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73 M with long-standing seropositive RA

Joint pain minimal on prednisone 5 daily, hydroxychloroquine 



ILD is common in patients with RA

• ILD precedes the diagnosis of RA in at least 14% of patients 
     
• ILD develops within the first year of RA diagnosis in 33% of patients

• Reported prevalence of clinically significant RA ranges from 2-15%

Koduri et al. Rheumatology (Oxford). 2010;49(8):1483-9.

Bongartz et al. Arthritis Rheum. 2010;62(6):1583-91.

Hyldgaard et al. Ann Rheum Dis. 2017;76(10):1700-6.

Raimundo et al. J Rheumatol. 2019;46(4):360-9.

•  Incidentally found in up to 50% of autopsy cases



ILD is associated with death in RA

Olson et al. Am J Respir Crit Care. Med Vol 183. pp 372–378, 2011

• Natl Ctr Health Stats 1988-2004

• ILD was the leading cause of death (35.3%)

• “RA complications” second leading cause (35%)

RA-ILD

RA overall 
survival

Bongartz et al. Arthritis Rheum. 2010 June ; 62(6): 1583–1591.

• 582 pts with RA, 603 pts without RA 

     followed a mean of 16.4 /19.3 yrs

• 7.7% developed ILD, with a lower median

     survival than expected (2.6 vs 9.9 yrs)

• ILD HR for death 2.86 
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Risk Factors for developing ILD and ILD progression in RA 

Kur-Zalewska et al.  PLOS ONE April 16, 2021.
Hallowell and Horton. Drugs (2014) 74:443–450.

• Advanced age

• Male sex

• RA duration

• Smoking history

• Disease severity

• HLA allele variants

• Elevated antibody titers: RF, CCP



Immunosuppression can be useful in RA-ILD, 
regardless of the radiographic pattern

Matson et al.  Chest. 2023; 163(4):861-869

Concurrent therapy 
 Prednisone          67.9% 
 HCQ                      26.4%
 Leflunomide       13.7%
 Methotrexate     11.8%
 Infliximab              7.1%
 Sulfasalazine        6.1%
 Etanercept           5.7%
 Abatacept            4.7% 
 Adalimumab        3.8%
 Tofacitinib            1.9%
 

• Retrospective study of 212 patients
• 92 AZA;  77 MMF;  43 RTX
• No difference between treatment groups



Rituximab for RA-ILD

• 20 studies
• 1619 patients with RA-ILD who received RTX
• F/u ranged from 6-38 months
• Concurrent therapy was common or not reported

Based on PFTs (11 studies), mean proportion of 
disease progression was 14.5% (95% CI, 7.6% - 25.8%)

Based on CT imaged (6 studies), mean proportion of 
disease progression was 19.5% (95% CI, 8.1% - 40%)



Abatacept is associated with lower mortality than RTX 
in patients with RA-ILD

• Emulated target trial design 
• TriNetX database
• Propensity score matching

• Reduced risk of mechanical 
ventilation 

ABA vs RTX:
(HR, 0.698; 95% CI, 0.521–0.934) 

HR, 0.689; 95% CI, 0.581–0.818

Shih et al. Arthritis & Rheumatology. Vol. 0, No. 0, Month 2025, pp 1–11



Comparing Tocilizumab and Rituximab in RA-ILD

• Emulated target trial design

Wu et al. Chest 2025 in press. 



In patients with elevated baseline 
inflammatory markers, Toci had worse 
outcomes 

Ventilation: 
(HR, 1.936; 95% CI, 1.125-3.331)

All-cause mortality:
(HR, 1.403; 95% CI: 1.013-1.942)

Comparing Tocilizumab and Rituximab in RA-ILD

HR, 1.07; 95% CI: 0.88–1.305

All-cause mortality

Wu et al. Chest 2025 in press. 



