=5 (1 MPO/ 4 PR-3)

Permanant HD
n=4 (1 MPO/ 3 PR-3)

Death
n=1

Pts followed for one year
n=4%

AAV: ANCA-associated vasculitis, MPO: Myeloperoxidase, PR-3: Proteinase-3, DAH: Diffuse alveolar hemorrhage, HD: Hemodialysis

* There was no new HD dependent patients

Of the PR-3-positive 11 patients with renal involvement
only 4 36%) became HD dependent at month 12 while
this was the case in 6 out of 10 (60%) patients in the MPO-
positive group.

Overall, 57% patients experienced severe infection
during the first 3 months after PLEX. This rate seems to
be much higher than reported in the RCTs and may be
explained by the immunosuppressive treatment regimens
used in our cohort. More than one-third of patients in our
cohort received a triple combination (MP, CYC and RTX).
One might expect higher rates of severe infection with an
increasing number of immunosuppressives used in the
combination therapy. However, in our hands, infection rates
were similar in the MP+CYC+RTX (62%) and MP+CYC
(60%) groups. The infection rate was lower (25%) in the
MP+RTX group compared these two groups, but also the
number of patients (n=4) was low in this group. Furthermore,
critically-ill patients who were usually ineligible for RCT's
were more likely to be present in our cohort. Of note, in
the PEXIVAS trial, which is the largest PLEX study in
this field, the number of patients who had DAH or high-

risk chronic renal disease was low.”! The reason for the
underrepresentation of critically-ill patients was probably
because randomization processes usually take some time,
and physicians prefer treating these patients immediately.

Although, severe infections were common in our patients,
in 4 of the 5 deaths, the underlying cause was primarily
the active rheumatic disease and infection was a subsidiary
reason. Infection was the primary cause of death in only a
patient within the first 3 months of follow-up. Permanent
renal damage and HD dependency were observed within
the first 3 months of PLEX and not after that. This is an
important finding, hence HD dependency in AAV patients
has been associated with increased risk of infection. Even
though the risk of infection is high within the first three
months, PLEX might still be a considerable option given
that the infection-related mortality rate and the risk of
developing HD dependency is relatively low in patients who
survive after 3 months.

We did not observe an increased risk of infection in
patients with central venous catheters. In our retrospective
cohort, three different plasma replacement solutions were
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used: albumin, FFP and albumin + FFP. Given the low
numbers in each group, no comparison in terms of efficacy
of the replacement fluids could be made.

Study Limitations

Our study has several limitations, including the
retrospective design, lack of a control group, heterogeneous
patient population, and the low number of patients, making
subgroup analysis impossible.

Conclusion

In conclusion, PLEX might still be an option as an
adjunct therapy, especially in a subgroup of AAV patients, of
whom the characteristics need to be defined in well-designed
RCT's with a larger number of patients.
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Takayasu arteritinde aktivite degerlendirmesi ve prognoz

Disease activity and prognosis in Takayasu'’s arteritis
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0Oz

Takayasu arteriti (TAK) izleminde hastalik aktivite degerlendirilmesi
kritik 6neme sahiptir. Ancak simdiye kadar gelistiriimis ¢lcekler TAK'de
hastalik aktivitesini degerlendirmede yaygin kabul gormemistir.
Rutin takipte klinisyenler tarafindan siklikla sistemik enflamasyon
semptomlari, fizik muayene bulgular, akut faz reaktanlar ve
gorintilemede saptanan arteriyel bulgularin degerlendirildigi doktor
global degerlendirmesi kullaniimaktadir. Klinik calismalarda ise en sik
National Institute of Health tarafindan gelistirilen aktif hastalik tanimi
kullanilmaktadir. Hint Takayasu Arteriti skoru (ITAS) 2010, akut faz
yanitinin dahil edildigi ITAS2010-A ve radyolojik degerlendirmenin
eklendigi ITAS2010-A-Rad gibi kompozit skorlarla aktif hastaligin
daha iyi tanimlanmasi amaclanmaktadir. Damar duvari enflamasyonu
ve limenin degerlendirilebildigi manyetik rezonans anjiyografi TAK
tani ve izleminde ilk gérintlileme yontemi olarak o6nerilmektedir.
Konvansiyonel anjiyografi TAK tanisinda altin standart gérinttleme
yontemi olarak onerilmemektedir. TAK izleminde son doénemde
azalan mortalite oranlari ile prognozda iyilesme goérulse de hala tani
gecikmesi nedeniyle tani déneminde bile 6nemli oranda hasar gelisimi
bildirilmektedir. TAK hastalarinin takibinde hastalik iliskili ve tedavi
iliskili hasar birlikte degerlendirilmelidir. Sistemik vaskdulitlerde hasar
degerlendirmesi icin gelistirilen vaskdilit hasar indeksinde yer alan az
sayida parametre TAK hastalarina uygulanabilmektedir. Takayasu
Arteriti Hasar skoru yalnizca TAK hastalarinda hasar degerlendirmesini
amaclayan hasar skorlamasidir. Blytk damar vaskdlitlerine (BDV) 6zgu
hasari degerlendirmeyi amaclayan BDV Hasar indeksi ise gelistiriime
asamasindadir. OMERACT “Buyuk damar vaskdlitleri calisma gurubu”
tarafindan uzmanlarla bir Delphi egzersizi tamamlanmistir ve bir
cekirdek sonlanim seti gelistirilmesi icin calismalar stirmektedir.

Anahtar Kelimeler: Takayasu arteriti, hastalik aktivitesi, prognoz

Abstract

Assessment of disease activity has a critical role in the follow-up of
Takayasu’s arteritis (TAK). However, disease activity indices that have
been developed so far have not been widely accepted to assess
disease activity in TAK. The physician’s global assessment, which
evaluates symptoms of systemic inflammation, physical examination
findings, acute phase reactants, and arterial findings on imaging, is
frequently used by clinicians during routine follow-up. Definition of
active disease by the National Institute of Health is most frequently
used in clinical studies. It is aimed to better define active disease with
composite scores such as Indian Takayasu Arteritis score (ITAS) 2010,
ITAS2010-A, in which acute phase response is also included, and
ITAS2010-A-Rad, in which radiological evaluation is added. Magnetic
resonance angiography, in which vessel wall inflammation and lumen
can be evaluated, is recommended as the first imaging method in the
diagnosis and follow-up of TAK. Conventional angiography is not
recommended as the gold standard imaging method in the diagnosis
of TAK. Although there has been an improvement in prognosis with
decreasing mortality rates in TAK follow-up, significant damage
has been reported even at the diagnostic period due to the delay
in diagnosis. Both disease-related and treatment-related damage
should be evaluated together in the follow-up of TAK patients. Few
parameters in the vasculitis damage index, which was developed for
damage assessment in systemic vasculitides, can be applied to TAK
patients. The Takayasu Arteritis Damage score is a damage score that
aims to assess damage only in TAK patients. The Large Vessel Vasculitis
Damage index, which aims to assess damage specific to large vessel
vasculitides (LVV), is under development. A Delphi exercise with experts
was completed by the OMERACT “large vessel vasculitides working
group” and efforts are ongoing to develop a core outcome set.

Keywords: Takayasu's arteritis, disease activity, prognosis
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Giris

Takayasu arteriti (TAK) aorta ve ana dallarini tutan, geng
kadinlarda daha sik goriilen kronik graniilamatéz bir biiyik
damar vaskilitidir (BDV).1 Ates, kilo kaybi, halsizlik gibi
sistemik semptomlar, ifiirim, nabizlarda zayiflama/nabiz
kaybi, kan basmnci esitsizligi, ekstremitelerde kladikasyo
gibi vaskiiler iskemi bulgulari, akut faz yiiksekligi ve tipik
anjiyografik degisiklikler hastaligin temel o6zellikleridir.
Vaskiiler enflamasyon sonucu damar duvarinda kalinlagma,
stenoz, okliizyon ve anevrizma gelisebilir.?

TAK’de hastalik aktivitesi, arteriyel tutulum yayginlig
ve hasar degerlendirmesi medikal tedavi ve cerrahi girisim
kararlarinda 6nemli bir yere sahiptir.! Ancak simdiye
kadar gelistirilen 6lgekler hastalik aktivitesini veya tedaviye
yanit1 degerlendirmede yaygin kabul gérmemistir. Hastalik
aktivitesi ile vaskiler hasar ayrimindaki giclik, TAK
izleminde kargilagilan en biiytik zorluklardan biridir. Vaskiiler
stenoz, aktif enflamasyonun bir sonucu olabilecegi gibi
damar duvarinda hastalikla iligkili hasar sonucu da geligebilir.
M TAK degerlendirmesinde, 6zellikle hastalik siiresi uzun ve
akut faz diizeyleri normal olan hastalarda, diger bir sorun da
aterosklerozdur. Bu nedenle hem klinik hasta takibinde hem
de TAK klinik ¢aligmalarinda kullanilmak tizere sonlanim
olciitleri gelistirmek i¢in ¢aligmalar devam etmektedir.

