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*Kollajen doku hastaliklari siklikla akcigerde cesitli degisikliklere yol acan
immunolojik olarak gelisen sistemik hastaliklardir

*Dogal veya adaptif bagisiklik mekanizmalarinin bircok hticresel ve hiicresel
olmayan duzeyde akcigerde fibrogenezde katkida bulundugunu gostermektedir

*Ekstraselller matriks proteinlerinin asiri birikimi; fibrotik remodeling, alveolar
yikim ve akciger fonksiyonlarinda kayip ile sonuclanir

Leslie KO. My approach to interstitial lung disease using clinical, radiological and
histopathological patterns. J Clin Pathol. 2009; 62:387-401




*Bag doku hastaliklarinda akciger tutulumu 6n planda pléropulmoner olmakla
beraber solunum yollarindaki tim yapilar, ayri ayri veya birlikte etkilenebilir

*Solunum sistemi tutulumu, siklikla diger organ sistemlerinin tutulumundan
sonra ortaya cikmakta olsa da skleroderma, romatoid artrit ve sistemik lupus
eritematozus olgularinda akciger tutulumu ilk bulgu olabilmektedir

*Siklik, klinik bulgular, prognoz ve tedaviye cevap hem histolojik patern hem de
altta yatan kollajen doku hastaligina bagli olarak degismektedir

Allen D, Fischer A, Bshouty Z, et al. Evaluating systemic lupus erythematosus patients for lung

involvement. Lupus. 2012;21: 1316-1325
S




*Akcigeri en sik tutan kollajen doku hastaliklari romatoid artrit, sistemik skleroz,
sistemik lupus eritematozus, polimiyozit, dermatomiyozit, mikst bag doku hastaligi
ve sjogren sendromudur

*Kollajen doku hastaliklarinda akciger tutulumu; interstisyel akciger hastaliklari,
vaskuler tutulumlar ve hava yolu patolojileri olmak tzere lG¢ ana baslikta
Ozetlenebilir

sInterstisyel akciger hastaligi ve pulmoner arteriyel hipertansiyon kollajen doku
hastaliklarinda mortalite ve morbiditenin en sik nedenidir




Bag doku hastaliklarinda interstisyel alanin tutulumu, farkl paternlerde karsimiza
cikmaktadir:

*Usual interstisyel pnomoni
*Nonspesifik interstisyel pndmoni
*Lenfositik interstisyel pndmoni

*Organize pnomoni

*Diffliz alveolar hasar




e Akcigerde bal petegi gorliintlisiine neden olan aselliler fibrozis odaklari ve aktif
fibroblastik fokuslerin gorilmesi ile karakterizedir

e Inflamasyon hafif siddette ve yamasaldir

e Temporal heterojenite gosterir

e Fibrozis agirlikh olarak bazallerde ve subplevral alandadir

e Traksiyon bronsektazileri, ince retiktulasyon, interlobiler septal kalinlasmalar
gorulebilir

e En stk Romatoid Artrit hastalarinda izlenir

Simith ML. The histologic diagnosis of usual interstitial pneumonia of idiopathic pulmonary fibrosis. Where we are and
where we need to go. Modern Pathology (2022) 35:8-14;






ing

Exuberant honeycomb




vh;t: ]\"*'::
& \‘]‘0'-"{
s '¢

Upper lobe sign Straight edge sign



Tutulumlar zamansal ve uzaysal olarak homojen dagilmistir

Fibrotik ve selliler NSIP olmak lizere 2 formu tanimlanmistir

Her 2 formunda alt lob predominansi ve spesifik olmamakla beraber subplevral
kismi korunma gorulebilir

Selller formda buzlu cam goértinumi, fibrotik formda retiklilasyonlar, traksiyon
bronsektazileri ve UIP’ye gore daha klcuk bal petegi alanlari goralir

Temporal heterojenite gostermemesi ve fibroblastik odak bulunmamasi ile
UIP’den ayirt edilebilir

Sistemik skleroz, inflamatuar miyopatiler, mikst bag doku hastaligi, Sjogren
sendromu ve SLE’de sik gorilen paterndir

Kligerman SJ, Groshong S, Brown KK, Lynch DA. Nonspecific interstitial pneumonia: radiologic,
clinical, and pathologic considerations. Radiographics 2009;29:73-87






 Bilateral alt loblarda daha belirgin buzlu cam alanlari ve hava yollarinda
dilatasyona bagli ince duvarli hava kistleri gorulebilir

* Histopatolojik olarak intersisyum ve alveoler bosluklarin lenfositler, plazma
hicreleri ve diger lenfo-retikiler elemanlarla infiltrasyonu ile karakterizedir

» Sjogren Sendromunda daha sik izlenir

Galant-Swafford J, Catanzaro J, Achcar RD, et al. Approach to diagnosing and managing granulomatous-lymphocytic
interstitial lung disease. EClinicalMedicine 2024; 26:75:102749






* Alveolar duvar hasarina bagh gelisir

 Tipik olarak periferal infiltratlar, interstisyel inflamasyon ve distal hava yollarinda
intra-luminal fibrozis ile karakterizedir

» Tek veya iki tarafli yer degistirebilen yamali konsolide alanlar, buzlu cam
opasiteleri, noduller ve halo isareti bulunur

 Atoll isareti(ters halo goriintiisii): Santralinde buzlu cam etrafinda konsolidasyon
alani

* Dermatomyozit/polimiyozit hastalarinda daha sik izlenir






Hizli baslangicli hipoksemi, alveolar infiltratlar ve hava yollarina ilerleyici kanama
seklinde ortaya cikar

Alveolokapiller bazal membran harabiyeti gelisir
HRCT'de buzlu cam dansiteleri olarak goralar

Inflamatuar miyopatilerde, 6zellikle dermatomiyozitte daha sik izlenir






Pulmoner vaskuler tutulum; arteriol, venul ve kapiller dizeyde cesitli patolojik
surecleri icerebilir

Ik akla gelen hastalik ise pulmoner hipertansiyondur

Bag doku hastaliklari ile iliskili pulmoner hipertansiyon genellikle, pulmoner
arteriollerde vaskiler remodelling ve obstriksiyon gibi patolojik degisikliklerle
iliskilidir

Bu durum, akcigerlerin perfiizyonunda azalmaya ve sonuc olarak hipoksemiye yol
acabilir.

