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Abstract: Connective Tissue Disease-Interstitial Lung Disease (CTD-ILD) is a severe and fatal manifes-
tation of systemic autoimmune disorders. Therapies rely on immunomodulators but their efficacy in
ILD progression remains uncertain. Nintedanib, an antifibrotic agent that slows pulmonary function
decline, has been approved for CTD-ILD treatment. The aim of this study was to assess the effec-
tiveness and safety of nintedanib in CTD-ILD patients in a real-world data setting. A single-center,
retrospective, and descriptive analysis of CTD-ILD patients treated with nintedanib from June 2019
to November 2022 was performed. The assessment of nintedanib treatment’s efficacy was judged
solely on the evolution of pulmonary function tests (PFTs), which were evaluated before and after
treatment. Twenty-one patients (67% females, median age 64 years (IQR = 9) with CTD-ILD (systemic
sclerosis n = 9, rheumatoid arthritis n = 5, dermatomyositis n = 4, juvenile rheumatoid arthritis n = 1,
undifferentiated CTD n = 1, interstitial pneumonia with autoimmune features n = 1), 18 of whom
were on concomitant immunosuppressives, had a median follow-up period of 10 months (IQR = 5).
PFTs before and after treatment did not significantly differ. The mean FVC% difference was +0.9
(sd = 7.6) and the mean DLco% difference was +3.4 (sd = 12.6), suggesting numerical improvement
of PFTs. The average percentage change was −0.3% and +7.6% for FVC% and DLco%, respectively,
indicating stabilization of lung function. Our real-world data across a broad spectrum of CTD-ILD
suggest that nintedanib could be beneficial in combination with immunosuppressives in slowing the
rate of lung function decline.

Keywords: connective tissue interstitial lung disease; CTD-ILD; ILD; nintedanib; real-world data

1. Introduction

Interstitial Lung Diseases (ILDs) are a large group of several relatively different pul-
monary pathologies. Many ILDs are characterized by fibrosis and lung parenchyma
damage, especially of the interstitium, as well as various degrees of inflammation [1]. The
fibrosis that appears in many ILDs is a result of the scarring of the lung tissue that pro-
vokes abnormal healing mechanisms and excessive matrix accumulation [2,3]. Connective
Tissue Disease-ILD (CTD-ILD) is a severe pulmonary manifestation of connective tissue
diseases (CTDs) [4]. Despite the different clinical entities, such as systemic sclerosis (SSc),
rheumatoid arthritis (RA), mixed CTD, and others, CTD-ILDs share similarities in the
pathophysiology, clinical symptoms, and outcomes including progressive lung failure,
dyspnea, and poor prognosis [5,6].

The most prevalent connective tissue diseases that develop CTD-ILD are rheumatoid
arthritis (RA) and systemic sclerosis (SSc). RA conveys high rates of inflammation and affects
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several organs. RA-ILD affects almost 7.7% of RA patients, 25% of whom present with serious
pulmonary decline already from diagnosis, whereas 25% of RA individuals will develop severe
lung impairment in the first 5 years after diagnosis [7]. With a mean survival range of 5–8 years,
ILD is a severe pulmonary complication of RA that accounts for 10–20% of disease-related
mortality [8]. Major risk factors for ILD developing in RA are usually male sex, late onset of
disease (usually people older than 60 years), seropositivity—especially the presence of high
levels of anti-citrullinated protein antibodies (anti-CCP)—and active RA disease [7,9]. SSc
is characterized by skin and internal organs fibrosis as well as vasculopathy and immune
activation. The majority of SSc patients develop ILD during the course of the disease [10]. ILD
represents one of the leading causes of all SSc-related deaths, with age, diffuse subtype, and
the presence of a positive Scl-70 antibody having been recognized as risk factors [11]

Lung involvement is a significant prognostic factor of CTD as it is associated with an
unfavorable outcome, thus great emphasis on an early diagnosis is given. The diagnosis
of CTD-ILD is based on imaging investigations, lung function tests, and patient-reported
dyspnea. The imaging of CTD-ILD is mainly conducted by high-resolution computed
tomographic scan (HRCT) that focuses on usual interstitial pneumonia (UIP) and fibrosing
nonspecific interstitial pneumonia (fNSIP) patterns [12]. The UIP pattern is more common
in RA ILD and is linked with a worse prognosis, while the fNSIP pattern could be seen in
every CTD-ILD. Lately, ultrasound is used for CTD-ILD screening too [13]. Lung function
tests predominantly assess the decrease in forced vital capacity (FVC) and carbon monoxide
diffusing capacity (DLco). Specifically, a ≥10% relative decline in FVC or ≥5% to <10%
relative decline in FVC and ≥15% relative decline in DLco suggest disease progression and
constitutes an indication of treatment initiation or alteration [14]. Additionally, patients’
subjective feelings of dyspnea and cough occurrence are important assessments conducted
either via health and quality of life questionnaires, such as the Saint George’s Respiratory
Questionnaire (SGRQ) and the Health Assessment Questionnaire (HAQ)-DI (disability
index), or as patient-reported outcomes (PRO) [15]. The aforementioned diagnostic tools
are also used to monitor and follow up on patients with ILD.

