
OBJECTIVE

METHODS

Interstitial lung disease (ILD) is one of the most severe complications of rheumatoid arthritis (RA). Real-world data on antifibrotic

treatment are needed. Our objective was to evaluate the real-world effectiveness and tolerability of antifibrotic agents in patients with

progressive fibrosing RA-ILD.

A longitudinal, retrospective, observational study was conducted on a cohort of RA-ILD patients treated with either nintedanib or

pirfenidone. The data collected included pulmonary function test (PFT) results, adverse events (AEs), tolerability, and drug retention.

CONCLUSION

According to our results, antifibrotic initiation was associated with a modest improvement in the trajectory of %pFVC and stabilization

in %pDLCO. The discontinuation rate in our cohort (37%) was higher than that reported in clinical trials but similar to that reported in

previously published real-world studies.
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RESULTS
Study population. 

Twenty-seven patients were included; 25 (92.5%) initiated nintedanib, while 2 initiated pirfenidone. During follow-up, nintedanib was

switched to pirfenidone in 5 patients because of adverse effects; thus, 7 (26%) patients received pirfenidone at some point during

the follow-up period.

The key baseline characteristics of this cohort are summarised in Table 1. At the onset of antifibrotic therapy, 10 (37%) patients
exhibited moderate to high RA activity according to the DAS28 ESR score (> 3.2). The mean %pFVC was 86.6 ± 15 (IQR 25th–75th

percentile, 73–97.1), and the mean %pDLCO was 54.3 ± 14.8 (IQR 44–66). Fourteen (52%) patients presented a decline of ≥10% in

%pFVC.

Radiologically, 21 patients (78%) were classified as having UIP, 5 (18%) as fibrotic NSIP, and 1 (4%) as combined pulmonary fibrosis

and emphysema (CPFE). A smoking history was reported in 18 patients (67%).

Efficacy endpoints.

Changes in the primary efficacy outcome measures assessed at 6 months and 1 year following the initiation of antifibrotic therapy

are presented in Tables 2 and 3 and illustrated in Figure 1. Across the entire study population, prior to starting therapy, the mean

decline in %pFVC and %pDLCO from the time of ILD diagnosis to the initiation of antifibrotic treatment (T0) was -8.9% (95% CI: 7.81

to 16.02; p=0.0001) and -14.8% (95% CI: 9.53 to 20.16; p=0.0001), respectively.

In 3 patients, antifibrotic therapy was discontinued due to adverse effects before completing 6 months of treatment. In the remaining

24 patients (twenty-one UIP and three non-UIP patterns), a slower decline in PFT parameters was observed after 6 months of

therapy (delta: percentage change from baseline): ∆%pFVC +1.2% (95% CI: -5.67 to 3.41; p=0.611 compared with T0) and

∆%pDLCO +3.9% (95% CI: -13.51 to 5.63; p=0.400).

At 1 year of treatment, data were unavailable for nine patients: three had died due to ILD progression, four had discontinued

treatment due to adverse effects, and two had not yet completed 12 months of therapy. Among the 18 patients who completed one

year of therapy (fifteen UIP and three NSIP patterns), a modest improvement in %pFVC was observed (∆+4.7%, 95% CI: -8.66 to -

0.74; p=0.023), along with a slowing in %pDLCO decline (∆-3.8%, 95% CI: -1.82 to -9.25; p=0.175).

Nine of the 24 patients completed 2 years of treatment (seven UIP and two NSIP), maintaining a response in PFTs: ∆%pFVC: +7.7%

(95% CI: -16.07 to -0.66; p=0.037) and ∆%pDLCO: -2.2% (95% CI: -7.67 to -12.07; p=0.621).

A comparison of pre- and post-treatment pulmonary variables revealed that PFT deterioration either slowed or stabilized in

approximately three-quarters of the patients (Table 3 and figure 2). Additionally, prednisone doses were reduced in 10 out of 25

patients (40%) following the initiation of antifibrotic therapy, with a mean reduction of -5.8 mg/day (SD: 3.5 mg; 95% CI: 7.73 to

15.62; p<0.046). Efficacy comparisons between radiological patterns could not be performed due to the low number of non-UIP

patterns.

Antifibrotic tolerability and retention.

Seventeen patients (63%) continued treatment after a median follow-up period of 25 months (IQR 7–27) following the initiation of

antifibrotic therapy. Among the 10 patients who discontinued treatment, the reasons were death due to ILD progression and

infectious complications in 4 patients (15%), lung transplantation in 1 patient (4%), and adverse events leading to treatment

discontinuation in 5 patients (18.5%). The retention rate of patients initially treated with nintedanib was 52% (13/25).
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Eighty-one-point five percent (22/27) of patients experienced adverse events (AEs) attributed to antifibrotic treatment. Their frequency

and types are detailed in Table 4. As expected, the most common events were gastrointestinal events and hepatitis.
In 48.1% (13/27) of patients, antifibrotic therapy was temporarily suspended (mean number of suspensions: 1.38 ± 0.5; range: 1–2),

and in 63% (17/27) of patients, the recommended dosage was temporarily reduced (mean number of dose reductions: 1.53 ± 0.5;

range: 1–3).

The most frequent AEs leading to treatment discontinuation or permanent dose reduction were diarrhea and hepatitis.

As previously reported, a second antifibrotic agent was prescribed for 5 (18.5%) patients; all were initially treated with nintedanib and

were switched to pirfenidone due to adverse events. Among these 5 patients, three (60%) remained on pirfenidone after a median

follow-up of 13 months.
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