Main risk factors
For RA-ILD

Individual.

Malg sex ,," ACPAs subtypes ¢

Older at RA onset |
Dissase activity |

Smaking, Obesity

RA duration /
MUCSB, TRGS



Identification of high-risk individuals
in the context of screening




I MUC5B & screening = MUC5B (OR,j;c ~ 2.5)
fOI‘ RA‘".D | Age

Prospective cohort (Aurora, CO, USA)

184 pztients with RA without clinical diagnosis of ILD Independent risk factors of asymptomatic RA-ILD

| OR(@s%a) | P-value

Age at inclusion 1.07 (1.03-1.11) < (0.001
Systematically assessed by HRCT ; 21% had ILD MUC5B /1 2.49 (1.01-6.12) 0.047

Median RA disease duration cf 8.5 years



* MUCS5B (OR,.;. ~ 3.7)

I MUCS5B & screening
for RA-ILD

= Male sex, Age

* RA disease activity

* Cross-sectional study of a French prospective cohort

(ESPOIR)

* 163 patients with RA without respiratory symptoms

= Median RA disease duration of 13.9 years (IQR 13-14.1)

« Systematically assessed by HRCT : 19.1% had ILD

Independent risk factors of asymptomatic RA-ILD

| OR(95%C) | P-value_

Male Sex 3.93 (1.40 11.39) 0.01
Age at RAonset /Year ~ 1.10(1.04-1.16)  <0.001
Mean DAS2S .. 2.03 (1.24-3.42) 0.006
MUCSB ¢/, 3.74 (1.37-10.39) 0.01



= Validated in an independent population

= Last DAS28,; is a reliable proxy of all DAS28,,
= AUC=0.82 and 0.78

I Risk score
for RA-ILD

for asymptomatic RA-ILD
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Risk score
for RA-ILD

= 4 variables risk score : Se 0.75, Sp 0.83, NPV 0.93

= 3variables risk score : Se 0.75, Sp 0.69, NPV 0.92

= Better performance when including MUC5B

DAS28-ESR< 26

DAS28-ESR [2.9 -4.3,

DAS28-ESR> 4.3

Age at RA MUC58 Female Mae

onset rs3SJj0sesc
(years) genotypes
Ris< matrix of the mode! including MUCS8 rs35705950

Female Male

Female Male
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4-variables risk score

Simplified risk score
without MUC5B



Screening
for RA-ILD

= 5 conditions
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Is there a « specific treatment » for RA-ILD ?



2 main objectives = MD discussion is mandatory +++

DECLINE OF RA
PULMONARY DISEASE
FUNCTION ACTIVITY




Additional arguments for

controlling RA disease
activity...

= |s RA disease activity impacting ILD ?

US veterans with RA-ILD prospective cohort, registry identification of RA-ILD, RA 1987 ACR criteria,
n =227 - 27.7% of deaths attributed to respiratory system
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Additional arguments for = withdrawal of DMARDs : negative effect

l controlling RA disease = MTX: benefic effect (meta-analysis)
activity... = No RCT available

Multicentric, cross-sectional study of Monocentric, retrospective study, MTX Meta-analysis - 15 studies
consecutive patients, n= 106, Spain n= 75, Korea
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I 2 main objectives * Do IS/DMARD:s directly impact ILD ?

?
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DECLINE OF RA
PULMONARY DISEASE IS/DMARDs
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Strategy based

= Current paradigm
on HRCT patterns ?

RA-ILD
(HRCT pattern)
I | |
Mainly Conconmittant fibrosis & e
inflammatory inflammation Mainly Fibrotic
OP, NSIP, LIP Fibrotic NSIP, indeterminate for UIP Ui probadls IR

B —




Do IS/DMARDs = |S initiation for RA-ILD
= |S =RTX, MMF, AZA

B © ‘)
directly impact ILD : * RA-related ttt: 69 % DMARDs, 68% prednisone

212 patients with RA-ILD, retrospective cohort, USA

* Dizgnosis of RA-assocalzd ILD

® Treatment with AZA, MMF, or RTX

» At ‘'east 1 PFT prior to and after receiving,
NA-associated ILD-sgecific treatment

Y 1 Y \ _ r

e Baylor DE >

Unjvorsity of U?:';E):a‘god University U':isfr:?ty Th&::? i‘f/O
Kansas S Medical Centter = »a - 70
n=73 s n =30 s RIS
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Do IS/DMARDs
directly impact ILD ?

212 patients with RA-ILD, retrospective cohort, USA
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Non-UIP RA-ILD
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Results: Primary Outcome

I.year Composita: Death or respiratory hospitalization
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= Not associated with increased mortality

= Not associated in lung-related hospitalisation

VARA cohort, emulated comparative trial : non-TNFi b/tsDMARDs (n=237) vs. TNFi in RA-ILD (n=237)

Keplan-NMoicr survival estimatcs
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Results: Secondary Qutcomes
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Antifibrotics ? = RCT available, but... low level of evidence !