En sik Sklerodermada izlenir



* Bag doku hastaliklarinda sadece parankim ve interstisyum dokusu etkilenmekle
kalmaz, ayni zamanda Ust solunum yollari, larenks, trakea ve ana bronslar da
etkilenebilir

e Etkilenen bolgeye bagli olarak solunum fonksiyon bozukluklari obstriktif veya
restriktif paternler ortaya cikabilir

e Ozellikle SLE gibi bazi bag doku hastaliklarinda, obliteratif bronsiolit, organize
pndmoni, bronsektaziye ek olarak nadir de olsa trakeit ve epiglottit gibi bluyuk
havayolu tutulumu rapor edilmistir



ROMATOID ARTRIT (RA)




ROMATOID ARTRIT

* Romatoid artrit toplumun %1-2’sini etkileyen ve en sik gorulen kollajen doku
hastaligidir

* Kadinlarda 3 kat daha siktir, genellikle 25-50 yas arasinda gorulir

* Kronik ve sistemik bir inflamatuvar eklem hastaligi olup kikirdak ve kemik hasari
ve eklemlerin fibréz ankilozuna sebep olabilen kronik bir sinovit ile karakterizedir

* Ozellikle el ve ayaklarda goriilen simetrik, aralikli ve gezici eklem tutulumu ile
birlikte yavas baslayan poliartralji, RA’nin en tipik klinik bulgularindandir

Al-Rubaye AF, Kadhim MJ, Hameed IH. Rheumatoid arthritis: history, stages, epidemiology,
pathogenesis, diagnosis and treatment. Int J Toxicol Pharmacol Res. 2017;9:145-55.



ROMATOID ARTRIT

Criteria

Joint involvement:

Serology:

Acute phase reactants:

Symptom duration:

_ lpoins

1 large

2-10 large
1-3small

4 - 10 small

> 10 (at least 1 small)

Negative RF and ACPA
Low positive RF/ACPA
High positive RF/ACPA

Normal CRP/ESR
Abnormal CRP/ESR

< 6 weeks
> 6 weeks
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ROMATOID ARTRIT

* Romatoid artritli hastalarin yarisindan fazlasinda eklem disi tutulum vardir

. Akéiée.rdt_utulumu romatoid artritli hastalarin enfeksiyondan sonra en sik ikinci(%18) 6lim
nedenidir

» Kollajen doku hastaliklarinin cogunun aksine, interstisyel akciger hastaligi, erkeklerde daha
yaygindir (3:1)

* Gec baslangich hastaligi olan, yuksek titrede RF dlcllen ve sigara icenlerde daha sik goralur

* Klinik olarak onemli interstisyel akciger hastaliginin, romatoid artritli hastalarin %5 ila %10 unda
meydana geldigi, en yaygin formlarinin UIP ve NSIP oldugu gozlenmistir

Giles JT, Danoff SK, Sokolove J, et al. Association of fine specificity and repertoire expansion of anticitrullinated peptide
antibodies with rheumatoid arthritis associa ted interstitial lung disease. Ann Rheum Dis.2014,;73(8):1487-1494
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ROMATOID ARTRIT

Romatoid
Nodiil

Plevral
Efiizyon

Krikoaritenoid
kikirdak
tutulumu

Bronsiolitis
Obliterans

Folikiiler
Bronsiolit



Romatoid artritte pléroparankimal komplikasyonlar, daha siddetli kronik eklem
hastaligi olan, yuksek diizeyde romatoid faktor dizeylerine sahip ve subkutan
nodulleri olan hastalarda daha sik saptanir

Buna ek olarak, diger sistemik komplikasyonlar olan kutanoz vaskulit, miyokardit,
perikardit, okuler inflamasyon ve Felty sendromuna sahip olan hastalarda da daha
sik gorilme egilimindedir

Romatoid artritte antisitrulinize protein antikorlarina (anti-CCP) sahip
hastalarda, tutiin maruziyetinden bagimsiz olarak akciger parankimal
anormalliklerinde artis oldugu gosterilmistir

Bu bulgu anti-CCP antikorlarin akciger hastaliginin patogenezinde 6nemli oldugu
hipotezini desteklemektedir

Giles JT, Danoff SK, Sokolove J, et al. Association of fine specificity and repertoire expansion of anticitrullinated peptide
antibodies with rheumatoid arthritis associa ted interstitial lung disease. Ann Rheum Dis.2014,;73(8):1487-1494



* Romatoid artritli hastalarin otopsi serilerinde %40 oraninda plevral hastalik
saptanmistir

 Romatoid artritli hastalarda, plevral komplikasyonlar daha sik erkeklerde gorilir
ve siklikla aktif eklem hastaligi donemlerinde ve deri alti romatoid nodiilleri olan
hastalarda ortaya cikar

» Plevral efizyonlar tek veya cift tarafli olabilir ve interstisyel akciger hastaligi veya
nekrobiyotik nodullerle birlikte ortaya cikabilir

Khurana R, Wolf R, Berney S, Caldito G, Hayat S, Berney SM. Risk of development of lung cancer is increased in
patients with rheumatoid arthritis: a large case control study in US veterans. J Rheumatol. 2008; 35:1704—-1708



* Plevral sivida kompleman duiizeyleri distktir ve romatoid faktor (RF) diizeyi
artmistir

 Romatoid eflizyonlarin karakteristik 6zelliklerinden biri, glukoz tasima defekti
nedeniyle dusuk plevral sivi glukoz konsantrasyonudur

* Hastalarin %40’inda plevral sivi glukoz diizeyi 10 mg/dL nin altinda olup, %75’inde
ise 50 mg/dL nin altindadir



Romatoid artrit olgularinda akciger gorintilemelerinde %20 oraninda romatoid
nodullere rastlanir

Romatoid noduller genellikle cok sayidadir ve noddillerin yarisi santral kavitasyon
icerir

Siklikla asemptomatik olmakla birlikte romatoid nodullerin pnémotoraks,
hidropndmotoraks ve hemoptizi gibi ciddi komplikasyonlara yol acabilecegi
bildirilmistir

Kaplan sendromu; pulmoner nekrobiyotik noduller, RA ve kdmur iscisi
pndmokonyozundan olusan bir triaddir

Travis WD, Hunninghake G, King TE Jr, et al. Idiopathic nonspecific interstitial pneumonia: report of
an American Thoracic Society project. Am J Respir Crit Care Med 2008; 177: 1338-4



e Ust hava yolu tutulumu, romatoid artrit hastalarinda sikca gorilen bir
komplikasyondur

e Ust hava yolu tutulumu genellikle krikoaritenoid eklemi icerir ve siklikla
asemptomatiktir

* Radyolojik gorinttulemede sikligi %50’ye kadar cikabilir, semptomatik olgularda
nefes darlgi ile stridor ile izlenebilir



RA- Ilag Akcigeri

e Romatoid artrit tedavisinde Metotreksat kullanimina '
bagli pnédmonitis gorulebilir

* Pnomonitis genellikle kimulatif doz olusmadan gelisir

e Hastalik stiresi ile metotreksat kullanim stresi ve doz
arasinda korelasyon yoktur &

 HRCT'de sentrlobuler nodillerle yama tarzinda buzlu
cam opasiteleri ve lenfadenopati tespit edilir

» Tedavi olarak ilacin kesilmesi ve yliksek doz steroid A
kullanimi genellikle yeterlidir

Saravanan V, Kelly CA. Reducing the risk of methotrexa-
te pneumonitis in rheumatoid arthritis. Rheumatology
2004; 43: 143-7.