Due to their common clinical phenotype and refractory nature, CTD-ILDs are gener-
ally grouped together, mainly in view of common treatment strategies including steroids,
immunosuppressive and antifibrotic agents [16–18]. Currently, there is no certain treat-
ment protocol and thus management of CTD-ILD varies from frequent surveillance to the
administration of steroid and immunomodulatory drugs. Therapeutic choices are based
on the underlying CTD, the extent and severity of fibrosis, and the degree of reported
dyspnea [19]. In detail, the most frequent immunosuppressive therapeutic options are
prednisolone, cyclophosphamide (CYC), and mycophenolate mofetil (MMF), as well as
biologic regimens such as tocilizumab, rituximab, and abatacept. CYC was the first official
therapy for SSc-ILD and later MMF was proven to be equally effective and less toxic [20].
Tocilizumab has been recently viewed as a treatment choice, especially in the early, preclini-
cal disease stages of SSc-ILD with an inflammatory component defined by high C-reactive
protein (CRP) [21]. Rituximab is a new treatment option for stabilizing and improving
CTD-ILD demonstrated in the recently published RECITAL study. Rituximab presented
fewer side effects compared to CYC and patients reported improvement in quality of life,
establishing it as a beneficial and well-tolerated treatment choice [22,23]. Another recent
treatment option for RA-related ILD is abatacept. Relevant studies have concluded that
abatacept has the potential to stabilize ILD with a lower risk of infection compared to
other biologic disease-modifying regimens in RA patients [24]. Autologous hematopoietic
stem cell transplantation and lung transplantation are also emerging options for treatments
of SSc-ILD in refractory cases [25]. However, despite the increasing armamentarium of
immunosuppressive drugs, CTD-ILD outcomes remain poor, and antifibrotic agents such as
pirfenidone and nintedanib have been investigated as an additional therapeutic approach
to this condition [26].

Nintedanib is a potent oral tyrosine kinase inhibitor that suppresses different pro-
cesses of lung fibrosis [27]. The TOMORROW trial—a Phase II randomized, placebo-
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controlled trial—and the INPULSIS trials—two duplicate, phase III trials—established
nintedanib as an antifibrotic treatment for idiopathic pulmonary fibrosis, as patients who
received nintedanib had a significant improvement in FVC decline compared to the placebo
group [28,29]. Recent high-quality randomized clinical trials have demonstrated the efficacy
of nintedanib in reducing the progression of pulmonary fibrosis and the deterioration of
pulmonary function tests (PFTs) in CTD-ILD [17,30,31]. Nintedanib has been approved for
the treatment of CTD-ILD in combination with immunosuppressives, whilst monotherapy
with antifibrotic regimens is not currently recommended. Despite promising data from the
randomized controlled trials mentioned above, the outcomes of treatment with nintedanib
in routine clinical practice remain unknown.

The aim of the current study was to evaluate, via the evolution of lung function pa-
rameters, the efficacy and safety profile of nintedanib in CTD-ILD patients with progressive
fibrotic phenotype requiring treatment with antifibrotic agents in a real-world data setting.

2. Materials and Methods
2.1. Patients

We retrospectively reviewed the medical files of all CTD-ILD patients on nintedanib
being followed up in outpatient clinics of the Rheumatology Department of the Fourth
Department of Internal Medicine, Hippokration General Hospital of Thessaloniki, Greece,
from June 2019 to November 2022. All patients were receiving nintedanib for CTD-ILD
according to the recommendation of the treating physician. Due to the anonymized and
non-interventional nature of the study, ethics approval was not required. CTD-ILD was
identified using high-resolution computed tomographic scans, reduced values of FVC (%
of the predicted value) and diffusion capacity of the lungs for DLco (% of the predicted
value), and via clinical manifestations of worsening dyspnea. Nintedanib was started on
patients with progressive fibrosing ILD as previously defined [17,30,32]. PFTs in routine
examination and in clinical trials mainly focus on FVC, DLco, and forced expiratory volume
in 1 s (FEV1) measurements [33–35]. The % of the predicted values of the FVC, Dlco,
and FEV1 was preferred as it is considered a primary outcome value and provides an
adjusted, reliable, and simple prognostic factor [36,37]. Patients with coexisting obstructive
pulmonary disease or previous treatment with other antifibrotic agents such as pirfenidone
were not included in the analysis. All patients were receiving nintedanib in the approved
doses of 150 mg bd or 100 mg bd and the therapeutic value of the treatment was evaluated
by lung function tests requested by the treating physician.