Hastalik Aktivite Degerlendirmesi

Aktivite Degerlendirmesinde Fizik Muayene

Fizik muayenede yeni gelisen veya kotilesen
ifirim, nabiz/kan basinci farki gibi vaskiiler bulgularin
degerlendirilmesi TAK degerlendirmesinde ilk basamagi
olusturur. Ancak fizik muayene bulgularinin hastalik aktivite
degerlendirmesinde  bazt  kisitliliklart
Grayson ve ark.’nin®! caligmasinda fizik muayenede anormal

bulunmaktadir.

bulgularin olusu biiylik oranda anjiyografik bulgularin varlig:
ile iligkili olsa da yalnizca fizik muayene ile arteriyografik
lezyonlarin en az %30’unun atlanabildigi gorilmiistiir. Bir
diger calismada yeni gelisen vaskiiler bulgularin, eslik eden
vaskiiler anjiyografik lezyonlar ile yiiksek oranda uyumlu
oldugu ve TAK i¢in 6zgiin bag, boyun, kol semptomlar ile
bagvuran hastalarda siklikla vaskiiler goriintileme bulgular:
saptandigi bildirilmistir. Ancak iskemik semptomlarin, hatta
bulgularin varligr her zaman aktif damar enflamasyonunu
gostermeyebilir. Bu agidan karotidini siklikla aktif vaskiiler
enflamasyonun bir belirteci olarak disiintiliirken ekstremite
kladikasyosu daha c¢ok wvaskiiler hasar ile iligkili olarak
degerlendirilir.'”

Aktivite Degerlendirmesinde Laboratuvar

Hastalik aktivitesinin izleminde yeterince duyarli ve
ozgiin olmasa da rutin pratikte siklikla eritrosit sedimentasyon
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hizi (ESH) ve C-reakdf protein (CRP) kullanilmaktadir.
Bir caligmada aktif olarak degerlendirilen TAK hastalarinin
%?23’inde laboratuvar parametreleri normal bulunmugtur.!'%
Benzer sekilde ESH, aktif hastaligi olan hastalarin %83’iinde
yiksek, remisyonda olarak degerlendirilen hastalarda ise
%44 oraninda yiksek olarak bildirilmistir.'" TAK’de
anti-aorta ve anti-endotelyal antikor gibi antikorlar!>"14 ile
tumor nekroz faktor alfa, interlokin-6 (IL-6), 11.-8, 11.-18,
interferon gamma, matriks metalloproteinaz-2 (MMP-2),
MMP-9, YKI.-40, B-hiicre aktivite faktorii ve proliferasyon
indiikleyici ligand gibi belirteclerin serum diizeylerinin
artti@1 gosterilmistir. Ancak hicbiri hastaliga 6zgiin degildir.
(15221 Bir galigmada serum FGF-2 seviyesinin TAK ve dev
hiicreli arterit ayriminda kullanilabilecegi savunulmustur.
Ancak bu konuda daha fazla veriye ihtiya¢ bulunmaktadir.
231 TL-6 reseptori (IL-6R) son dénemde TAK’de hastalik
aktivitesini degerlendirmede potansiyel bir biyobelirtec
olarak gosterilmektedir.*¥

Pentraksin (PTX) stiper ailesi ¢cok sayida ekzojen patojeni
tantyarak akut faz reaktan: gibi davranis gésteren bir protein
grubudur.” PTX-3, TAK aktif hastalik ayriminda bir
belirte¢ olarak onerilmektedir.??®¥ Grubumuzun yapugi
bir caligmada plazma PTX-3’tin TAK hastalarinda saglikli
kontrol grubuna kiyasla daha yiiksek oldugu ancak PTX-
3 seviyelerinin aktif ve inaktif hastalikta benzer diizeyde
oldugu gosterilmistir.2” Bir Ttalyan TAK kohortunda aktif
hastalikta yalnizca CRP seviyelerinin yiiksek oldugu ve
Tirk kohortuna benzer sekilde PTX-3 seviyelerinin aktif
ve inaktif hastalikta benzer oldugu gorilmistir. Ancak
PTX-3 seviyesi, gorintilemede vaskiiler enflamasyon
bulgularinin saptandigr bir grup hastada anlamli olarak
yiksek bulunmustur.?” Yakin zamanda Cin’den yapilan bir
caligmada da serum PTX-3 seviyeleri aktif TAK hastalarinda
anlamli olarak yiiksek bulunmus ancak ESH ve CRP’ye
dstiinliigi  gosterilememistir.?Y  Pulsatelli ve ark.’nin
B2 anjiyojenik belirtegleri degerlendirdigi bir c¢aligmada
PTX-3 ve vaskiiler endotelyal biiytime faktorii seviyeleri,
pozitron emisyon tomografi (PET) goriintiileme ve aktivite
indeksleri [National Institute of Health (NIH), ITAS2010]
ile belirlenen aktif hastalik ile iligkili bulunmustur. PTX-3
seviyelerinin aktif hastalik ve 6zellikle goriintilemede aktif
lezyonlarmn varlig: ile iliskisi ile ilgili daha fazla caligmaya
ihtiya¢ duyulmaktadir.

Aktivite Degerlendirmesinde Goriintiileme

Konvansiyonel anjiyografi (DSA) giinimiizde aruk
TAK
diistiniilmemektedir. Manyetik rezonans anjiyografi (MRA),
bilgisayarli tomografi anjiyografi (BTA) ve se¢ilmis olgularda
florodeoksiglukoz (FDG)-PET/BT, TAK tanisinda pek ¢ok

klinisyen tarafindan kullanilan gériintilleme yontemleridir.

tanisinda  alun  standart  goriintiileme  olarak



TAK izleminde ise glinimiizde en sik tercih edilen
goriintiileme yontemi MRA’dir. DSA ile kiyaslandiginda ti¢
boyutlu MRA ile damar duvar kalinligi, kontrasth MRA ile
de yumusak doku ayrinu daha etkili bir sekilde yapilabilir.
Radyasyon maruziyetinin olmayist geng¢ hastalarda uzun
doénem takipte MRA’ya avantaj saglamaktadir.®*’ Ancak
MRA’da tedavi sonrasi persiste eden damar duvar kalinliginin
hastalik aktivitesi veya hasar iligkili olup olmadigmin
gliclikler bulunmaktadir.®¥  Ayrica MRA
goriintiilemede goriilebilen ve renal arter stenozunu taklit

ayriminda

eden “psodostenoz” artefaktt MRA degerlendirmesinde goz
oniinde bulundurulmalidir.®?

MRA ile benzer sekilde BTA da yapisal lezyonlar ve
damar duvart iligkili lezyonlarin saptanmasini MRA’dan
daha kisa bir cekim siiresinde saglamaktadir.*® Ancak yiiksek
miktarda radyasyon ve iyotlu kontrast madde maruziyeti
BTA’nin rutin takipte kullanimini kisitlamaktadir. FDG/
PET ile klinik remisyonda olup akut faz yiiksekligi olan
hastalarda artmis FDG tutulumunun hastalik aktivitesi
ile iligkili olarak degerlendirilerek tedavi kararlarinda
etkili olabildigini gésteren galismalar bulunmaktadir.F7-
Ancak bazi caligmalarda TAK klinik aktivitesinin FDG
tutulumu ile iligkisi gosterilememistir.®”! Ayrica tedavi
sonrast FDG tutulumunda gorilen azalma nedeniyle
tedavi takibinde PET/BT’nin yeri olabilecegini bildiren
calismalar olsa da bu konuda daha cok veriye ihtiyac
duyulmaktadir.®” Son doénemde PET/MRA ile heyecan
verici viziiel ve kantitatif sonuglar paylasgilmaktadir. PET/
MRA ile daha disiik radyasyon maruziyeti, daha gelismis
yumusak doku c¢oziiniirligi ve anatomik yapilarm daha
iyi taumlandigr bildirilmistir.* Ancak PET/MRA’nin
diger goriintileme yontemlerinin yerini alabilmesi icin
daha ¢ok sayida prospektif calismaya ihtiya¢ bulunmaktadir.
TAK hastalarinda goriuntileme secimi tutulan damarlar,
merkeze ait faktorler ve tecriibe g6z 6ntinde bulundurularak
yapilmalidir.

Aktivite Degerlendirmesinde Sonlanim Olciitleri

Klinik ¢aligmalarda siklikla NIH tarafindan yapilan akef
hastalik tanimi olan konstitusyonel semptom, yeni tifiirim,
akut faz reaktanlarinda yiikseklik ve yeni anjiyografik
bulgularin en az ikisinin varligr kullanidmaktadir.”? Tek
sayfalik bir formda aktif vaskilit degerlendirmesini
amaclayan Birmingham Vaskiilit Aktivite skoru (BVAS) tim
vaskdlitlere uygulanmaktizere gelistirilmistir.® Ancak BVAS
siklikla ANCA iligkili vaskiilit calismalarinda kullanilmig ve
yalnizca kiictik ve orta ¢apli damar vaskiilitlerinde valide
edilmistir. BVAS’de degerlendirilmekte olan 11 organ
sisteminin ¢ogu TAK’de etkilenmemektedir*! ve sadece 2
TAK ¢alismasinda BVAS kullanilmigtir.4¢ Biyiik damar

hastaligina ait parametrelerin agirliginin genel parametrelere
gore daha yiiksek oldugu “Takayasu Arteriti Igin Hastalik
Yaygmhk Indeksi (DEI-TAK)” hastalik yaygligm
degerlendirmek igin gelistirilmis bir olgiittiir. DEI-TAK
skorlamasinda, fizik muayenede son 3 ayda meydana gelen
degisiklikler ~ degerlendirmenin
Thirkiye’de yapilan bir calismada yavag hastalik aktivitesine
sahip TAK hastalarinda DEI-TAK skorunda hi¢ degisiklik
olmadig1 gosterilmistir. BVAS’den gelistirilen DEI-TAK’de
parametrelerin cogu kii¢iik damar vaskiilitleri ile iligkilidir.

temelini  olusturur.”