RA-Bronsiolit

RA tutulumu: folikiler bronsiolit veya bronsiolitis obliterans olabilir

Bronsiolit obliterans, romatoid artritli hastalarda ilerleyici ve siklikla siddetli obstriktif akciger
hastaliginin onemli bir sebebidir

Bronsiolit obliteransin baslangici sinsidir; ilerleyici nefes darligi ve 6ksurlk ile gérular
Akciger grafisi normal olabilecegi gibi hiperinflasyon da gorulebilir.

Romatoid artritte gorulen bir diger bronsiolit tird, patolojik olarak terminal ve respiratuar bronsiolleri
cevreleyen lenfositlerin ve plazma hiicrelerinin yogun infiltrasyonu ile karakterize olan folikiler
bronsiolittir

HRCT’de sentrilobiiler nodiiller ve bronsektazi varligi folikiiler bronsiolit tanisini destekler.




Romatoid artrit hastalarinda intersitisyel akciger hastaligi taramasi yapilmasi
gereken risk faktorleri:

* |leri yas >60

* Erkek cinsiyet

* Sigara

* ESR artisi

* Anti-CCP, RF pozitifligi

* Siddetli kronik eklem tutulumu

Baslangicta disiik FVC <%70 ve DLCO <60, UIP patern kotui prognoz ile iliskilidir



A screening algorithm for interstitial lung disease (ILD) detection in connective tissue disease (CTD) and rheumatoid arthritis (RA) based on the identification of risk factors.

SSc: systemic sclerosis; MCTD: mixed connective tissue disease; [IM: idiopathic inflammatory myopathies; SjD: Sjdgren disease; HRCT: high-resolution computed tomography;

FVC: forced vital capacity; D co: diffusing capacity of the lung for carbon monoxide. #: 1IM: anti-synthetase syndrome, clinical amyopathic dermatomyositis, presence of

mechanic's hands, arthritis, anti-synthetase, anti-melanoma differentiation-associated gene 5 and anti-Ro52 antibodies. T: IIM: except patients with inclusion body myositis. *:

RA: older age, smoking history, elevated rheumatoid factor, anti-cyclic citrullinated peptide antibodies, increased inflammatory markers, male sex and high RA disease activity.

8: SjD: older age, active extrapulmonary organ involvement and increased inflammatory markers.

Screening of CTD for ILD

Assess risk factors for ILD

Risk
factors?®
Screening Screening
with HRCT with HRCT

No risk
factors"

|

Screening
with HRCT

Assess risk factorg for ILD

Risk factors for
RA* and SjD$

Screening
with HRCT

Consider in every patient:
» Assessment of respiratory symptoms

« Lung function tests (FVC and D, ) in case of symptoms or CT abnormalities

No risk
factors

screening

No

Strong recommendation Conditional recommendation

[ Clinical practice




Monitoring approach for patients with rheumatoid arthritis (RA)-associated interstitial lung disease (ILD). FVC: forced vital capacity; D, co: diffusing capacity of the lung for
carbon monoxide; HRCT: high-resolution computed tomography; 6MWD: é-min walk distance.

RA-ILD monitoring

Assess prognosis, risk of progression and disease severity at every visit

/\

High risk Low risk tchication of
progression

Disease duration <1-2 years >2 years <1-2 years >2 years Anytime

Lung function test Every 3-6 months Every 6-12 months Every 6-12 months Every 12 months Conduct
(FVvCand Do)

HRCT:‘:::&;" a0d Every 12 months Every 12 months After 2 years Clinical indication Conduct
EMWD anc! 0, Every 6-12 months Every 6-12 months Every 12 months Every 12 months Conduct
desaturation

Patient-reported Every 6-12 months Every 6-12 months Every 12 months Every 12 months Conduct

outcome measures

Conditional recommendation [ Usual clinical practice



Treatment algorithms for patients with rheumatoid arthritis (RA}-associated interstitial lung disease (ILD). UIP: usual interstitial pneumonia; JAK: Janus kinase.

Treatment of RA-ILD

RA-ILD with well controlled arthritis
No indication All RA-ILD with presence of
for treatment active arthritis: "treat to target” Severe or Progressive
: . UIP pattern
progressive ILD pulmonary fibrosis
Immunosuppressive treatment Wens ~ 1
Nintedanib or
Apata.cept Tocilizumab, Mycophenolate Combination of combination of Sy
Rituximab . : oo : . Pirfenidone
3 glucocorticocoids Azathioprine immunosuppressants immunosuppressant
JAK inhibitors : g
and nintedanib
Monitoring
Treatment goals met ILD progression, ILD and extrapulmonary involvement not
controlled or treatment goals not met

Add on or switch of therapy may be considered:

« If on mono or combination treatment, add or switch immunosuppressant

« If progressive pulmonary fibrosis, add nintedanib

« Biologics are to date not used in combination

« Consider referral for lung transplant consideration in case of progressive and severe ILD

« Avoid long-term use of high-dose glucocorticoids and steroid-sparing treatments may be considered

Conditional recommendation
[ Usual clinical practice




SKLERODERMA




» Sistemik skleroz veya skleroderma; cilt, akciger, kalp, bobrek ve gastrointestinal
sistem gibi cesitli organlarda asiri ekstraselllGler matriks birikimi ile gorulen
inflamatuvar-fibrotik bir hastaliktir

* Yaygin ve sinirli olmak Gzere iki alt formu bulunur

* Yaygin sistemik sklerozda, ekstremitelerin, yiziun ve gévdenin etkilendigi cilt
tutulumu bulunur

* Bu durum ilerleyici nitelikte belirgin visseral tutulum ile birlikte gorular

e Sinirli form veya CREST varyanti (kalsinozis, Raynaud fenomeni, 6zofageal
dismotilite, sklerodaktili ve telenjiektaziler), sistemik tutuluma nispeten cogu
hastada daha uzun ve yavas bir seyir izler ve genellikle daha yasli bir hasta
grubunu etkiler



SKLERODERMA

Systemic sclerosis — a multisystem disease

Telangiectases
Striated muscle 2 _——
involvement (including Pulmonary arterial
pharyngeal involvement)

hypertension
Cardiac involvement

Pulmonary fibrosis

Gastrointestinal disease
(all levels of the
gastrointestinal tract
may be affected)

XSkin thickening

Accelerated hypertension
'‘Scleroderma renal crisis’

(scleroderma)

Calcinosis (occurs
Digital ischaemia mainly over pressure
(Raynaud’s phenomenon, points)
ulcers)




e Akciger tutulumu, hastalarin morbidite ve mortalitesini 6nemli dlclide etkiler

* Patogenez, iyi anlasiimamakla birlikte, bagisiklik hticreleri, endotel hiicreleri ve
fibroblastlar arasinda karmasik bir etkilesim icerir

» Akcigerde interstisyel fibrozis ile sonuclanan asiri ekstraselliler matriks birikiminin
yani sira, pulmoner ve sistemik arterlerin intimal kalinlasmasiyla endotel hticre
hasari meydana gelir