TNF inhibitors are not associated with 
worse outcomes in RA-ILD

England et al. Lancet Rheumatol 2025;7: e166-77

• Retrospective, active-comparator, observational cohort
• US Dept of Veteran Affairs EHR records
• No previous ILD-directed therapies
• Propensity score matching for the following: 

demographics, health care use, comorbidities,             
RA severity factors, ILD severity factors

• 237 TNF inhibitor patients matched with 237 non-TNF 
inhibitor patients

• 92% male
• No difference in respiratory hospitalization, all cause 

mortality, respiratory mortality



IVIG as adjunct therapy for RA-ILD

• Prospective pilot study of RA-ILD patients over 52 wks

• 40 received standard care 
        (prednisone 40 mg/d with taper to 10 mg + MTX)

• 40 received standard care + IVIG

• Propensity score matching in a 1:1 ratio: 
        (age, sex, FVC, severity of ILD, ESR)

Shen et al. Int J Rheum Dis. 2023;26:1745–1750.



Pirfenidone for (RA-ILD) TRAIL1

• Phase 2 RCT at 34 centers
• Failed to meet its recruitment goal due to COVID
• 123 patients randomized (goal 270)
• Primary composite endpoint 
          (10% FVC decline or death) not met

• Pirfenidone associated with slower estimated 
      annual rate of FVC decline (–66 vs –146; p=0·0082)

Solomon et al. Lancet Respir Med 2023; 11: 87–96 



The INBUILD trial (Nintedanib) included patients with RA-ILD

N = 663

Subgroup analysis of 25.6% (170) autoimmune patients:
--13.4% of patients had RA-ILD
--Difference in FVC decline vs placebo: 104 mL/year  

Wells et al. Lancet Respir Med 2020



Meta-analysis to inform the Italian Society of 
Rheumatology on RA-ILD treatment

• 69 studies
• 7879 RA-ILD patients

• RCTs, cohort studies, case 
series

Fassio et al. Autoimmunity Reviews 24 (2025) 103922
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The FIBRONEER-ILD trial (Nerandomilast) included patients with RA-ILD

• Phase 3, double-blind, placebo-controlled

• 403 sites in 44 countries

• Non-IPF but at least 10% fibrosis on CT

• FVC > 45%; DLCO ≥ 25%

• Progression in last 24 months (at least one): 

       -- FVC relative decline ≥ 10%

       -- FVC relative decline 5-9% + worsening symptoms 

       -- FVC relative decline 5-9% + worsening fibrosis on CT

       -- Worsening dyspnea + worsening fibrosis on CT

• Randomized 1:1:1 

     (Nerandomilast 18 mg : Nerandomilast 9 mg : Placebo ) 

• Primary endpoint: Absolute change from baseline in FVC

• 1176 patients randomized; 43.5% on background therapy

Graphic complements of Boehringer Ingelheim
Maher et al. N Engl J Med. 2025 Jun 12;392(22):2203-14.



Nerandomilast slows FVC decline and reduces 
mortality in non-IPF pulmonary fibrosis

Maher et al. N Engl J Med. 2025 Jun 12;392(22):2203-14.



First-line therapy for SARD-ILD (ACR)

• “For people with SARD-ILD, we conditionally recommend against leflunomide, methotrexate, 
TNFi, and abatacept as first-line ILD treatment options.”

2023 American College of Rheumatology (ACR) Guideline for the Treatment of Interstitial Lung Disease in People with Systemic Autoimmune Rheumatic Disease 



2023 American College of Rheumatology (ACR) Guideline for the Treatment of Interstitial Lung Disease in People with Systemic Autoimmune Rheumatic Disease 

Therapy for progressive SARD-ILD (ACR)



Summary

• ILD is common in RA and associated with morbidity and mortality

• Patients with RA-ILD may benefit from immunosuppression that targets the lungs

• Data supporting the use of a particular immunosuppressant agent is lacking

• Patients with a fibrotic phenotype may benefit from the addition of an anti-fibrotic agent
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