Bununla iligkili olarak TAK hastalarinda bu parametrelerin
goriilmedigi ve izlemde degismedigi gosterilmistir. Ayrica
DEI-TAK’nin aktif hastalik ayrimindaki yeri sinirh
kalmistir. DEI-TAK (-) grupta hastalarin %31’inde doktor
global degerlendirmesine (PGA) gore aktif/persistan
hastalik distintlmis, DEI/TAK >1 olan hastalarin %15’
ise PGA’ya gore inaktif olarak degerlendirilmigtir. PGA ve
DEI-TAK arasinda yalnizca orta diizeyde (%68) bir uyum
gorilmistir. ™

DEI-TAK’nin yeni bir versiyonu olan Hint Takayasu
Arteriti  skoru  (ITAS) 2010 yilinda
481 TTAS2010
vaskiiler parametrelere agirlik verilerek yapilmakeadir
(0-2). ITAS20107un yeterli bir
gortinmektedir ve PGA’ya kiyasla skorlayicilar arast
uyum daha iyi bulunmustur (0,97 vs 0,82). Ancak PGA ile
kargilagtrildiginda ilk vizit degerlendirmesinde yakinsama

gelistirilmistir.

sadece 6 sistem icerir ve skorlama

kapsayiciligi  oldugu

gecerliligi (convergent validity) oldukca diigik saptanmuig
fakat ardigik vizitlerde artig gorilmistir (r=0,51, 0,64
ve 0,72). CRP ve ESH ile ITAS2010 arasinda zayif bir
korelasyon olsa da yazarlar akut faz yanitini, yitksek ESH
ve CRP i¢in skora (1-3) puan ekleyerek dahil etmiglerdir
(ITAS2010-A). Bu durum hem aktif hem inaktif hastalarda
daha yiiksek ITAS2010-A skorlarina neden olmug ve >4
puan ITAS2010-A akdf hastalik olarak belirlenmistir.
1 Tiirk Takayasu Arteriti Calisma gurubunun yaptig ve
hastalarin rutin takiplerinin degerlendirildigi bir ¢aligmada
I'TAS2010 aktif hastaligr olanlarda anlamli olarak daha
yiksek bulunmustur. Ancak bu caligmada da PGA ve
ITAS2010 arasinda toplam uyum orta diizeyde kalmis
(%66,4); fakat ITAS2010 ve NIH skoru arast uyum daha
iyi bulunmustur. Takip sirasinda goriintilemede vaskiiler
progresyon goriilen 15 hastanin 14’id I'TAS2010 ile inaktif
olarak degerlendirilmistir. I'TAS2010 ile PGA arasi uyumun
diisitk olmasi klinisyenlerin sadece akut faz yiiksekligi veya
vaskiiler goriintiilemede progresyon olan (PET ve MR’de
goriilebilen damar duvarinda kontrastlanma ve kalinlik
artigt bulgulart gibi) bazi hastalart akdf kabul ettigini ve bu
hastalarda ITAS2010 skoruna gore aktf hastalik tanimui i¢in
gerekli puandan diistik kaldigini diisindiirmekeedir.®® Yakin
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zamanda yapilan bir calismada ITAS2010 goriintileme ile
birlestirilmistir. Toplam 410 vizitte 52 hasta, 3-6 ayda bir B
mod/Doppler ultrasonografi (US) ile 6-12 ayda bir manyetik
rezonans goriintileme (MRG)/MRA ile degerlendirilmistir.
MRG/MRA’da yeni major damar tutulumu veya damar
duvarinda kontrastlanma/édem veya US’de arter damar
duvar kalinlik artist varliginda ITAS2010-A’ya 1 puan
eklenmistir. Bu yeni skorlama I'TAS-2010-A-Rad olarak
isimlendirilmistir. Rad-aktif ve PGA arast uyum %76,
RAD-aktif ve NIH skoru uyumu %83 olarak bulunmustur.
ITAS2010 ve akut faz reaktanlariin PGA ile uyumu (%69
ve %60, sirastyla) ve NIH kriterleri ile uyumu (%78 ve
%42, sirasiyla) Rad-aktife gore daha disik bulunmustur.
Ortalama ITAS-A-Rad skorlart PGA ve NIH kriterlerine
gore aktf olarak degerlendirilen hastalarda daha yiiksek
bildirilmistir (Tablo 1).F" Bu ¢alisma goriintilemenin TAK
aktivite degerlendirmesinin bir parcasi olmasi gerektigini
gostermistir. Bu sonuclar1 dogrulamak icin ek prospektif
validasyon ¢alismalarima ihtiya¢ bulunmaktadir.

Romatolojik hastaliklarda klinik izlem igin gerekli
degerlendirme  olciitlerinin ~ gelistirilmesi  igin  ¢alisan
OMERACT’mn “Biiyiik Damar Vaskiiliti” Calisma Grubu,
BDV’leri ¢aligmalarinda hastalik aktivite degerlendirmesinde
kullanilabilecek

bir konsensus olusturmak tzere bir Delfi egzersizini

aday  sonlamimlar  belirlemek igin
tamamlamig ve onemli parametrelerden olusan bir set

tanimlamiglardir. Ancak tiim parametrelerin tek bir aktivite

indeksinde kullanimina gerek olmadigindan veriye dayali bir
parametre azalumi yaklagimi gerekmektedir.®? Japonya’dan
yapilan bir ¢alismada TAK’de klinik remisyon tanimi ve
hedefe yonelik tedavi algoritmas: gelistirmek icin bir Delfi
egzersizi yapimisur. Remisyon taniminda kullanilmak tizere
56 parametreden olusan bir set ve hedefe yonelik tedavi
algoritmasi igin 6 ilke belirlemistir.®®! Bu konuda g¢abalar
stirmektedir.

EULAR2018 Takayasu Arteriti Tedavi Onerileri’ndeyeni
aktif hastalik, relaps ve remisyon tanimlar1 yapilnustir (Tablo
2, Tablo 3). Fakat bu tanimlamalar uzlagma temelli olup bir
sistematik literatiir tarama sonucuna dayanmamaktadir.
EULAR relaps

teriminden kacinilmasini onermektedir. Bu tanimlamalar

kavrammm kullanilmasimi, alevlenme
kabul edilebilir goriinse de prospektif caligmalarda test
edilmeleri gerekmektedir.¥

Prognoz

Hastalik Seyri

TAK genellikle remisyon ve relapslar ile giden bir

seyir izlemektedir. Klinik olarak inakdf goriinimde
olan hastalarda da wvaskiiler hasar devam edebilmektedir.

TAK

bulunmadigindan,

Olciitler
siklikla
subjektif klinik semptomlar, laboratuvar bulgulari ve

aktivitesini  degerlendirmede standart

klinisyenler rutin pratikte

gortintiileme bulgularini birlestirerek degerlendiren PGA’y1

Tablo 1. Takayasu arteritinde aktivite degerlendirmesinde sonlanim 6élcttlerinin karsilastiriimasi

Karsilastirilan indeksler Karsilastirilan parametre Tutarhlik orani K
Calisma

DEI.TAK vs NIH skoru Aktif hasta orani %94 0,85
Aydin ve ark., 2010144 PGA vs NIH skoru Aktif hasta orani %74

PGA vs DEIL.TAK Aktif hasta orani %68

Misra ve ark., 201341 PGA Aktif hastalik okuyucular arasi %82
ITAS 2010 uyum %97
ITAS 2010 vs PGA Aktif hasta orani %66,4 0,29
ITAS 2010 vs NIH skoru Aktif hasta orani %82.,8 0,35

Alibaz-Oner ve ark., 201550 PGA vs NIH skoru Aktif hasta orani %70,7 0,28
PGA vs ITAS-A Aktif hasta orani %67 0,29
ITAS-A vs NIH skoru Aktif hasta orani %86,3 0,35
Rad-Active vs PGA Aktif hasta orani %76 0,52
Rad-Active vs NIH skoru Aktif hasta orani %83 0,57
ITAS 2010 vs PGA Aktif hasta orani %69 0,38

Kenar ve ark., 202051 ITAS 2010 vs NIH skoru Aktif hasta orani %78 0,49
ITAS-A vs PGA Aktif hasta orani %68 0,34
ITAS-A vs NIH skoru Aktif hasta orani %87 0,61
ITAS-A-Rad vs PGA Aktif hasta orani %72 0,50
ITAS-A-Rad vs NIH skoru Aktif hasta orani %82 0,56

DEI.TAK: Takayasu arteriti icin hastalik yayginlik indeksi, ITAS 2010: Hint Takayasu Arteriti Skoru, ITAS-A: ITAS 2010 + Akut faz reaktanlari, ITAS-A-Rad: ITAS-A+ Radyoloji, NIH:

National Institute of Health, PGA: Doktor global degerlendirmesi
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Tablo 2. "EULAR 2018 Buytik Damar Vaskiliti Tedavi Onerileri” uzlasi raporu hastalik aktivite tanimlamalari

Aktivite durumu

EULAR Konsensus Tanimi

1. BDV icin tipik semptom ve bulgularin varligi
2. Asagidakilerden en az biri:

Aktif hastalik

a. Goruntlleme veya biyopside mevcut aktivite

b. BDV ile iliskilendirilen iskemik komplikasyonlar
c. Persistan akut faz ytksekligi

Alevlenme Bu terimin kullanimi 6nerilmemektedir.
Relaps Asagidaki sekilde tanimlanan major relaps ve minér relaps terimlerinin kullanimi énerilmektedir
Aktif hastaligin asagidakilerden birisi ile relapsi:
a. iskeminin klinik 6zellikleri (cene kladikasyosu, viziiel semptomlar, DHA'ya atfedilebilen gérme kaybi,
Major relaps sacl deri nekrozu, stroke, ekstremite kladikasyosu)
b. Progresif aortik veya blytk damarlarda dilatasyon, stenoz veya diseksiyonla sonuclanan aktif aortik
enflamasyon kaniti
Minor relaps Major relaps kriterlerini doldurmayan aktif hastalik rektrrensi
Refrakter Standart tedavinin kullaniimasina ragmen remisyonun saglanamamasi (yukaridaki aktif hastalik tanimina
gore)
Remisyon Aktif BDV iliskili tum semptom ve bulgularin yoklugu ve ESR ve CRP'nin normal olmasi; ayrica

ekstrakraniyal tutulumu olan hastalarda progresif damar daralmasi veya stenozu olmamali

Kalici remisyon

1. En az 6 ay sureyle remisyon
2. Bireysel hedeflenen glukokortikoid dozuna ulasiimasi

Glukokortikoidsiz remisyon Kalici remisyon

Glukokortikoid tedavinin kesilebilmesi (diger IS aliyor olabilir)

BDV: Biiyiik damar vaskdilitleri, CRP: C-reaktif protein, DHA: Dev hiicreli arterit, ESH: Eritrosit sedimentasyon hizi, IS: Immdnostpresif

Tablo 3. Aktif Takayasu arteritine isaret eden anahtar semptom ve klinik
bulgular

Anahtar semptomlar

o Konstitusyonel semptomlar (6rnegin; kilo kaybi >2 kg, dustik dereceli ates,
halsizlik, gece terlemesi

o Miyalji, artralji, artrit

® Yeni gelisen veya kotllesen ekstremite kladikasyosu

e Ciddi karin agris

e inme, ndbet (hipertansif olmayan, senkop, bas dénmesi

o Ekstremite parezisi

e Miyokard infakttsu, anjina

e Amarozis fugaks veya diplopi gibi akut viziiel semptomlar

Fizik muayenede anahtar bulgular

¢ Hipertansiyon (>140/90)

® Yeni nabiz kaybi, nabiz esitsizligi
o Ufiirim

o Karotidini

kullanmaktadir. TAK’de hastalik seyrinde relapslar sik
goriilmektedir.’¥)  Amerikan Vaskiilit Klinik Arastirma
Konsorsiyumu (VCRC) kohortunda 6nemli oranda hastanin
(%44) takipleri sirasinda yeni ciddi hastalik tutulumu
gelismistir.*® Kore’den remisyonda hastalarin olusturdugu
bir seride 37 haftalik izlemde %22 hastada relaps gelismis
ve tip 5 hastaigin relaps gelisimi ile iligkili oldugu
gortilmigtir. Bu durum digik dizeyde enflamasyonun
hastaligin yaygmligi ile iligkili oldugunu gostermektedir.
B7 Japonya’da yapilan bir ¢aligmada semptom baglangict
>40 yas olan hastalarda ilging bir sekilde daha az relaps
gelistigi ve remisyon indiiksiyonunda kullanilan baglangic
kortikosteroid dozlarinin daha disiik oldugu goralmistiir.®!
Retrospektif bir Fransiz kohortunda 318 hastanin %43’inde

relaps, %38inde vaskiler komplikasyonlar, %4nde
retinopati, %5’inde 6lim bildirilmistir. Bes ve 10 yillik
relapssiz sagkalim oranlart %36,4 (30,3; 43,9) ve %69,9
(64,3; 76,0) olarak gozlenmis ve c¢ok degiskenli analizde
yiksek CRP diizeyleri, karotidini ve erkek cinsiyet relaps
ile iligkili bulunmustur. Bu ¢alismanin sonuglar1 ayrica TAK
tanili hastalarin yaklagik yarisinin <10 yil icerisinde relaps
veya vaskiiler komplikasyon gelistirecegini gostermektedir.
B9 Yakin

statinlerin remisyon sonrasi relaps gelisimini azaltabilecegi

zamanda yapilan bir Kore calisgmasinda

bulunmugtur.

Hizlanmus ateroskleroz diger enflamatuvar hastaliklarda
oldugu gibi TAK’de de mortalite ve morbidite artis1 i¢in bir
risk faktoriidiir. TAK’de kardiyovaskiiler (KV) hastalik ve
aterosklerotik yiik ile ilgili simrli veri meveuttur. Tlk olarak
Seyahi ve ark.’'! SLE’dekine benzer sekilde sistemik erken
ateroskleroza bagli olarak aterosklerotik plaklarin arttgini
gostermistir. Ayrica Da Silva ve ark.®”! TAK’de metabolik
sendrom riskinin arttigini gostermislerdir. TAK’de aspirin
kullanimini destekleyen az sayida calisma bulunmaktadir.®-
% Son dénemde yapilan Tiirkiye ve ABD kohortlari arasinda
bir kargilagtirma ¢alismasinda KV risk faktorlerinin 6zellikle
de hipertansiyonun TAK’de artugr gorilmustir. Tani
sirasitnda Framingham risk skoru ve takip sirasinda gelisen
KV olay insidansi daha yiiksek bulunmustur. Ancak aspirin
kullanimi KV olay riskini azaltmada etkili olmamigtir.©®
Brezilya’dan yapilan bir diger ¢aligmada giinde 100-200
mg aspirin ile TAK hastalarinda iskemik olaylarda azalma
goriilmiistiir.” EULAR BDV 2018 Tedavi Onerileri’nde
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aspirinin koroner arter hastalifi, serebrovaskiiler hastalik
gibi bagka nedenlerle gerekmedikce BDV tedavisinde rutin
kullanimi  6nerilmemektedir.’¥ Sonugta giincel verilere
gore TAK hastalarinin KV risk faktorleri agisindan dikkatli
degerlendirilmesi ve agresif bir KV risk faktr yonetimi

gerekmektedir.

Hasar Degerlendirmesi

TAK hastalik iligkili
onlemeye odaklanir.® Ancak hastalik aktivitesi iligkili geri

tedavisi  genellikle hasari
dontigimstiz hasarm ayrimini yapmak ve kortikosteroidler
gibi toksik ajanlarla fazla tedaviden kaginmak 6nem arz eder.
Anjiyografik bulgular damar duvarindaki degisikliklerin
hastalik aktivitesi ile veya geri doniigiimsiiz hasar ile iligkili
olup olmadigmin ayrimini  yapamayabilir.®”  Vaskiilit
Hasar indeksi (VDI) kiiciik damar vaskiilitlerinde hasar
degerlendirmesi icin standart bir dl¢iittiir. Fakat VDI'nin
gelistirildigi ve valide edildigi ¢aligmada 100 hastanin sadece
6’st TAK hastasidir ve bu hastalarm %95’1 ta1 déneminde
en az 1 hasar parametresine sahiptir."" Tirkiye’den genis
bir seride ortalama izlem siiresi 30 ay olan 165 hasta
degerlendirilmistir. TAK hastalarinda VDI skoru orta
diizeyde disiik bulunmus ve [ortanca 4 (1-12)] biiyiik oranda
hastalik ile iligkili damar okliizyonundan kaynaklanmustir.
Hastalarin %39’unda tedavi iligkili hasar saptanmig ve en sik
tedavi iligkili hasar parametresi osteoporoz/vertebral fraktiir
olarak degerlendirilmistir. Yas, direncli hastalik seyri ve
kiimiilatif steroid dozlarinin hasarla iliskili olmast deneyimli
merkezlerde bile hasar birikiminin TAK tedavisinde 6nemli
bir klinik sorun oldugunu gostermektedir.’!