 Damar limeninde tikanmaya yol acabilen bu tablo pulmoner hipertansiyona
neden olabilir



SKLERODERMA

NSIP

7 N

Pulmoner Aspirasyon
Hipertansiyon Pnomonisi



» Sistemik sklerozda akciger tutulumu olarak interstisyel akciger hastaligi ve
pulmoner hipertansiyon akciger tutulumunun onde gelen belirtileridir

e Plevra tutulumu ise skleroderma hastalarinda nadir gérilen bir tutulum seklidir



SKLERODERMA

e Skleroderma hastalarinda, en yaygin tutulum sekli interstisyel akciger tutulumudur

* Sklerodermada IAH goériilme sikli§i %40-50 oraninda olup siklikla NSIP paterni gorilmekle
birlikte UIP, siniflandirilamayan fibrotik akciger hastaligi ve nadiren organize pndmoni ve
sarkoidozu andiran granulomato6z akciger hastaligi da bildirilmistir

* Progresyon riski diger bag dokusu hastaliklarina oranla daha yuksektir

Fretheim H et al. Rheumatology (Oxford) 2020;59:2920-9
Hoffmann-Vold A-M et al. Am J Respir Crit Care Med 2019;200:1258-66
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SKLERODERMA- Pulmoner Hipertansiyon

* Pulmoner hipertansiyon, sinirli tutulum sklerodermada gorulebilir

* Hastalar, genellikle yavas baslayan nefes darligi ve artan yorgunluk sikayetleri ile
basvururlar

* Ozellikle sistemik sklerozun sinirli formunda akciger hacimleri ile
karsilastirildiginda diflizyon kapasitesinin orantisiz olarak daha fazla azalmasi,
pulmoner hipertansiyonun varligini isaret eder

Park IN, Kim DS, Shim TS, et al. Acute exacerbation of interstitial pneumonia other
than idiopathic pulmonary fibrosis. Chest 2007; 132:214-220



SKLERODERMA-Aspirasyon Pnomonisi

* Aspirasyon pnomonisi, skleroderma hastalarinda
ozellikle sinirh formda 6zofagus dilatasyonu ve
peristaltizmde azalma ylksek oranda gorulir

* Bu durum, yutma guicliigli, mide yanmasi,
gastroozofageal refli ve muhtemel olarak aspirasyona
sekonder pndmoniye yol acar

» Reflli ve aspirasyonun, interstisyel akciger hastaliginin
gelisimine katkida bulundugu uzun zamandir kabul
edilmektedir, ancak dogrudan kanit azdir

Lee JS, Ryu JH, Elicker BM, et al. Gastroesophageal reflux therapy is associated with longer survival in
patients with idiopathic pulmonary fibrosis. Am J Respir Crit Care Med. 2011,;184(12):1390-4.



Skleroderma hastalarinda intersitisyel akciger hastaligi taramasi yapilmasi gereken
risk faktorleri:

e Uzun hastalik stresi
e Artmis KL-6 dizeyi
* ATA-Il varhgi

* Yaygin kutanoz skleroderma

Baslangicta diisuk FVC ve DLCO, ileri yas, yaygin deri fibrozu kotu prognoz ile
iliskilidir



A screening algorithm for interstitial lung disease (ILD) detection in connective tissue disease (CTD) and rheumatoid arthritis (RA) based on the identification of risk factors.
SSc: systemic sclerosis; MCTD: mixed connective tissue disease; IIM: idiopathic inflammatory myopathies; SjD: Sjogren disease; HRCT: high-resolution computed tomography;
FVC: forced vital capacity; Djco: diffusing capacity of the lung for carbon monoxide. *: 1IM: anti-synthetase syndrome, clinical amyopathic dermatomyositis, presence of
mechanic's hands, arthritis, anti-synthetase, anti-melanoma differentiation-associated gene 5 and anti-Ro52 antibodies. T: [IM: except patients with inclusion body myositis. *:
RA: older age, smoking history, elevated rheumatoid factor, anti-cyclic citrullinated peptide antibodies, increased inflammatory markers, male sex and high RA disease activity.

§: SjD: older age, active extrapulmonary organ involvement and increased inflammatory markers.

Screening of CTD for ILD

Assess risk factors for ILD Assess risk factors for ILD
Risk No risk Risk factors for No risk
factors? factors® RA* and SjD$ factors
Screening Screening  Screening Screening No
with HRCT with HRCT = with HRCT with HRCT screening

Consider in every patient:
» Assessment of respiratory symptoms
« Lung function tests (FVC and D, o) in case of symptoms or CT abnormalities

Strong recommendation Conditional recommendation [ Clinical practice



Monitoring approach for patients with systemic sclerosis (SSc)-associated interstitial lung disease (ILD). FVC: forced vital capacity; Dy co: diffusing capacity of the lung for

carbon monoxide; HRCT: high-resolution computed tomography; 6MWD: 6-min walk distance.

SSc-ILD monitoring

Disease duration

Lung function test
(FVC and D\ o)

HRCT (pattern and
extent)

6MWD and O,
desaturation

Patient-reported
outcome measures

Assess prognosis, risk of progression and disease severity at every visit

High risk

Low risk

Indication of
progression

<3-5years >3-5 years <3-5years >3-5years Anytime
Every 3-6 months Every 6-12 months Every 6-12 months Every 12 months Conduct
Every 12 months Every 12 months After 2 years Clinical indication Conduct
Every 6-12 months Every 6-12 months Every 12 months Every 12 months Conduct
Every 6-12 months Every 6-12 months Every 12 months Every 12 months Conduct

Conditional recommendation

[ Usual clinical practice




Treatment algorithms for patients with systemic sclerosis (SSc)-associated interstitial lung disease (ILD). HRCT: high resolution computed tomography; MMF: mycophenolate
mofetil.

Treatment of SSc-ILD

¢ Fibrosis extent on
No indication for ILD+ Early dlffuse SS¢ | lHRCT >10% and no - ' Severe
extrapulmonary and signs of High risk of progression multiorgan
treatment : h ) extrapulmonary i
involvement inflammation : involvement
involvement
e . ; Nintedanib Combination of Cyclophosphamide
Mycopucriolats tocilizdmab Niiea bl and MMF immunosuppressants or rituximab
Monitoring
Treatment goals met ILD progression, ILD and extrapulmonary involvement not
controlled or treatment goals not met

Add on or switch of therapy may be considered:

Strong recommendation « If on mono or combination treatment, add or switch immunosuppressant

« If progressive pulmonary fibrosis, add nintedanib

» Biologics are to date not used in combination

1 Usual clinical practice - Consider referral for lung transplant consideration in case of progressive and severe ILD
« Avoid use of high-dose glucocorticoids

Conditional recommendation




SISTEMIK LUPUS ERITEMATOZUS (SLE)




SISTEMIK LUPUS ERITEMATOZUS

 Sistemik lupus eritematozus (SLE)
etiyolojisi bilinmeyen ozellikle eklem,
seroz zarlar, deri, bobrek ve beyni
etkileyen sistemik otoimmun bir
hastaliktir

