REAL-WORLD CLINICAL EFFECTIVENESS AND SAFETY OF ANTIFIBROTICS IN PROGRESSIVE PULMONARY FIBROSIS ASSOCIATED WITH
RHEUMATOID ARTHRITIS

Javier Narvaez, Marti Aguilar-Coll, Juan José Alegre, Montserrat Roig-Kim, Laia de Daniel, Aina Fabregat, Mdnica Cubells, Vanesa Vicens-Zygmunt', Guadalupe Bermudo’, Joan Miquel Nolla, Maria Molina-Molina’
Servicios de Reumatologia y "Neumologia. Hospital Universitario de Bellvitge. Barcelona

OBJECTIVE

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.

METHODS

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.

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), tolerabllity, and drug retention.

Table 1. Characteristics of patients with RA-ILD at the initiation of initial antifibrotic medication.

Table 2. Changes before and after 6 months and after 1 and 2 years of treatment with antifibrotic

Table 3. Lung function test results according to the definitions of ATS after antifibrotic therapy.

Demographics and RA Characteristics N =27 B Lo b T e ﬁfie;: Months of Treatment
Sex, woman/man 12 (44.5%) /15 (55.5%) (IQR, 25th-75th) (Ig['{‘ja;;ij?th) (Mean) (95% CI) %FVC predict_ed 12.5% (3) 75% (18) 12.5% (3)
. Body mass index (BMI), missing data = 4 (mean + SD) 283+ 5.3 Total sample (N = 27) K)E;Cl(zj irjf;:e; o 21% (5) 58% (14) 21% (5)
Study population. Smoker or ex-smoker 18 (67%) Current: 1 (4%) UDLCO predicied 60,04 188 (554795) 5195108 (4466 1AS% 00001 (953102016 NN : : :
. ] g5 3 . . . =] ; : n ] ) Positive rheumatoid factor 23 (85%) P Afier & monihs of treatment 7%FVC predicted 22.2% (4) 66.7% (12) 11.1% (2)
Twenty-seven patients were included; 25 (92.5%) initiated nintedanib, while 2 initiated pirfenidone. During follow-up, nintedanib was Positve ACPA______ 2 (515%) A Gme ofiniation of nial et 1 “DLCOprediced ____11%0) 612% 1) 2.7 5)
_ _ : _ _ _ : : _ : _ edian duration of RA, months (IQR 25th-75th) 70.5 (27.5-114) A ey " mean + SD (meam) 3or oD Nog onmeoriestmen
switched to pirfenidone Iin 5 patients because of adverse effects; thus, 7 (26%) patients received pirfenidone at some point during DAS2ESR at nifiaton of anfbrotic reatment . e AQR, 25750 SoPVC prediced 0 S ;
. to or hich activit 10 (37% TS;;I Zimll\)r?nﬁﬁvzg %DLCO predicted 22.2% (2) 44.5% (4) 33.3% (3)
the fO”OW-Up pe”Od ngiﬁi;icmi::fj: 4 Sl %FVC/predicted 88.2 4 19 (73.7-102.7) 89.4 + 22.7 (74.4-105.5) +12%  0.611 (—5.67 to 3.41)
g y 4 4 . K Lo . . odian duration o “months S5tho75t 59 (20-50 %DLCO predicted 57.4 4+ 16.6 (46.2-68.1) 61.3 4= 24.9 (40.5-79.6) +3.9% 0.400 (—13.51 to 5.63) B
The key baseline characteristics of this cohort are summarised in Table 1. At the onset of antifibrotic therapy, 10 (37%) patients ECTmten D = L — 0
exhibited moderate to high RA activity according to the DAS28 ESR score (> 3.2). The mean %pFVC was 86.6 + 15 (IQR 25th—75th Fibtic nomspecfc mtesitiat ot S s men 0 o mew 6 80 |
. . s . Combined pulmonary fibrosis and emphysema 1 (4%) Total sample (N = 18)
percentile, 73-97.1), and the mean %pDLCO was 54.3 + 14.8 (IQR 44-66). Fourteen (52%) patients presented a decline of 210% In YepFVC a nfaion of il antifbrotic medicaio 6.6 £ 15 I T3 N e s ( | 60 | @ stabilization
%pDLCO at initiation of initial antifibrotic medication 54.3 + 14.8 YoFVC predu?ted 87.5 +20.7 (71.8-108.6 922+ 248 (76-115.8 +4.7% 0.023 (—8.66 to 0.74
0 cior treatments %DLCO predicted 5824+ 179 (45.7—69.9)Aft - 5f4t.4 itl6.7 ’:(42.7—67) —3.8% 0.175 (—1.82 to —9.25) | O Improveme nt
A)pF_VC. b . - - i . : ! . (I;lucocorticc)ids 26 (96%) At tim.e.ofini.tiatiort of .initialer yeal:linol;f:h?::st-treatment Delta p value 40 B Worsening
Radiologically, 21 patients (78%) were classified as having UIP, 5 (18%) as fibrotic NSIP, and 1 (4%) as combined pulmonary fibrosis Moan dose 1 D), g/ day (R 256756 2454610 e £ 3D (R STy S UQR T ey 5% 20 -
and emphysema (CPFE). A smoking history was reported in 18 patients (67%). immunosappressants L4 (minimum 1, maximum 2 THINTL ey masmrmaimn om oomeme 0 ]
Methotrexate 7 (26%) %DLCO predicted 66.8 + Zd.3 (4?;.8—81.§) 55.6 + 1’:';.1 (45;.5—73..1) —2..2% 0.521 (—7.67.’ to —12.07) % pFVC % pDLCO