Bir diger hasar skoru olan ve DEI-TAK’den gelistirilmis
olan Takayasu Arteriti Hasar skoru (TADS) yalnizca TAK
hastalarinda hasar1 degerlendirmeyi hedefler. TADS temel
olarak KV sisteme odaklanan 7 kategoriden olugur.[*7
Grubumuzun yapugi, VDI ve TADS’yi kargilagtiran bir
calismada bazal degerlendirmede ortanca VDI 4 (1-8) ve
ortanca TADS 7 (1-15) olarak bulunmusgtur. Yaklagik 77
ay takip sonunda ortanca VDI skoru 5,0 (1-17) ve TADS
8,0 (1-19) olarak degerlendirilmistir. Hastalik iligskili hasar
parametreleri anlaml olarak TADS skorunda daha yiiksek
olarak bulunmustur (8 vs 4 parametre). En az 1 kortikosteroid
iliskili hasar parametresi 35 (%31) hastada gelismistir. Tleri
semptom baslangic yast ve kiimiilatif kortikosteroid dozu
daha yiiksek VDI skoruyla (25), hastalik siiresi ve semptom
baslangi¢ yasinin ileri olmast daha yiiksek TADS (28) skoru
ile iliskili bulunmustur. Cinsiyet ve relaps sayist ile hasar
skorlar1 arasinda iliski saptanmanustr.”! Bu nedenle TAK
izleminde tedavi iligkili ve hastalik iligkili hasar birlikte
degerlendirilmelidir. Diger bir hasar skorlamast olan BDV
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Hasar indeksi (LVVID), VCRC tarafindan gelistirilme
asamasindadir. LVVID okiiler, KV ve periferal arter
hastalig1 kategorilerinde BDV’de sik goriilen ancak VDI’da

yer almayan bazi ek parametreler icermektedir.""

Mortalite

Son dénem veriler daha iyi bir prognoz gosterse de TAK
tanisinda hala ciddi bir gecikme yasanmaktadir. Tanidan
sonra gelisen yeni ve ciddi tutulumlar sonucu, mortalite
ve morbidite oranlar1 hala yiiksek seyretmektedir.”! Eski
bir caligmada Ishikawa ve Maetani”® 3 farkli parametreye
dayanan 3 evreli bir prognostik skorlama gelistirmigtir.
Skorlamada kullanilan 3 parametre major komplikasyonlarin
olup olmayisi (mikroanevrizma geligimi, ciddi hipertansiyon,
3 veya 4lnci derece aort yetersizlifi parametrelerinden
birinin olmasi), progresif hastalik seyrinin olup olmayisi
ve tani yast olarak belirlenmistir. Uciincii evrede (major
komplikasyon ve progresif hastalik seyri var, yiksek
ESH var veya yok) 15 yillik sagkalim %43 iken, birinci
evrede (major komplikasyon ve progresif hastalik seyri
yok, yiiksek ESH veya sadece diisik ESH veya progresif
hastalik var, ESH yiiksek ancak major komplikasyon yok)
15 yillik sagkalim %100 olarak bulunmustur. Konjestif
kalp yetmezligi, akut miyokard enfarktiisii, serebrovaskiiler
olaylar ve postoperatif komplikasyonlar en stk mortalite
nedenleri olarak degerlendirilmistir." Meksika’dan Soto
ve ark."”! tan1 sonrast 2, 5 ve 10. yillarda %92, %81, %73
sagkalim oranlar1 ile zaman gectikce sagkalimda azalma
bildirmiglerdir. Hipertansiyon, koroner arter hastaligi ve
aort yetmezligi mortalite icin predikdf faktorler olarak
bulunmugtur. Mayo Klinik’ten bildirilen uzun takip sireli
genis bir seride eski serilere gore prognoz daha iyi olsa
da (10 yillik sagkalim %97 ve 15 yillik sagkalim %86)

mortalite genel popiilasyona goére artmug bulunmustur.

Bir Fransiz TAK kohortunda 299 hastanin 47’sinde (%16)
en az 1 iskemik komplikasyon veya anevrizma veya mortalite
gelismistir. Olaysiz sagkalim 5 ve 10 yilin sonunda %81
[%95 giiven araligr (GA): 76-87] ve 75% (%95 GA: 68-82)
olarak bulunmustur.” Sekonder hipertansiyon, konjestif
kalp yetmezligi ve uzun hastalik siiresi bir diger Cin serisinde
mortalitenin temel risk faktorleri olarak belirlenmistir.®”
Fransiz grubunun bir ¢aligmasinda yaklagik 6 yilin sonunda
mortalite %5 oraninda bulunmus, ¢ok degiskenli analizde,
tanida progresif hastalik seyri, torasik aorta tutulumu ve
retinopati, 6liim ve komplikasyonsuz sagkalim i¢in bagimsiz
risk faktorleri olarak belirlenmistir. Bu modele dayanarak
olim ve komplikasyonsuz sagkalim olasihigi icin bu 3
parametreden olusan bir prognostik skor belirlenmistir. Bu
skora gore eger tanida bu parametrelerden higbiri yok veya
yalnizca biri varsa diistik risk, 2 veya 3 parametrenin varlig



yiiksek risk olarak tanimlannusur. Birinci yilin sonunda
sagkalim ve komplikasyonsuz sagkalim, yiiksek ve diisiik risk
gruplarinda %78,6 vs %90,7, bes yilin sonunda %51,5 vs
%78,4 olarak saptanmugtir.®! Farkli serilerde farkli mortalite
oranlarinin goriilmesi etnik koken ile iligkili olarak farkli
hastalik fenotipleri ve farkli siddette hastaligin gorilmesi
ile agiklanabilir. Ayrica medikal tedavilerdeki farkliliklar
(kortikosteroid ve immiinostipresif tedavinin daha az ya
da c¢ok kullanilist vb.), endovaskiiler ve cerrahi tedaviye

erisimdeki farklar mortalite oranlarini etkileyebilir.®

Sonuc

Takayasu arteritinde hastalik aktivite degerlendirmesinin
izlemde ve tedavi kararlarinda 6nemli rolii bulunmaktadir.
ESH, CRP gibi biyobelirtecler aktivite degerlendirmesinde
sinirlt bir yere sahiptir. PTX-3 seviyesi, son donemde aktif
hastalik ayriminda 6nerilen bir test olsa da bu konuda ¢eliskili
sonuglar bulunmakta ve ek ¢aligmalara ihtiya¢ bulunmaktadir.
Giincelyaklasimda TAK tanisinda DSA’ninyerini MRA, BTA
ve se¢ilmis olgularda da FDG/PET-CT gibi goriintilleme
yontemleri almaktadir. TAK uzun dénem takibinde, MRA
ile damar duvari ve liimenin birlikte degerlendirilebilmesi
ve radyasyon maruziyetinin olmayisi MRA’ya istiinlik
saglamaktadir.  Ancak, degerlendirilmesinde  tecriibe
gerektirmesi ve pahali bir yontem olmasi MRA’nin bazi
dezavantajlaridir. Yiiksek miktarda radyasyon maruziyeti ve
iyotlu kontrast maddenin kullanimi BTA’nin rutin takipte
kullanimini sinirlamaktadir. Son dénemde PET/MRA ile
yapilan c¢alismalarda PET/BT ile kiyaslanabilecek diizeyde
viziiel ve kantitatif sonuglar daha disiik dozlarda radyasyon
kullanilarak elde edilmistir. Ancak PET/MRA heniiz yaygin
kullanilabilen bir goriintilleme yontemi degildir. ITTAS2010,
ITAS-A, ITAS-A-Rad gibi komposit skorlamalar hastalik

aktivitesini daha iyi degerlendirmeyi amaglamaktadir.

Azalan mortalite ile prognozda iyilesme gorilse de
tan1 sonrasi erken donemde bile hala 6nemli oranda hasar
gorilmektedir. TAK c¢aligmalarinda  kullanilmak iizere
gelistirilmesi gereken valide edilmis sonlanim 6lgiiti
setlerine ihtiyag bulunmaktadir. OMERACT BDV Calisma
grubu bu konuda ¢aligmaktadir. Diinya ¢apinda deneyimli
uzmanlarla bir Delfi egzersizi tamamlannug ve BDV icin bir
cekirdek sonlanim setinin gelistirilmesi amaglanmaktadir.
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Tubulointerstitial nephritis and uveitis (TINU) syndrome;

an underrecognized entity

Tubulointerstisyel nefrit ve liveit (TINU) sendromu; az bilinen bir olgu

® Resit Yildirnm, ® Nazife Sule Yasar Bilge, ® Timucin Kasifoglu

Eskisehir Osmangazi University Faculty of Medicine, Department of Internal Medicine, Division of Rheumatology, Eskisehir, Turkey

Abstract

Tubulointerstitial nephritis and uveitis syndrome is a rarely seen
multi-systemic disease with autoimmune features. Renal and ocular
involvement generally occurs asynchronously therefore leads to late
diagnosis. Renal manifestations generally precede ocular involvement.
Eye disease is almost always of recurrent bilateral anterior uveitis.
Renal disease is generally mild, self-limited and rarely requires
immunosuppression. Definitive diagnosis is based on histopathological
evaluation in the presence of clinical features and exclusion of
masquerading disorders. Steroid is the most preferred first line agent,
usually suggested for at least 3 to 6 months. Here, our objective with
this case report is to attract attention to this uncommon entity in the
rheumatology literature.