* Ensik 15 ile 45 yas arasi donemde
olmakla birlikte her yasta gorulebilir

* Hastaligin klinikteki manifestasyonlari
arasinda, hastalar arasinda tutulum cok
heterojen olabilmesine karsin, ates,
eritematoz doklntu, poliartralji ve artrit,
poliserozit (0zellikle plorezi ve perikardit),
anemi, trombositopeni, renal, nérolojik
ve kardiyak patolojiler sayilabilmektedir




SISTEMIK LUPUS ERITEMATOZUS

1. Malar ras
2. Diskoid ras
3. Fotosensitivite
4. Oral iilserler
5. Artrit
6. Serozit:
a)Plorit
b)Perikardit
7. Renal Hastahk:
a)Proteintiri >0.5 g/24 saat ya da stirekli 3+
b)idrar sedimentinde silendir; 1okosit, eritrosit ya da graniiler
8. Norolojik Hastahk
a)Nobetler
b)Psikoz (ilaglar gibi diger nedenler diglandiktan sonra)
9. Hematolojik hastalik
a)Hemolitik anemi
b)Lokopeni (<4000/mL)
¢)Lenfopeni (<1500/mL)
d)Trombositopeni (<100000/mL)
10. Immiinolojik hastahik
a)Nativ DNAya kars1 antikor
b)Anti-Smith antikoru
¢)Antifosfolipid antikor pozitifligi:
1)Antikardiyolipin IgG/IgM yilksek diizeyleri
2)Lupus antikoagtlan pozitifligi
d)Sifiliz testlerinin yalanci pozitifligi
11. Anti niikleer antikor pozitifligi

Systemic lupus erythematosus

Skin
butterfly rash
and red patches

—— Mouth and

Heart
- endocarditis
- atherosclerosis
- inflammation of
the fibrous sac

Lungs
§ Pleuritm
- pneumonitis

- pulmonary emboli " Severe

- pulmonary abdominal pain

hemorrhage

4 3 Blood

Kidneys : -anemia

- blood in the urine . - high blood
*\ pressure

Hair loss

Muscle and
High fever Joints
Abnormal - pain and
headache - arthritisaches

- swollen joints



SISTEMIK LUPUS ERITEMATOZUS

* SLE olgularinda ploropulmoner tutulum hastalarin biytk cogunlugunda (%97,8)
gorular

e Akciger tutulum tiplerinden
* plevrit (%77),
* bakteriyel enfeksiyonlar (%58) ve

» diffiz alveolar kanama (%26) en yaygin olanlardir

Reynisdottir G, Karimi R, Joshua V, et al. Structural lung changes and local anti-cit rulline immunity are early
features of anti citrullinated-proteins antibodies positive rheumatoid arthritis. Arthritis Rheum.2013; 66:31-39



SISTEMIK LUPUS ERITEMATOZUS

Toplum kokenli veya immunsupresif tedavilere bagli gelisen pnémoni
Plorezi

Pulmoner emboli

Uremik pnémonit
Kardiyojenik akciger odemi
Akut lupus pndmoniti

Diffiz alveolar hemoraji



* Akciger hasari, immun kompleks aracili hasarin sonucu olarak gelismektedir

* Akciger hasari riskinde artis ile iliskilendirilen parametreler; hastanin yasi, hastalik
suresi, plevritin varligi ile Anti-dsDNA, Anti-Ro (SS-A) ve Anti-La (SS-B)
otoantikorlarin varligi olarak belirlenmistir

* Enfeksiyoz pnomoni, SLE‘de 6limin en yaygin sebeplerinden biridir (%33-77)

Allen D, Fischer A, Bshouty Z, et al. Evaluating systemic lupus erythematosus patients
for lung involvement. Lupus. 2012;21: 1316-1325



SLE’nin baslica pulmoner komplikasyonlarindan biri plevrit digeri ise plevral
eflizyondur

Hastalarin %50 ila %80’inde goralar

Genellikle tekrarlayicidirlar ve akut lupus pnomoniti veya nefrit gibi ciddi
komplikasyonlarla birlikte gorilebilirler

Romatoid artrit ile karsilastirildiginda, lupus plevritinde plevral sivi glukoz
konsantrasyonu azalmaz

Ayirici tanida en yol gosterici biyomarker plevral sivi antiniikleer antikor (ANA)
titre seviyesidir

Plevral sivida 6lculen 1:160‘tan ylksek ANA seviyesi, lupus plevritini
distindurmelidir



e Akut dispne ile basvuran SLE ile takip edilen bir olguda ayirici tanida pulmoner
emboli yer almalidir

* Hastalarin %25’inde gorulen pulmoner embolinin dnemli bir 6lim nedeni oldugu
vurgulanmaktadir

 Tromboembolik hastaligin gortlme sikligi, serumda edinsel antifosfolipid
antikorlarin (lupus antikoagiilan veya antikardiyolipin) varligi ile iliskilidir

e SLE hastalarinin Ucte birinde antifosfolipid sendromu gorulebilir



e SLE'de akut lupus pnomonitisi genellikle diffiiz alveolar hasar, kriptojenik
organize pndmoni veya nonspesifik interstisyel pndmoni gibi interstisyel akciger

hastaligi paternlerini veya bunlarin kombinasyonlariniiceren, akut meydana gelen
klinik bir tablodur

e Akut lupus pnémonitisi, hastalarin yaklasik yarisinda SLE'nin baslangic belirtisi

olabilir veya SLE tanisi konmus hastalarda diger sistemik belirtilerin alevlenme
doneminde ortaya cikabilir



SISTEMIK LUPUS ERITEMATOZUS

 Diffiz alveolar kanama, SLE hastalarinda nadir gortlen ancak hastalarda ciddi
sonuclara yol acabilen bir durumdur

* Genellikle 6ksuruk, nefes darligi gibi non-spesifik semptomlarla baslar ve
hemoptizi bu belirtilere eslik edebilir

» Hastalarin cogunda aktif glomeruilonefrit bulunur ve hematokrit distst goraltr




Interstisyel akciger hastaligi ve pulmoner vaskiler hastalik tutulum belirtisi
olmayan SLE tanili hastalarda nefes darligi varliginda, solunum kas tutulumu
ayirici tanida yer almalidir

Diyafram ve diger solunum kaslarinin zayifligi ile ilerleyen bu hastalikta;
subsegmental atelektazi, diyafram yikselmesi ve restriktif patoloji 6n plana cikar

Bu durum kiiglilen akciger sendromu (shrinking lung syndrome) olarak
adlandiriimistir

Pulmoner hipertansiyon ve buyuk hava yolu tutulumu (trakeit, bronsiolit,
epiglottit, trakeal ve subglottik darlik) diger SLE akciger tutulumlari formlaridir



Treatment algorithms for other connective tissue disease (CTD)-associated interstitial lung disease (ILD) patients, such as Sjégren disease-, mixed connective tissue disease- or

systemic lupus erythematosus-associated ILD.