Leflunomide % %pFVC = predicted forced vital capacity; %pDLCO = predicted diffusing capacity for carbon monoxide, corrected
Effl CaCy en d p OI n tS Slﬁfasamzine 12 EEZ/U)) for hemoglobin; UIP: usual intersti‘rialtgneumonia and NSIP: fibrotic non-specific interstitial pneumonia. Figure 2. Lung function test results (as defined by the ATS) after 12 months of antifibrotic therapy.
. Mycophenolate mofetil 2 (8%)
] : : . B . - . - . bDMARD * 20 (74%)
Changes In the primary efficacy outcome measures assessed at 6 months and 1 year following the initiation of antifibrotic therapy Number ofprevious BDMARD 15 rinimum | marimum o
are presented in Tables 2 and 3 and illustrated in Figure 1. Across the entire study population, prior to starting therapy, the mean Nober of s 44 i i 10 Table 4. Adverse events associated with antifibrotic therapy. -
. : : : : - e } atacept 11 (@1% N =27 _
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 e o) Any adverse event 22 (815%) .
t0 16.02; p=0.0001) and -14.8% (95% CI: 9.53 to 20.16; p=0.0001), respectively. Antifibrotic medication o ;ﬁgj;f;g‘l“"“_f_ad"meE"‘*‘“S 17 63%) .
In 3 patients, antifibrotic therapy was discontinued due to adverse effects before completing 6 months of treatment. In the remaining e orotie medication/ Affe nintedanis S 075 155% ALT o AST incromsed 7 6% .
g F . oncomitant medication Decreased appetite/weight loss 10 (37%)
24 patients (twenty-one UIP and three non-UIP patterns), a slower decline in PFT parameters was observed after 6 months of Chacorortcaids 5 e 2074 ;
- B ose of prednisone at initiation of initial antifibrotic ominal pain %
therapy (delta: percentage change from baseline): A%pFVC +1.2% (95% CI: -5.67 to 3.41; p=0.611 compared with TO) and ;dl; B 7945 Adverse event leading to permanent dose reduction O
mean Nintedanib (N = 25)/Pirfenidone (N = 7) 10 (40%) /1 (14%) _
A%pDLCO +3.9% (95% CI. _13-51 to 5-63; 020-400)- CSDMARDS.Orimmunosuppressams 21 (78%) Adverse event leading to treatment discontinuation 5 (18.5% At t|me of R.A_ILD At.t.he sta.rt_ofthe 6 months post- 12 months post-
) . Y - . - ) Leflunomide _ 16 (59%) 8 ( ) diagnosis initial antifibrotic treatment treatment
At 1 year of treatment, data were unavailable for nine patients: three had died due to ILD progression, four had discontinued  yeopheolate mofeil o medication
; . . —%pFVC %pDLCO
treatment due to adverse effects, and two had not yet completed 12 months of therapy. Among the 18 patients who completed one P bt T ey : p
. - . Rituximab 10 (37%) Figure 1. Evolution of the predicted forced vital capacity (%pFVC) and the predicted diffusin
year of therapy (fifteen UIP and three NSIP patterns), a modest improvement in %pFVC was observed (A+4.7%, 95% CI. -8.66 to - e 16 :Eimyfogcafibo?momﬁ;’eimimdfmhmglob‘;(OZPDECO)befmmm‘;ﬁmﬂﬁﬁbm‘i
0.74; p=0.023), along with a slowing in %pDLCO decline (A-3.8%, 95% CI: -1.82 to -9.25; p=0.175). Need for oxygen therapy at initation of nitial 7 @6%)

* Some patients received more than one. Abbreviations ACPA: anticitrullinated protein autoantibodies; bD-
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Nine of the 24 patients completed 2 years of treatment (seven UIP and two NSIP), maintaining a response in PFTs: A%pFVC: +7.7%
(95% CI: -16.07 to -0.66; p=0.037) and A%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.

antirheumatic drugs; DAS28-ESR: Disease Activity Score in 28 joints using Erythrocyte Sedimentation Rate; HRCT:
high-resolution computed tomography; ILD: interstitial lung disease; IQR: interquartile range; JAKi: Janus kinase
inhibitors; %pDLCO: percent predicted diffusing capacity for carbon monoxide corrected for hemoglobin; %pFVC:
percent predicted forced vital capacity; RA: rheumatoid arthritis; SD: standard deviation; TNFi: tumor necrosis
factor inhibitor.

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 Iin clinical trials but similar to that reported in

Antifibrotic tolerability and retention. previously published real-world studies.

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). finarvabe @belvi EENTes: e
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