Keywords: Tubulointerstitial nephritis,
rheumatology

uveitis, TINU syndrome,

Introduction

The association between tubulointerstitial nephritis and
uveitis (TINU) was firstly described by Dobrin et al.'l in two
cases presented with similar features, including eosinophilic
nephritis, bilateral anterior uveitis, increased sedimentation
rate and granuloma formation in the bone marrow. Organ
involvement may be variable that kidney precedes the eye
in 65% of the patients.”? Renal involvement mostly has a
Bilateral
granulomatous anterior uveitis is the most common eye

mild course with spontaneous improvement.

involvement, seen approximately in 80 to 90% of patients.
Bl Fever, fatigue, arthralgia may accompany. After excluding

mimickers such as sarcoidosis, Sjogren’s syndrome,

0Oz

Tubulointerstiyel nefrit ve Gveit (TINU) sendromu, otoimmiin &zellikler
barindiran, nadir bir multisistemik hastaliktir. Renal ve g6z tutulumu
cogunlukla ayni zaman diliminde ortaya cikmaz, bu nedenle tanida
gecikmelere neden olur. Genellikle, bobrek tutulumu géz tutulumundan
once gorulur. Goz tutulumu, hemen daima tekrarlayici ve bilateral
anterior Uveit seklindedir. Renal tutulum siklikla kendini sinirlayicidir
ve nadiren immunosupresif tedavi ihtiyaci olmaktadir. Kesin tani, klinik
ve histopatolojik bulgularin yani sira taklitci hastaliklarin dislanmasi ile
konur. Steroid en sik tercih edilen ajan olmakla beraber en az 3-6 ay
kadar kullanimi énerilmektedir. Burada TINU sendromu tanisi konan
bir olgu ile romatoloji literattriinde bu hastalik ile iliskili farkindalig
artirmayl amacladik.

Anahtar Kelimeler: Tubulointerstisyel nefrit, Gveit, TINU sendromu,
romatoloji

granulomatosis with polyangiitis (GPA), histopathologic
evidence of tubulointerstitial nephritis in a patient with
compatible clinical features is mandatory for definitive
diagnosis. No treatment guidelines are currently available.
Steroids are generally recommended, particularly in the
presence of active uveitis and/or renal insufficiency.® Our
goal with the report of this case is to increase the awareness
of this rare entity among rheumatologists.

Case Report

A 20-year-old man with a previous diagnosis of

autoimmune hypothyroidism was admitted to an

opthalmology clinic with acute vision loss in both eyes.
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On ocular examination, the best-corrected visual acuity
was 8/10 in the right eye and 7/10 in the left eye. Slit-
lamp examination of the right eye was remarkable for
granulomatous keratic precipitates, 3* cells in the anterior
chamber with fibrinoid reaction. In the left eye, there were
2+cells in the anterior chamber, and the posterior synechiae.
A dilated fundus examination revealed a fainted optic disk
with increased venous fullness. The patient was consulted
due to the differential diagnosis of panuveitis. On admission,
systemic rheumatologic questionaire was inconclusive. He
reported neither history of recurrent oral ulcers, genital
ulcer, osteofollicular lesions, thrombosis, hemoptysis, cough,
hearing loss nor the recent medication intake or infectious
contact. Laboratory investigations showed an erythrocyte
sedimentation rate of 80 mm/h (0-10), C-reactive protein
(CRP) of 47 mg/dL (0-5), serum creatinine level of 1.63
mg/dL (0.7-1.20), serum glucose of 80 mg/dL (70-126),
serum pH of 7.32, serum bicarbonate (HCO,) level of
20 mEq/L (22-26), serum potassium of 5.0 mEq/L (3.5-
5.3), and urine pH of 6. Hematuria, glycosuria, and mild
proteinuria (328 mg/g on spot urine protein/creatinine)
were found on urinalysis. Microscopic examination of urine
showed eosinophiluria and granular cast, but no dysmorphic
erythrocytes. His recent serum creatinine level was 0.8
mg/dL two months ago. Serum complement levels were
normal, and anti-nuclear antibody and anti-neutrophilic
cytoplasmic antibody (ANCA) tests were negative. All
possible infectious causes were excluded and the chest
X-ray was normal. Serum angiotensin-converting enzyme
(ACE) levels were not studied in our clinic. Renal biopsy
revealed interstitial lymphocytic infiltration with focal
tubular atrophy and interstitial fibrosis, consistent with
acute tubulointerstitial nephritis (ATIN) (Figures 1, 2).
Based on the clinical features and histopathologic findings,
a diagnosis of TINU syndrome was considered. He was
started on high dose methylprednisolone (1 mg/kg/day) due
to bilateral panuveitis and renal insufficiency. At the first
month visit, eye examination was normal, as well, serum
creatinine and acute phase parameters returned to normal
reference values. At the fourth month, while receiving 4 mg
methylprednisolone, the patient presented with an acute
panuveitis attack in the left eye. Therefore, azathioprine
(AZA) (2.5 mg/kg/day) was added along with escalating
steroid dosage. The patient is currently on AZA without any
eye attack in the last 11 months.

Discussion

Upveitis is an inflammatory ocular disease that may lead
to vision loss if left untreated. It is well-known that nearly
40% of uveitis is associated with a systemic autoimmune

Figure 1. Interstitial lymphocytic infiltration with focal tubular atrophy and
interstitial fibrosis (H&Ex100)
H&E: Hematoxylin and eosin

Figure 2. Interstitial inflammatory infiltrate and tubulitis (H&E x400)
H&E: Hematoxylin and eosin

disease.” Therefore, all uveitis cases should be evaluated by
a rheumatologist especially in terms of Behcet’s syndrome
(BS), spondyloarthropathies, sarcoidosis, systemic lupus
erythematosus, GPA and relapsing polychondyritis. Despite
an extensive investigation, the etiology still may not be well-
clarified nearly in half of the patients. To date date, the
prevalence of TINU syndrome has not been truly estimated
because of its rarity. According to some recent observational
studies, 2% of uveitis and 15% of ATIN population were
found to fulfill the diagnosis of TINU syndrome.*”)

In an early observational study, TINU syndrome was
reported to be more frequent in females (female to male
ratio 3:1) with a mean age of 15 years for disease onset, and
mostly presenting with anterior uveitis (80%).”! However,
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a recent study has demonstrated that it may not be as
common in females (female/male 1.6:1) as previous reports
and the disease might be seen more frequently in the adult
population (mean age of 46 years) as well.® This change can
be explained by the increased disease awareness in the recent
years. Our case was of a young man with acute onset bilateral
panuveitis. In our region, BS indeed should be placed
among differential diagnoses, especially in a young male
with panuveitis. The absence of other clinical components
of BS, presence of granulomatous inflammation in the eye
and negative pathergy test were the elements used for ruling
out this possibility.

Based on the analysis of published cases, there is a unique
relationship between the time in the emergence of renal and
eye disease. The eye is typically involved in a period of 2
months before and 14 months after renal manifestations.
As in our case, the synchronous presentation was seen
only in 15% of patients.”’ Interestingly, in a recent study,
it has been demonstrated that asymptomatic uveitis may be
detected in 50% of cases if ocular examination is performed
regularly regardless of the symptoms.”? Therefore, all
individuals should be investigated attentively in terms of
each component of the disease at each outpatient visit. With
better understanding of the disease nature in the last decade,
prevalence rates have been relatively changed compared to
earlier reports. This difference might be explained by the
asynchronous pattern of the clinical features, which were
not well-known previously. However, subsiding of each
component after initiating steroid might be another possible
explanation for the diagnostic delays.

Sarcoidosis is of important mimicking clinical condition
that should be excluded before diagnosing TINU syndrome.
Some experts have speculated that TINU syndrome might
be an atypical form of extrapulmonary sarcoidosis according
to the described granuloma formation in the kidney, eye
and bone marrow in previous reports.!! Literature data
regarding methods used for excluding sarcoidosis are not
homogenous, mainly determined by normal chest X-ray
and serum ACE levels. However, it has been well-identified
that pulmonary involvement may not be evident in 10%
of sarcoidosis and serum ACE levels can be seen normally
in nearly half of the patients.!'” In a study including 45
patients, it was found that combinating high levels of serum
creatinine with urinary beta2-microglobulin has a predictive
value of 100% for diagnosing TINU syndrome." We were
not able to measure serum ACE and beta2-microglobulin
levels in our center. Thus, we excluded sarcoidosis based on
normal chest X-ray and serum calcium level, and with no
evidence of a granulomatous lesion in the renal specimen.
Additionally, ANCA-associated vasculitides should also be

Yildinm et al. Tubulointerstitial nephritis and uveitis (TINU) syndrome

considered when a patient manifests with simultaneous eye
and renal involvement, but urinalysis and ANCA profile
were nonsupporting in this case.

To date, the pathogenesis of TINU syndrome has not
been well-addressed. Evidence of infiltration of T-cells and
lymphoplasmacytes on renal biopsy, established familial
forms of TINU, and case reports seen post infections are
some footprints of cellular immunity.'>'1 On the other
hand, IgG antibodies detected against ciliary and tubular
cells, high levels of circulating modified CRP (mCRP) in
the sera of TINU cases as well as antibodies demonstrated
against mCRP in the renal and eye tissue of TINU patients
suggest the role of humoral immunity.['$!"]

No consensus on treatment is currently available.
Steroids are the most common preferred first line agent in
the setting of acute eye involvement and/or profound renal
insufficiency. This recommendation is based on observational
experience from the literature of ATIN. Renal prognosis is
generally good in contrast to eye disease, which may show
high recurrence rates (70%) despite steroid monotherapy.
0 Therefore, addition of an immunosuppressive agent such
azathioprine, mycophenolate mofetil and methotrexate may
be considered for favorable long-term outcome.?!

