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Outline

* Introduction to autoimmune interstitial lung disease, lung-based

perspective
 Discussion of screening and modalities

 Implications of treatment post screening- and monitoring modalities for

lung disease treatment
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Cricoarytenoid arthritis

Obstructive diseases
e Asthma
e COPD

Follicular and obliterative bronchiolitis

%ronchieotasis
Q__/\ILD

Autoimmune Lung Disease

« Under-recognized component of airways disease
« Asthma in RA or RA-AWD?

e Chicken or Egg
« Treatment and DMARD role?

« Screening --> Treatment



Screening in clinical
settings vs screening for

research settings

What is the purpose of screening in systemic
autoimmune disease for lung disease?

« High morbidity and mortality condition where
early intervention alters the natural history of the
disease state



ACR/ACCP SCREENING
GUIDELINES

« In SARD of interest - if increased risk for ILD
recommend screening with:

. PFTs &

« HRCT

« Yearly rescreening in high-risk patients

S. Johnson et al, AC&R 2024



* Increased risk =

screening

* These disease features have been identified as
placing a person at increased risk for developing ILD;
however, the absence of these risk factors does not
preclude the development of ILD in patients with these
SARDs. Screening for ILD should be performed in
shared decision-making with the rheumatologist and
patient. As such, screening for ILD should not
necessarily be limited only to those with these risk
factors. CCP, cyclic citrullinated peptide; ILD, interstitial
lung disease; MDA-5, MDA-5 melanoma differentiation-

associated protein 5; SARD, systemic autoimmune
rheumatic disease.



HRCT?




X-ray detector
(imaging device
coupled to a CCO

NY HRCT

—_
X-ray source
(cone beam)

Single CT slice location

Multiple CT slices
“stacked” together to
generate a 3-D image

< otate source/detector pair or object . .
Mitipe radloraphsfrom difre « Protocol to enhance spatial resolution

projections are reconstructed to show
internal details of object cross-section

CT slice (2D; time averaged)

e Thinner slices (1-2 mm)
« High-resolution reconstruction
« No IV contrast

e Maneuvers (insp, exp, prone, supine)



HRCT vs Standard CT



ILA -2 ILD

Interstitial lung abnormality



Prevalence of clinical ILD
in RA

Table 2.

Subgroup analysis for the prevalence of RA-ILD.

Subgroups N Prevalence 95% CI P Test (s) of heterogeneity

P p value
Overall 34 18.7% 0.16-0.22 <0.05 96.4% <0.1
prevalence

ILD criteria

Only HRCT 16 22.7% 0.18-0.28 <0.05 97.1% <0.1

HRCT and 11 19.2% 0.14-0.25 <0.05 95.2% <0.1
others

Others"” 7 6.4% 0.04-0.09 <0.05 87.0% <0.1

POthers: ILD diagnosed by chest computed tomography (CT) images, chest X-rays (CXRs), clinical
symptoms, pulmonary function test (PFT) results and lung biopsies.



Prevalence of ILD in RA

when screened

Total Cohort Radiologist-identified
(n=184) Subclinical RA-ILD
Present (n Absent (n P

= 38) =146) Value






Where you

Table 2. Prevalence of any abnormality on HRCT scans in 188 participants

Any abnormality

0 abnormalities

Single abnormality

>=2 abnormalities

>=4 abnormalities

Thyroid

Any abnormality

Nodule

Enlargement
Heterogenous

Calcification

Thoracic inlet/mediastinal
Any abnormality

Hiatal hemnia

Patulous esophagus
Esophageal wall thickening
Prominent lymph nodes
Heart

Any

Coronary artery or other vascular calcification
Lung

Any

Airways (e.g. thickening, bronchiectasis)

Scarring and/or fibrosis

172 (91.5%)
16 (8.5%)
32 (17.0%)

140 (74.5%)

72 (38.3%)

39 (20.7%)
12 (6.4%)
3 (1.6%)
13 (6.9%)

4(2.1%)

66 (35.1%)
23(12.2)
11 (5.9%)
3(1.6%)

15 (8.0%)

88 (46.8%)
74 (39.4%)

151 (80.3%)
92 (48.9%)

58 (30.9%)

look, you will find---

Table 3. Radiologist recommended clinical follow-up based on HRCT scan findings

Any clinical follow-up
recommended by the

radiologist

65/188 (34.6%) had >=1

finding




Clinical scenario

RA patient screened with HRCT and PFTs, found to
have this CT scan and FVC% predicted of 89% with
DLCO% predicted of 82%

« No symptoms
e Currently joints are well controlled on MTX

e Former smoker






H. Gilbert Welch on cancer

screening



What

intervention?

N\




ACR ILD TREATMENT
RECOMMENDATIONS



Known unknowns

Is immunomodulation safe for ALL patients with RA-
ILD?

What is the role of traditional DMARD therapy (MTX,
TNF, etc.) on halting ILD progression to explain the
delta? If so, what does changing that regimen mean
for RA patients “screened with ILA”

Do antifibrotic drugs alter the natural history of
subclinical ILD to clinical ILD progression?

What are the potential harms to those patients who
are screened and have altered treatment plans?



Clinical Equipoise



Clinical scenario 2

RA patient screened with HRCT and PFTs, found to
have this CT scan and FVC% predicted of 73% with
DLCO% predicted of 62%

e Cough and dyspnea symptoms
e Currently joints are well controlled on MTX

e Former smoker



ACR ILD TREATMENT
RECOMMENDATIONS



Aza, MMF, RTX, N=212

Matson, CHEST 2022



Antifibrotics in RA-ILD

Solomon, TRAIL-1: Lancet Respiratory
2023



TNF inhibitors

England, Lancet Rheum, 2024



Monitoring, treatment

How to define treatment response?
What is FVC?

Treatment switch?



INBUILD



FVC

Pulmonary function testing measurement of
lung volume

« Effort dependent

« Multiple efforts undertaken, coached by RT,
best effort recorded, ATS standards for
results



FVC Surrogate

non-statistically significant
correlation between FVC change
and mortality (-0.062, 95% CI: -
0.156, 0.032; p=0.17, R2 = 0.23).
A sensitivity analysis of
antifibrotic trials also found no
significant association (estimate =
0.009, 95% CI: -0.089, 0.107; p =
0.838, R2=0.017)
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Autoimmune AWD -

screening?



Prevalence of AWD in RA
when screened with

spirometry



Prevalence of AWD in RA
when screened with

radiology



AWD in RA - quantitative

CT analysis
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