Treatment of other CTD-ILD

No indication High risk of progression and/or severe Progressive
for treatment Any other CTD-ILD multiorgan involvement pulmonary fibrosis

Immunosuppressive treatment

i s Nintedanib, combination
MKcot;:\henqlate Slicacoiticoins . Ithrl‘JXIm:b a _ Combination of " of immunosuppressant
zathioprine yclophosphamide immunosuppressan and nintedanib
Monitoring

ILD progression, ILD and extrapulmonary involvement not

e ientnate et controlled or treatment goals not met

Add on or switch of therapy may be considered:

Conditional recommendation « If on mono or combination treatment, add or switch immunosuppressant

« If progressive pulmonary fibrosis, add nintedanib

« Biologics are to date not used in combination

« Consider referral for lung transplant consideration in case of progressive and severe ILD

« Avoid long-term use of high-dose glucocorticoids and steroid-sparing treatments may be considered

[ Usual clinical practice




SJOGREN SENDROMU




Sjogren sendromu, kseroftalmi, kserostomi ve poliartriti iceren bir triadin varhgi
ile karakterizedir

Bu otoimmiuin ekzokrinopati, gbzyasi ve tukuruk bezlerinin lenfositik
infiltrasyonuyla karakterizedir

Birincil form, baska bir bag doku hastaligi olmadan ortaya cikar

Ikincil form, en sik romatoid artrit gibi diger bag doku hastaliklarindan biri ile
iliskilidir



SJOGREN SENDROMU

e Kadinlarda daha sik (%90)
* Tani yasi ortalama 5.dekat
e Serumda otoantikorlardan RF (%95) ve ANA (%80) pozitifligi izlenir

* Ayrica primer form icin 6zgil olan ekstrakte edilebilir niikleer antijenlere (anti-
SSA, anti-SSB) karsi pozitif test sonuclari da saptanabilir

Luppi F, et al. Lung complications of Sjogren syndrome. Eur Respir Rev. 2020 Aug



SJOGREN SENDROMU

Dry mouth

Tukaruk bezinde fokal lenfositik 3 fg:;;gfn
siliadenitis (fokus skoru >1
fokus / Am m-2) Interstitial Lung Disease
Anti SSA/ Ro pozitifligi 3 Digestive features
Okuler staining skoru >5 veya 1 8.{?5,’};9;;,@ - 2
Bijsterveld skoru >4 ReEpENCeaTs
Schimmer test <5mm / 5dk 1
Tuktrdk akis hizi < 0,2ml/dk 1 Scattered Purpura

Tani 24

Lymphoma of B cell

S
Cardiovascular Disease
JL Raynaud phenomenon

Valvular Disease

A —

e

Tubulointerstitial nephritis

Synovitis

Shiboski CH,; International Sjogren's Syndrome Criteria Working Group. 2016 American College of Rheumatology/European League Against Rheumatism Classification Criteria for Primary Sjégren's Syndrome: A

Consensus and Data-Driven Methodology Involving Three International Patient Cohorts. Arthritis Rheumatol. 2017 Jan;69(1):



SJIOGREN SENDROMU- Hava yolu tutulumu

e Siklik 920

* Trakeobronsiyal mukozada egzokrin bezlerin hasarlanmasi veya infiltrasyonu
sonucunda kserotrakea ve kserobronsit, mukosiliyer klirenste bozulma

* Non-produktif 6kstruk

* Bronsektazi

* Bronsiolit
* Ozellikle selltiler ve folikiler bronsiolit
e Oksuruk, nefes darligi

Luppi F, et al. Lung complications of Sjogren syndrome. Eur Respir Rev. 2020 Aug



SJOGREN SENDROMU- Parankim tutulumu

e Gozyasl ve tukuruk bezlerinde oldugu gibi, bu hastalardaki interstisyel akciger
hastaligi da akciger parankiminin lenfosit infiltrasyonunun bir sonucudur

 Lenfositik interstisyel pnomonitis(LIP) ve daha az siklikla pseudolenfoma olmak
uzere iki formda meydana gelir




SJOGREN SENDROMU




SJOGREN SENDROMU

Sjogren hastalarinda intersitisyel akciger hastaligi taramasi yapilmasi gereken risk
faktorleri:

* ileriyas

Erkek cinsiyet
CRP artisi
Anti-Ro52 pozitifligi

Ekstrapulmoner tutulum



A screening algorithm for interstitial lung disease (ILD) detection in connective tissue disease (CTD) and rheumatoid arthritis (RA) based on the identification of risk factors.
SSc: systemic sclerosis; MCTD: mixed connective tissue disease; IIM: idiopathic inflammatory myopathies; SjD: Sjégren disease; HRCT: high-resolution computed tomography;
FVC: forced vital capacity; Dy co: diffusing capacity of the lung for carbon monoxide. #: 1IM: anti-synthetase syndrome, clinical amyopathic dermatomyositis, presence of
mechanic's hands, arthritis, anti-synthetase, anti-melanoma differentiation-associated gene 5 and anti-Ro52 antibodies. T: IIM: except patients with inclusion body myositis. *:
RA: older age, smoking history, elevated rheumatoid factor, anti-cyclic citrullinated peptide antibodies, increased inflammatory markers, male sex and high RA disease activity.

8. SjD: older age, active extrapulmonary organ involvement and increased inflammatory markers.

Screening of CTD for ILD

Assess risk factors for ILD Assess risk factors for ILD

Risk No risk Risk factors for No risk
factors# factors"l RA* and SjD$ factors

Screening Screening = Screening Screening No
with HRCT with HRCT = with HRCT with HRCT screening

Consider in every patient:
» Assessment of respiratory symptoms
« Lung function tests (FVC and D, ) in case of symptoms or CT abnormalities

Strong recommendation Conditional recommendation 1 Clinical practice



FIGURE 3d

Monitoring approach for patients with interstitial lung disease (ILD) associated with Sjégren disease (SjD) and mixed connective tissue disease (MCTD). CTD: connective tissue

disease; FVC: forced vital capacity; FEVy: forced expiratory volume in 1 s; Dy co: diffusing capacity of the lung for carbon monoxide; HRCT: high-resolution computed

tomography; 6MWD: 6-min walk distance.

Other CTD-ILD (SjD, MCTD) monitoring

Disease duration

Lung function test
(FVC, FEV, and D, o)

HRCT (pattern and
extent)

6MWD and O,
desaturation

Patient-reported
outcome measures

Assess prognosis, risk of progression and disease severity at every visit

/\

High risk

Low risk

Indication of
progression

<] year >1 year <1 year >1 year Anytime
Every 3-6 months Every 6-12 months Every 6-12 months Every 12 months Conduct
At 1year Every 12 months At 1 year Clinical indication Conduct
Every 6-12 months Every 6-12 months Every 12 months Every 12 months Conduct
Every 6-12 months Every 6-12 months Every 12 months Every 12 months Conduct

Conditional recommendation

[ Usual clinical practice




Treatment algorithms for other connective tissue disease (CTD)-associated interstitial lung disease (ILD) patients, such as Sjégren disease-, mixed connective tissue disease- or
systemic lupus erythematosus-associated ILD.