Conclusion

TINU syndrome should be considered in the differential
diagnosis of a young male with uveitis and renal involvement.
Of note, it should not be forgotten that each component
of this unusual disease may not be seen simultaneously.
Therefore, the clinician should perform a thorough
examination of each manifestation at each visit. Data on
this issue is insufficient in rheumatology. We believe that
this disease deserves more interest than being an “orphan”
among rheumatologists.
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Intra-arterial angiolymphoid hyperplasia with eosinophilia
mimicking temporal arteritis: A case report and review
of the literature

Temporal arteritin nadir bir taklitcisi intra-arteriyel eozinofilik anjiyolenfoid hiperplazi: Olgu sunumu
ve literatiiriin gézden gecirilmesi
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Abstract

Angiolymphoid hyperplasia with eosinophilia (ALHE) is a rare
benign disease of unknown etiology, characterized by abnormal
vascular proliferation. ALHE usually presents with painful, itchy, or
asymptomatic lesions in the neck region, particularly around the ears.
Clinically, it is usually around the ear, at the border of the scalp. It
can be seen as single or multiple nodules or papules lesions on the
neck and neck. Medium-sized peripheral muscular artery involvement
is rare. A 41-year-old male patient, presented to a rheumatology clinic
for 1 year history of a soft painless swelling in his bilateral temporal
region. He sustained no preceding trauma to the area and had no
additional symptoms. On physical examination, temporal arteries
were prominent, but there was no tenderness. The patient had no
clinical signs of temporal arteritis. Temporal artery Doppler ultrasound
was performed, which revealed an echogenic asymmetric vessel wall
thickening in the bilateral superficial temporal arteries. Temporal artery
biopsy yielded the final diagnosis of ALHE, a rare vascular involvement

(0}

Eozinofilik anjiyolenfoid hiperplazi (EALH) farkli klinik ve histopatolojik
ozelliklere sahip, nadir gorilen benign vazoproliferatif bir hastaliktir.
En sik gortlen klinik prezentasyon, bas ve boyun bolgesindeki dermal
ve subkitan agrisiz nodullerdir. Orta buytklukteki periferik muskuler
arter tutulumu nadirdir. Kirk bir yasinda erkek hasta, 1 yildir bilateral
temporal bolgede agrisiz sislik sikayeti nedeniyle romatoloji poliklinigine
basvurdu. Ek semptomu olmayan hastanin, temporal bélgede travma
Oykusi yoktu. Fizik muayenesinde temporal arterler belirgindi, ancak
hassasiyet yoktu. Temporal arterit klinik bulgulari olmayan hastanin
temporal arter Doppler ultrasonografisinde bilateral ytzeyel temporal
arter damar duvari ekojenitesinde asimetrik kalinlasma saptand.
Temporal arter biyopsisiyle, etiyolojisi bilinmeyen nadir bir vaskuler
tutulum olan EALH tanisi konuldu. Temporal arterit ayirici tanisinda
EALH de akilda tutulmalidir.

Anahtar Kelimeler: Temporal arterit,
hiperplazi, vaskuler proliferasyon

eozinofilik anjiyolenfoid

of unknown etiology. ALHE is a condition that should be kept in mind
in the differential diagnosis of temporal arteritis.

Keywords: Temporal arteritis, angiolymphoid hyperplasia with
eosinophilia, vascular proliferation

Introduction a family history. ALHE frequently involve the skin of the

Angiolymphoid hyperplasia with eosinophilia (ALHE) is head and neck, particularly in the periauricular area and the

. . L . ici i ; 2-5)
a benign vasoproliferative disorder of unknown etiology.!! scalp. Systemic involvement is rare in ALHE.

The majority (70%) of affected patients are women in their Being a rare disorder that may mimic several conditions

third to the fifth decade of life. Affected patients may have  such as lipoma, sebaceous cyst, Dupuytren’s disease, or giant
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cell arteritis®%”l, ALHE may impose a diagnostic challenge
with a risk of misdiagnosis or delayed diagnosis.*1!

Here, we presenta case of intra-arterial ALHE mimicking
temporal arteritis with prominent temporal arteries.

Case Report

A 4l-year-old male patient was referred to the
rheumatology outpatient clinic with the suspected diagnosis
of temporal arteritis due to bilateral swelling in the temporal
region. The patient described a painless, non-pruritic
swelling in the temporal region bilaterally lasting for 1 year
along with no history of trauma, bruising, bleeding, or a
chronic disease. The patient had no signs/symptoms related
to polymyalgia rheumatica, while jaw claudication or visual
symptoms were also absent.

Physical examination revealed a painless subcutaneous
nodule on the surface of prominent temporal arteries
bilaterally in the temporal region. No murmurs were
noted in the temporal and carotid arteries, and there was
no significant pulsation in the temporal arteries (Figure 1).
Previous cranial computed tomography had revealed the
thickening of the vessel wall in the superficial frontal branches
of both temporal arteries, which was in the foreground
on the right side. Temporal artery Doppler ultrasound
was performed, which revealed an echogenic asymmetric
vessel wall thickening in the bilateral superficial temporal
arteries (Figure 2). Hemogram findings, eosinophil count,
erythrocyte sedimentation rate, C-reactive protein levels
and blood biochemistry findings were within the normal
limits. An excisional biopsy of the temporal artery was
performed. In the histological examination, an intravascular
proliferation was noted that was composed of epithelioid
endothelial cells, lymphocytes, and many eosinophils.
There were no multinucleated giant cells or granulomatous
inflammation. Immunohistochemical staining showed
positive immunoreactivity for CD 68 (focal), CD 31, CD
34 and elastin (focal) expression. Histological analysis of the
lesion revealed a diagnosis of eosinophilic angiolymphoid

X

Figure 1. Enlargement of the right and left superficial temporal artery

hyperplasia involving branches of the superficial temporal
artery (Figures 3 and 4). Although the patient was referred
to the relevant departments for surgical excision, medical
treatment, laser therapy, or cryotherapy, he refused the

treatment.

Figure 2. Ultrasound image of a branch of left superficial tempral artery
showing asymmetric thickening of the vessel wall, producing a halo
around the lumen

Figure 3A. Arterial structure with peripheral inflammation obliterating the
lGmen (x40 HE), B. Prominence and neovascularization of endothelial cells
in the arterial wall (X200 HE)

Figure 4A. Inflammatory cells characterized by mixed inflammation in the
entire vessel wall (X200 HE), B. Verhoeffvan Gieson staining showing the
internal elastic lamina (x200 HE)
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Discussion

ALHE is an uncommon disorder with its exact prevalence
remains unknown, while several cases have been reported
worldwide.['>"¥ Although some authors consider ALHE
a reactive process, it has also been suggested to represent
a neoplastic process.'*' ALHE lesions usually present as
single or multiple nodules in the head and neck region,
especially in the periauricular area.l"*! The lesions may be
associated with pruritis, pain and ulceration, or an overlying
pulsation.'™'In a review by Adler et al.’), no gender-based
differences were noted in the prevalence of ALHE along
with an asymptomatic course in 15.4% of patients, while
the most common localizations were considered as ear and
periauricular area (36.3%), followed by face (28.2%) and
scalp (17.3%).

Our patient had bilateral superotemporal lesions with no
accompanying symptoms and was referred to our clinic with
a suspected diagnosis of temporal arteritis due to bilateral
prominent temporal arteries. In the current examination,
Doppler ultrasound also revealed an echogenic asymmetric
localized vessel wall thickening in the bilateral superficial
temporal arteries, while the definitive diagnosis was made
by the histopathological evaluation.

For ALHE cases involving the temporal region, the
temporal arteritis is suggested to be considered in the

differential diagnosis.'”! ALHE lesions can be seen adjacent
to an artery, their development within the muscular artery

120

is very rare.?” Previous case reports indicated that the

involved arteries comprise the temporal artery!>¢12142031

radial artery?:-*

I, facial artery®!, post-auricular artery®’
popliteal artery®”l, brachial artery?®3?, occipital artery®’,
ulnar artery®* and axillary artery™ among these, cases of

ALHE developed within the temporal arteries (Table 1).