RA-ILD
(HRCT pattern)
| | |
nflammtory i e ey Mainly Fibrotic
OF, NSIP, LIP Fibrotic NSIP, indeterminate for UIP ViEy prosavle LIk

B ——




» Post-hoc analyses of the INBUILD study

I Nintedanib & RA-ILD = Non IPF progressive fibrotic ILD
= |ncluding Al-ILD

INBUILD inclusion criteria Primary endpoint : annual rate of decline in FVC (over 52 weeks)
1 - Reticulations and traction bronchiectasis,
wih or without haneycombing on HRCT with 2 Nintedanib
10% extent —————— B
1

2 - Progressive fibrosis in the last 24 months :
despite optimal Tt: I Nintedanib
«  >10%FVCdecline N=663 NN
. 5-10% FVC decline and worsening respiratary UlIP-like 62% I Open label

symptcms znd/or evidence of increasing fibrosis :

on FRCT §

Worsening ot symptoms with increasad fibrosis e

extent on chest imaging Placebo

3 -FVC245%




I Nintedanib & RA-ILD

* Few number of patients with RA-ILD (n=89, 52.4%)
* Slowed rate of FVC decline in RA-ILD (P =0.041)
» Effect numerically greater in Al-ILD with UIP

Annual rate of decline in FVC (ml/year) over 52 weeks

Adjusled mean (SE) anqwal rae o

decline in FNC (mL/Ay2ar)

All Al-related ILD
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l Pirfenidone & RA-ILD

® Primary endpoint not achieved
= Meeting the PEP of INBUILD (P=0.0082) !

= Effect restricted RA-UIP (P=0.0014) (post-hoc)

Annual rate of decline in FVC (ml/year) over 52 weeks
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I = MD discussion is mandatory +++
RA-ILD treatments = Very low level of evidence
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I RA-ILD treatments » Inflammation is always associated with fibrosis

17 surgical lung biopsies (RA-ILD)

Major pattern N Additional minor component
Follicular bronchiclitis 6 NSIP, n=5
NSIP 7 Follicular bronchiolitis, n=5
(cellular2,  OP, n=1
fibrotic 3)
ulIP 2 Follicular bronchiolitis, n=2
Respiratory bronchiolitis 1
Mixed NSIP and respiratory 1
bronchiolitis

SO mm s S lansay D et ol. Histopathology 2004,



Indication(s) for « treating » RA-ILD ?



= No guideline +++
W, = PPF would be relevant
Initiation = Severe RA-ILD at baseline ?

Indication for treatment

Mild ILD N
Non progressive disease ‘ ) Monitaring only
UIP or Non-UIP pattern v
~ =

I

Moderate or severe ILD

/ progressive disease
Non-UIP pattern

|

Moderate or severe ILD i N
/ progressive disease ~ 2
UIP pattem

irituximab ? abztacept ? others 7)

MULTIDISCPLINARY DISCUSSION

Consider antifibrotic therapy

5
I Glucocorticoids
/.\" Immunosupprassion




Indication for treatment

PPF definition
initiation
[ Autoimmune-ILDs ] Definition of Progressive Pulmonary Fibrosis (PPF)
_ In a patient with [LD, PPF is defined as at least 2 of the fo/lowing 3 criteria occurring
RA within the past year with no alternative explanation*:
SSe 1 Worsening respiratory symptoms
MCTD 2 Physiological evidence of disease progression (either of the following):
S I a Ahsolute decline in FVC >5% pred cted w thin 1 vr of follow-up
Myositis' b. Absolute dacline in DLCO (corrected for Hb) >12%4 predictad within 1 yr of follow-up
i Sjagrens 3 Radiological evidence of disease progression (one or more of the following):
\ - a. Increased extent or saverity of traction bronchiectasis and bronchiolectasis
f b. New ground-glass opacty with traction bronchiectasis
\ Vasculitis c. Mew fine reticudation
/ 4 d. Increased extent or incregsed coarseness of reticular aonormality
SLE e. New orincreasad honeycombing
> 1 f. Increased lobar volume oss
Others

Raghu Get a. AIRCCM 2022




Should we screen for RA-ILD ?



Screening
for RA-ILD

'\:l/ '\\

5

(/ cJ Specific treatment available

I
/
\ ~

N

= Probably too early to promote screening !
= |dentification of high-risk individuals for

= RA-ILD
= PPF (additional criteria)

'S Fvidence of treatment benefit

|

Known indication for treatment



H Unmet needs in RA-ILD *® No dedicated guideline +++

* Validated risk & prognosis scores are needed
* The best screening tool should be identified (HRCT, LUS, PFTSs,...)
Best temporality for screening remains to be determined

= Treatments; low level of evidence : RCT are needed

A Avoid asking GPT for advice...at least for RA-ILD screening