Treatment of other CTD-ILD

No indication High risk of progression and/or severe Progressive
for treatment Any other CTD-ILD multiorgan involvement pulmonary fibrosis
Immunosuppressive treatment
a s s Nintedanib, combination
Mzcotp;\l?enqlate Sliicacaiticois - th':mm:b . _ Combination of " of immunosuppressant
zathioprine yclophosphamide immunosuppressan Sl e TR
Monitoring
Treatment goals met ILD progression, ILD and extrapulmonary involvement not
controlled or treatment goals not met
Add on or switch of therapy may be considered:
Conditional recommendation « If on mono or combination treatment, add or switch immunosuppressant
[ Usual clinical practice - If.prog.resswe pulmonary fIbI'O.SIS, add .mnt_edamb

« Biologics are to date not used in combination
« Consider referral for lung transplant consideration in case of progressive and severe ILD
« Avoid long-term use of high-dose glucocorticoids and steroid-sparing treatments may be considered




POLIMIYOZIT/DERMATOMIYOZIT




POLIMIYOZIT/DERMATOMIYOZIT

* Polimiyozit ve dermatomiyozit kas dokusunda cesitli derecelerde enflamasyon
sonucunda gelisen, yaygin olarak eklem, akciger ve cilt tutulumu ile gorilen
idiopatik enflamatuvar miyopatiler arasinda yer alan hastalik grubudur

* Polimiyozit haftalar/aylar icerisinde proksimal kaslarda glicstizltkle ortaya cikan
subakut miyopati seklinde gelisir

 Dermatomiyozit miyopatiden 6nce veya birlikte gorulen karakteristik deri
bulgulariyla polimiyozitten ayirt edilebilir




POLIMIYOZIT/DERMATOMIYOZIT

* Interstisyel akciger hastaligi, polimiyozit ve dermatomiyozit hastalarinin %9-
60‘inda gorullr ve mortalite orani %40 civarindadir

‘ > ‘
el
.‘;"'o.‘ ‘. C

Palmucci S, Di Mari A, Cancemi G, et al. Clinical and Radiological Features of In terstitial Lung Diseases
Associated with Polymyositis and Dermatomyositis. Medi cina (Kaunas). 2022;58(12):1757.



e Akciger tutulumu ayrica kas tutulumunun bir komplikasyonu olarak da gérilebilir,
ozellikle aspirasyon pnémonisi veya solunum yetmeazligi ile sonuclanabilir

* Aspirasyon pnomonisi, polimiyozit-dermatomiyozit hastalarinin %10-20’sinde
gorulen yaygin bir pulmoner komplikasyondur

* Diger bag doku hastaliklarinin aksine, polimiyozit-dermatomiyozitte hava yollari
ve plevra tutulumu 6n planda beklenmez



POLIMIYOZIT/DERMATOMIYOZIT

Polimiyozit/Dermatomiyozit hastalarinda intersitisyel akciger hastaligi taramasi
yapilmasi gereken risk faktorleri:

* ileriyas

* CRP, ESR artisi

* Anti-Jol, Anti-MDAS5, Anti-Ro52 pozitifligi

* Anti sentetaz sendromu, klinik amyopatik dermatomiyozit

Yiiksek ferritin, Anti-MDAS, anti sentetaz hastalik kotii prognoz ile iliskilidir



A screening algorithm for interstitial lung disease (ILD) detection in connective tissue disease (CTD) and rheumatoid arthritis (RA) based on the identification of risk factors.
SSc: systemic sclerosis; MCTD: mixed connective tissue disease; [IM: idiopathic inflammatory myopathies; SjD: Sjégren disease; HRCT: high-resolution computed tomography;
FVC: forced vital capacity; D co: diffusing capacity of the lung for carbon monoxide. *: [IM: anti-synthetase syndrome, clinical amyopathic dermatomyositis, presence of
mechanic's hands, arthritis, anti-synthetase, anti-melanoma differentiation-associated gene 5 and anti-Ro52 antibodies. : IIM: except patients with inclusion body myositis. *:

RA: older age, smoking history, elevated rheumatoid factor, anti-cyclic citrullinated peptide antibodies, increased inflammatory markers, male sex and high RA disease activity
8: SjD: older age, active extrapulmonary organ involvement and increased inflammatory markers.

Screening of CTD for ILD

Assess risk factors for ILD Assess risk factors for ILD

SjD

Risk No risk Risk factors for No risk
factorst factors® RA* and SjD$ factors
Screening Screening  Screening Screening No
with HRCT with HRCT with HRCT with HRCT screening

Consider in every patient:
» Assessment of respiratory symptoms
« Lung function tests (FVC and Do) in case of symptoms or CT abnormalities

Strong recommendation Conditional recommendation [ Clinical practice




FIGURE 3¢

Monitoring approach for patients with interstitial lung disease (ILD) associated with idiopathic inflammatory myopathies (IIM). FVC: forced vital capacity; Dy co: diffusing
capacity of the lung for carbon monoxide; HRCT: high-resolution computed tomography; 6MWD: 6-min walk distance.

IIM-ILD monitoring

Assess prognosis, risk of progression and disease severity at every visit

/\

High risk Low risk Inducatuoufl oF
progression
Disease duration <2 years >2 years <2 years >2 years Anytime
Lung function test Every 3-6 months Every 6-12 months Every 6-12 months Every 12 months Conduct
(FVCand Do)
HRCT (pattem and Ateven Sobraeitis Every 12 months Every year Clinical indication Conduct
extent) and every year
MWD anc! 93 Every 6-12 months Every 6-12 months Every 12 months Every 12 months Conduct
desaturation
Patient-reported Every 6-12 months Every 6-12 months Every 12 months Every 12 months Conduct
outcome measures

Conditional recommendation [ Usual clinical practice




Treatment algorithms for patients with interstitial lung disease (ILD) associated with idiopathic inflammatory myopathies (IIM). CNI: calcineurin inhibitor; IVIG: intravenous
immunoglobulins; JAK: Janus kinase.