Temporal arteritis is a vasculitis that can involve large-
and medium-sized vessels. Presenting symptoms in patients
with temporal arteritis may include tenderness in the
temporal region, jaw claudication, localized headache, skin
necrosis, eye involvement (i.e., ischemic optic neuropathy),
fever, malaise, constitutional symptoms, polymyalgia
rheumatica-like symptoms, arthralgia, myalgia and skin
necrosis, whereas these symptoms are not expected in intra-
arterial ALHE.[%?*28 Nonetheless, temporal arteritis and
intra-arterial ALHE may have some common manifestations,
and the histopathological examination is required for
definitive diagnosis.”! Histologically, ALHE show varying
degrees of nodular and diffuse lymphocytic infiltrates with
eosinophils and an angio-proliferative lesion characterized
by plump endothelial cells.*! Mimicking vascular conditions
Kimura’s

include epithelioid hemangioendothelioma,

disease, angiosarcoma, eosinophilic granulomatosis with

Table 1. Angiolymphoid hyperplasia with eosinophilia (ALHE) of the temporal artery

Authors Case Age Sex Location Artery Eosinophil Counts
number
Grishman et al.2" (1995) 1 48 F Bitemporal area Temporal artery 2.800/mm?(24%)
; H [22]
zqa;(_l)agr)nudl and Schinella 2 20 M The left forehead Temporal artery Unspecified
Kitamura et al.® (1999) 3 68 F Right temporal area Temporal artery, superior branch  Unspecified
Poilpre et al.l?¥ (1999) 4 35 F Left temporal area Temporal artery Unspecified
Aurello et al.l?¥ (2003) 5 40 M Right temporal area Temporal artery, superior branch  Unspecified
Sandstad et al.”* (2003) 6 44 M Right temporal area Temporal artery Unspecified
Chopra et al.?® (2007) 7 46 M Left temporal area Temporal artery Unspecified
Koubaa et al.?” (2008) 8 34 M The right forehead Temporal artery branch Unspecified
Grum et al.?#(2010) 9 37 M Left temporal area Superficial temporal artery 17% (count not unspecified)
) 45 M Left temporal area Temporal artery Unspecified
Hsiao and Wul2 (2012) 10 —
35 M The left forehead Temporal artery, frontal branch Unspecified
Giovagnorio and Miozzil'? . - Normally specified
(2013) 11 60 M Right temporal area Superficial temporal artery (count not unspecified)
129) -
Imran(2016) 12 29 M Left temporal area Temporal artery branch Normally Spemﬁed. .
(count not unspecified)
Warner et al." (2017) 13 59 r Left temporal area Frontal branch of the superficial ~ Normally Specn‘ledl .
temporal artery (count not unspecified)
Ansari et al.t% (2019) 14 32 M Right temporal area Temporal artery Unspecified
. ) Normally specified
[2]
Li et al.”1(2020) 15 20 M Right temporal area Temporal artery (count not unspecified)
Nakajima et al.5" (2021) 16 54 F Right temporal area Temporal artery Unspecified
3 0,
The present case (2021) 17 41 M Bilateral temporal area Superficial temporal artery 320/mm’ (4%) normally

detected

ince et al. A rare mimic of temporal arteritis



polyangiitis. Conditions which may involve the scalp and
subcutaneous tissue in the head region, such as Kaposi’s
sarcoma, metastasis, lymphoma and pyogenic granuloma,
should also be considered in the differential diagnosis.?*™

In this case, temporal arteritis was suspected because of
the prominence of the temporal arteries. The patient’s age,
normal acute phase response parameters, the absence of
fever and constitutional symptoms, as well as lack of visual
symptoms or symptoms related to polymyalgia rheumatica
were the findings not supportive for the temporal arteritis
diagnosis. In this study, although the halo sign in the
temporal arteries was not typically seen on Doppler
ultrasound imaging, there was echogenic asymmetric vessel
wall thickening in the bilateral superficial temporal arteries.
In fact, the halo sign, which is hypoechoic thickening of
the temporal artery wall in Doppler ultrasound imaging, is
frequently used in clinical practice in the diagnosis of temporal
arteritis. Halo sign can also be evident, but less frequently, in
other conditions such as infection, polymyalgia rheumatica
and malignancy.®*! The finding of halo sign on ultrasound
in ALHE has been previously reported in one case report.
B The halo sign in temporal arteritis is not always related
to an inflammatory process and may refer to an edema in
the vessel wall rather than an inflammatory process.®*! In
the case of intra-arterial ALHE, the halo sign can be seen if
the vessel lumen is not completely obliterated. Indeed, the
halo sign in intra-arterial ALHE has been associated with
the presence of marked thickening of the vessel wall due to
perivascular infiltrate.®

Conclusion

In conclusion, our findings indicate that ALHE, as a rare
disorder, should be considered in the differential diagnosis
of temporal arteritis, as it may mimic temporal arteritis
in terms of clinical appearance and Doppler ultrasound
findings.
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This is not only a question, but also an invitation; are
rheumatologists “choosing wisely” in Turkey?

Bu sadece bir soru degil, ayni zamanda bir davet; Turkiye’de romatologlar “akilci secimler” yapiyor

mu?

® Oguz Abdullah Uyaroglu

Hacettepe University Faculty of Medicine, Department of Internal Medicine, Division of General Internal Medicine, Ankara, Turkey

Abstract

In 2012, the American Board of Internal Medicine Foundation launched
a health initiative campaign named “Choosing Wisely” to advance a
national dialog on avoiding unnecessary medical tests, treatments, and
procedures. Each specialty society, including the American College
of Rheumatology, developed evidence-based recommendation lists
about tests and treatments that were overused and did not provide
meaningful benefit to patients. In Turkey, only the Turkish Society of
Internal Medicine published their recommendations within the scope
of this campaign. The Turkish Society for Rheumatology should also
publish its Choosing Wisely recommendations.

Keywords: Choosing wisely, autoantibody tests, rheumatology

Dear Editor,

The American Board of Internal Medicine Foundation
launched a health initiative campaign named “Choosing
Wisely” in 2012 to advance a national dialog on avoiding
unnecessary medical tests, treatments, and procedures.
Then, each specialty society developed lists of evidence-
based recommendations about overused tests and treatments
that did not provide benefits. Currently, the Choosing
Wisely campaign has partnered with more than 70 societies
involving more than one million clinicians!! in the US,
Canada, Australia and Europe. In Turkey, the Turkish
Society of Internal Medicine has been working with the

0Oz

2012 yilinda, Amerikan ic Hastaliklari Kurulu Vakfi, gereksiz tibbi
testler, tedaviler ve prosedirlerden kacinma konusunda ulusal bir
diyalog baslatmak icin “Choosing Wisely” (Akilci Secimler) adli bir
saghk kampanyasi baslatti. Amerikan Romatoloji Koleji de dahil
olmak Gzere her uzmanlik toplulugu, asiri kullanilan ve hastalar icin
anlamli fayda saglamayan testler ve tedaviler hakkinda kanita dayali
oneri listeleri gelistirdi. Turkiye'de bu kampanya dahilinde sadece Turk
ic Hastaliklari Derneg@i onerilerini yayinlamistir. Turkiye Romatoloji
Dernegi de Choosing Wisely 6nerilerini yayinlayabilir.

Anahtar Kelimeler: Akilci secimler, otoantikor testleri, romatoloji

European Federation of Internal Medicine within the frame
of the Choosing Wisely Project since 2017.1

It is always important to perform appropriate diagnostic
autoantibody tests in rheumatology practice. In a study to
evaluate the serological and clinical features of patients
referred through a central triage system because of a positive
anti-nuclear antibody (ANA),
referrals had only antibodies to DFS70, the vast majority of

approximately 15% of

which did not have clinical evidence for an ANA associated
rheumatic disease.”) Unnecessarily studied positive test
results encourage inappropriate referrals from primary and

secondary care physicians to tertiary care specialists.
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There is clear common ground with efforts to optimize
autoantibody tests using and Choosing Wisely campaign.
The starting point is to define the most common wrong
practices in terms of overuse -and of course underuse
could also be a problem- of diagnostics and therapeutic
interventions to choose wisely, especially in the post-
pandemic world.

The American College of Rheumatology had five
recommendations for physicians and patients should
question below;

1. Don’t test ANA sub-serologies without a positive
ANA and clinical suspicion of immune-mediated disease.

2. Don’t test for Lyme disease as a cause of
musculoskeletal symptoms without an exposure history and
appropriate exam findings.

3. Don’t perform magnetic resonance imaging of
the peripheral joints to routinely monitor inflammatory
arthritis.

4. Don’t prescribe biologics for rheumatoid arthritis
before a trial of methotrexate (or other conventional non-
biologic disease-modifying antirheumatic drugs).

5. Don’t routinely repeat dual energy X-ray
absorptiometry scans more often than once every two
years.

The top 5 issues may change according to time, health
policies of countries, socio-cultural and economic conditions.
This viable solution requires active and organized efforts,
and the most important and leading of these organizations
are professional societies such as the Turkish Society for
Rheumatology. Are the recommendations by The American
College of Rheumatology applicable to even in Turkey?

The coronavirus disease-2019 (COVID-19) pandemic
has changed the socio-cultural and economic balances
worldwide. Countries with the strongest economies in
the world were helpless against the pandemic, and the
pandemic led them to revise and question their health
systems. Additionally, it reminded us once again how vital
the rational management of existing resources is, such as

Oguz Abdullah Uyaroglu. Choosing wisely and rheumatology

avoiding unnecessary tests. As an example, the evidence of
elevated false-positive autoantibody levels following severe
acute respiratory syndrome coronavirus 2 infection should
be a warning to avoid unnecessary testing."!

In the post-COVID-19 era, the Choosing Wisely
philosophy will be much more meaningful and these
recommendations may need to be revised.

I'believe that it is time to start an awareness for Choosing
Wisely campaign in the field of Rheumatology in Turkey.
The Rheumatology Societies should take the initiative to
launch a Choosing Wisely campaign in Rheumatology. I
want to start the discussion of this topic with a question:
What are the top 5 problems/recommendations in the field
of rheumatology in Turkey?
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