2.2. Data

Data that was collected from the outpatient clinic’s record included demographic
information (sex, age), smoking status (all patients were nonsmokers), duration of CTD-
ILD, type of autoimmune disease, serological profile, and presence of other systemic
manifestations. The FVC (% of the predicted value), the DLco (% of the predicted value)
and FEV1 (% of the predicted value) before and after treatment with nintedanib, the
FVC% difference and DLco% difference after treatment, and the percentage change of
the % predicted value of FVC and Dlco for every patient were also recorded. The initial
measurements of FVC and FEV1 were in L, and the initial measurements of DLco were in
mL/min/mmHg. Additionally, we recorded FVC%/DLco% ratio measurements before
and after nintedanib treatment, as a result >1.5 might be a predictor of pulmonary arterial
hypertension [38]. Other data that was documented includes the follow-up month (defined
as the month that the patient individually repeated pulmonary function tests after the
treatment initiation and was different for every patient); the C-reactive protein (CRP) level
and erythrocyte sedimentation rate (ESR) before and after the treatment; adverse effects;
and concomitant treatment with steroids and disease-modifying drugs.
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2.3. Statistical Analysis

Data were handled anonymously. Normally distributed variables are presented as
mean and standard deviation (sd). Non-normally distributed variables are presented as
the median and interquartile range (IQR). The normality of the variables’ distribution was
checked with the Shapiro–Wilk test. Differences in baseline variables were tested with
t-tests for continuous variables. The homogeneity of variances was tested via Levene’s test.
Wilcoxon’s test was used for categorical variables that were normally distributed and the
Mann–Whitney U test was used for categorical variables that were not normally distributed.
The comparisons between two continuous variables were conducted via univariate linear
regression models. The effect of one or more (continuous or categorical) independent
variables on the values of a continuous dependent variable was also examined via linear
regression models. The individual variables from the univariate analyses that met the
criterion of p-value < 0.2 were also analyzed in multivariate models. The level of statistical
significance was set at p-value < 0.05 unless otherwise noted. The statistical analysis was
performed using the SPSS statistical package version v27.

3. Results
3.1. Population

A total of 21 CTD-ILD patients were included in the study. Of these, 14 were female,
all were nonsmokers, and the median age was 64 years (IQR = 9, marginal values: min = 29
years, max = 77 years). The mean duration of CTD-ILD was 4.8 years (sd = 2.5 years,
marginal values: min = 1 year, max = 10 years). The CTDs of the patients were by order
of prevalence: systemic sclerosis (SSc) 43% (n = 9), rheumatoid arthritis (RA) 23% (n = 5),
dermatomyositis (DM) 19% (n = 4), juvenile rheumatoid Arthritis (JRA) 5% (n = 1), undif-
ferentiated connective tissue disease (UCTD) 5% (n = 1), and interstitial pneumonia with
autoimmune features (IPAF) 5% (n = 1). The marker autoantibodies of the patients were
by order of prevalence: Scl-70 42% (n = 9), rheumatoid factor (RF) 19% (n = 4), Jo1+ 19%
(n = 4), ro+ 10% (n = 2), anti-CCP 5% (n = 1), and anti-ENA screening 5% (n = 1). The
majority of patients, 57% (n = 12), also had other systemic manifestations, which were:
14% (n = 3) gastrointestinal disorders such as gastroesophageal reflux disease, 14% (n = 3)
cardiac disorders such as arrythmias, 14% (n = 3) pulmonary arterial hypertension, 1%
(n = 5) digital ulcers, 1% (n = 5) skin disease, and 1% (n = 5) SICCA symptoms (xerostomia,
xeropthalmia). Eighty-six percent (n = 18) of the patients were receiving other concomi-
tant treatments besides nintedanib due to the underlying connective tissue disease which
were: prednisolone 67% (n = 14), mycophenolate mofetil 48% (n = 10), calcium channel
blockers 19% (n = 4), endothelin receptor inhibitors 19% (n = 4), methotrexate 14% (n = 3),
tocilizumab 14% (n = 3), hydroxychloroqine 10% (n = 2), sildenafil 10% (n = 2), abatacept
5% (n = 1), azathioprine 5% (n = 1), and rituximab 5% (n = 1). The clinical and serological
characteristics of the participants as well as concomitant medications are presented in
Tables 1 and 2.

Table 1. Patients’ characteristics.