IIM-ILD

T High risk of progression Progressive Rapidly progressive ILD
No indication :
Any IIM-ILD and/or severe multiorgan pulmonary over weeks to
for treatment 2 ; 4
involvement fibrosis few months

I

Combination therapy
with high-dose

glucocorticoids and

ination th .
O R | ocossenemden
Mycophenolate glucocorticoids combination of JAK inhibitOI'S’ j
Azathioprine cyclophosphamicie mmunosuppressant lasmapheresis may be

T 7 and nintedanib P phe y
rituximab, CNI and IVIG considered
Monitoring
Treatiment goals et ILD progression, ILD and extrapulmonary involvement not
controlled or treatment goals not met

Add on or switch of therapy may be considered:
« If on mono or combination immunosuppresive treatment, add or switch to other CNI, rituximab,
JAK inhibitors, cyclophosphamide, IVIG
Conditional recommendation « If progressive pulmonary fibrosis, add nintedanib
[ Usual clinical practice . Biolpgics are to date not.used in combinatiqn . _ _ '
« Avoid long-term use of high-dose glucocorticoids and steroid-sparing treatements may be considered
« Consider referral for lung transplant consideration in case of progressive and severe ILD

i Strong recommendation




MiKS KONNEKTIF DOKU HASTALIGI




* Miks konnektif doku hastaligi olan hastalar, SLE, polimiyozit-dermatomiyozit ve
skleroderma dzelliklerine sahiptir ve nikleer ribonlkleoproteine karsi
yonlendirilen spesifik bir antinlkleer antikorun (anti-RNP) yuksek titrelere sahip
olmasi ile karakterizedir

* Diger bag doku hastaliklarina benzerligi nedeniyle, ploropulmoner
komplikasyonlar sik gorilir ve vakalarin %20 ila %80‘inde akciger tutulumu
gorilebilmektedir

Clawson K, Oddis CV. Adult respiratory distress syndrome in polymyositis pa
tients with the anti-Jo-1 antibody. Arthritis Rheum. 1995; 38:1519—-1523.



MiKS KONNEKTIF DOKU HASTALIGI

* Akciger tutulumunda fibrozisin derecesi skleroderma bulgulari 6n planda olan
hastalarda daha siddetli oldugu gorilmustur

« HRCT’de en sik gorllen patern NSIP’dir
* Bal petegi, konsolidasyon ve sentrilobuler nodiller daha az gérilmektedir

* Buzlu cam gorintusu en sik gorulen parankim tutulumudur




MiKS KONNEKTIF DOKU HASTALIGI




A screening algorithm for interstitial lung disease (ILD) detection in connective tissue disease (CTD) and rheumatoid arthritis (RA) based on the identification of risk factors.
SSc: systemic sclerosis; MCTD: mixed connective tissue disease; [IM: idiopathic inflammatory myopathies; SjD: Sjogren disease; HRCT: high-resolution computed tomography;
FVC: forced vital capacity; Djco: diffusing capacity of the lung for carbon monoxide. *: 1IM: anti-synthetase syndrome, clinical amyopathic dermatomyositis, presence of
mechanic's hands, arthritis, anti-synthetase, anti-melanoma differentiation-associated gene 5 and anti-Ro52 antibodies. T: [IM: except patients with inclusion body myositis. *:
RA: older age, smoking history, elevated rheumatoid factor, anti-cyclic citrullinated peptide antibodies, increased inflammatory markers, male sex and high RA disease activity.

§: SjD: older age, active extrapulmonary organ involvement and increased inflammatory markers.

Screening of CTD for ILD

Assess risk factors for ILD Assess risk factors for ILD
Risk No risk Risk factors for No risk
factors? factors® RA* and SjD$ factors
Screening Screening  Screening Screening No
with HRCT with HRCT  with HRCT with HRCT screening

Consider in every patient:
» Assessment of respiratory symptoms
« Lung function tests (FVC and D, ) in case of symptoms or CT abnormalities

Strong recommendation Conditional recommendation [ Clinical practice



Monitoring approach for patients with interstitial lung disease (ILD) associated with Sjogren disease (SjD) and mixed connective tissue disease (MCTD). CTD: connective tissue
disease; FVC: forced vital capacity; FEV;: forced expiratory volume in 1 s; D) co: diffusing capacity of the lung for carbon monoxide; HRCT: high-resolution computed

tomography; 6MWD: 6-min walk distance.

Other CTD-ILD (SjD, MCTD) monitoring

Assess prognosis, risk of progression and disease severity at every visit

/\

High risk

Indication of

Low risk .
progression

Anytime
Disease duration <1year >]1 year <1 year >1 year
: Conduct
(:\'; gﬂ?&‘g::;fi) Every 3-6 months Every 6-12 months Every 6-12 months Every 12 months
Conduct
HRCT (pattern and At 1 year Every 12 months At 1 year Clinical indication
extent)
Conduct
SMUED anq 2 Every 6-12 months Every 6-12 months Every 12 months Every 12 months
desaturation
3 Conduct
Patient-reported Every 6-12 months Every 6-12 months Every 12 months Every 12 months
outcome measures

Conditional recommendation

[ Usual clinical practice




Treatment algorithms for other connective tissue disease (CTD)-associated interstitial lung disease (ILD) patients, such as Sjégren disease-, mixed connective tissue disease- or

systemic lupus erythematosus-associated ILD.

Treatment of other CTD-ILD

No indication High risk of progression and/or severe Progressive
for treatment Any other CTD-ILD multiorgan involvement pulmonary fibrosis
Immunosuppressive treatment
. L Nintedanib, combination
Mycophenglate clicocaiicoids Rituximab . _ Combination of of immunosuppressant
Azathioprine Cyclophosphamide immunosuppressants S e

Monitoring

ILD progression, ILD and extrapulmonary involvement not

feakbeitoc e controlled or treatment goals not met

Add on or switch of therapy may be considered:

Conditional recommendation « If on mono or combination treatment, add or switch immunosuppressant

« If progressive pulmonary fibrosis, add nintedanib

« Biologics are to date not used in combination

« Consider referral for lung transplant consideration in case of progressive and severe ILD

« Avoid long-term use of high-dose glucocorticoids and steroid-sparing treatments may be considered

[ Usual clinical practice







Work-up at diagnosis algorithm for interstitial lung disease (ILD) in connective tissue disease (CTD) and rheumatoid arthritis (RA). SSc: systemic sclerosis; IM: idiopathic
inflammatory myopathies; SjD: Sjogren disease; MCTD: mixed connective tissue disease; SLE: systemic lupus erythematosus; BAL: bronchoalveolar lavage; FVC: forced vital
capacity; D\ co: diffusing capacity of the lung for carbon monoxide; HRCT: high-resolution computed tomography; 6MWT: 6-min walk test; MALT lymphoma: mucosa-

#

associated lymphoid tissue lymphoma. 7: see table 4 for risk factors.

SSc, RA, 1IM, SjD, MCTD and SLE

ILD diagnosis

If alternative diagnosis
or co-existing condition Assess prognosis, risk of progression and risk of development of severe disease
suspected
, Other tests for e : : :
Consider : : Clinical risk Lung functiontest HRCT (pattern 6MWT and O, Patient-reported
differential .
BAL diagnoses factors® (FVC and D, co)* and extent)*  desaturation®  outcome measures

BAL with microbiology and cytology may be used to rule out infection, to diagnose some types of malignancy (i.e.
low-grade lymphoma e.g. MALT lymphoma), and to exclude alveolar haemorrhage. Lung biopsy has no role in the
diagnosis of ILD, but may be used when atypical features are identified on HRCT and/or to exclude malignancy.

Conditional recommendation [ Usual clinical practice
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