Parameter Values

N 21
Age (years), Median (IQR) 64 [min = 29, max = 77] (9)
Male, n (%) 7 (33%)
SSc, n (%) 9 (43%)
RA, n (%) 5 (23%)
DM, n (%) 4 (19%)
JRA, n (%) 1 (5%)
UCTD, n (%) 1 (5%)
IPAF, n (%) 1 (5%)
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Table 1. Cont.

Parameter Values

CTD-ILD-duration (years), mean (sd) 4.8 [min = 1, max = 10] (2.5)
Other systemic manifestations-yes, n (%) 12 (57%)
GI disorders, n (%) 3 (14%)
Cardiac disorders, n (%) 3 (14%)
PAH, n (%) 3 (14%)
Ulcers, n (%) 1 (5%)
Skin disease, n (%) 1 (5%)
SICCA (xerostomia, xeropthalmia), n (%) 1 (5%)
Scl-70 +, n (%) 9 (42%)
RF +, n (%) 4 (19%)
jo1 +, n (%) 4 (19%)
Ro +, n (%) 2 (10%)
Anti-CCP +, n (%) 1 (5%)
Anti-ENA +, n (%) 1 (5%)
Follow-up visit (in months), Median (IQR) 10 (5)
Concomitant Treatment-yes, n (%) 18 (86%)

IQR interquartile range, SSc systemic sclerosis, RA rheumatoid arthritis, DM dermatomyositis, JRA juvenile
rheumatoid arthritis, UCTD undifferentiated connective tissue disease, IPAF interstitial pneumonia with autoim-
mune features, CTD-ILD connective tissue interstitial lung disease, GI gastrointestinal, PAH pulmonary arterial
hypertension.

Table 2. Types of concomitant treatment.

Categories Treatment Values

Immunosuppressives

Prednisolone, n (%) 14 (67%)
Mycophenolate mofetil, n (%) 10 (48%)

Methotrexate, n (%) 3 (14%)
Tocilizumab, n (%) 3 (14%)

Hydroxychloroquine, n (%) 2 (10%)
Abatacept, n (%) 1 (5%)

Azathioprine, n (%) 1 (5%)
Rituximab, n (%) 1 (5%)

Vasodilators

Calcium channel blockers, n
(%) 4 (19%)

Endothelin receptor inhibitors,
n (%) 4 (19%)

Sildenafil, n (%) 2 (10%)

Other regimens Proton pump inhibitors, n (%) 15 (71%)

3.2. Effect of Nintedanib in Pulmonary Function Tests

The median follow-up of the patients after initiation of nintedanib was 10 months (IQR
= 5, min = 6 months, max = 27 months). During the follow-up period, two (10%) patients
discontinued treatment due to gastrointestinal (GI) side effects, predominantly severe
nausea and stomachache, two (10%) patients died due to severe CTD, three (14%) patients
discontinued for unknown reasons, and one (5%) has not been followed-up yet for unknown
reasons. Some patients included in the analysis could not perform a before-treatment DLco
measurement due to COVID-19 restrictions, although the spirometry examination was
conducted as usual. As expected, no statistical difference was demonstrated in FVC%,
DLco%. FEV1% and FVC%/DLco% values before and after nintedanib treatment for the
remaining 13 patients included in the analysis. However, the results indicate the stability
and deceleration of deterioration of PFTs. In particular, PFTs are consistent, the mean FVC%
difference is mildly increased by +0.9 (sd = 7.6), whereas the mean DLco% difference is
increased by +3.4 (sd = 12.6) and the mean FEV1% presented a numerical improvement of
+3.4%. The percentage change of FVC% is −0.3% (sd = 13.9) and the percentage change of
DLco (% Pred) is +7.6% (sd = 27.1), suggesting stabilization of pulmonary function (Table 3).



Diagnostics 2023, 13, 1221 6 of 13

The mean FVC%/DLco% ratio presented a reduction of −0.1, suggesting a reduction in
the score that indicates the risk of developing pulmonary arterial hypertension. The PFTs’
values before and after treatment for the whole group are presented in Figures 1 and 2,
while Figures 3 and 4 present the relevant data for each patient.

Table 3. Patients’ diagnostic tests before and after nintedanib treatment.

Diagnostic Test Value p-Value

FVC-BEFORE (% Pred), Mean (sd) 61.3 (17.4)
0.67FVC-AFTER (% Pred), Mean (sd) 61.5 (23.4)

FVC-DIFFERENCE (% Pred), Mean (sd) 0.9 (7.6) -
Percentage change of FVC (% Pred),
Mean (sd) −0.3 (13.9) -

DLco-BEFORE (% Pred), Mean (sd) 42.6 (13.8)
0.21DLco-AFTER (% Pred), Mean (sd) 46.2 (14.6)

DLco-DIFFERENCE (% Pred), Mean (sd) 3.4 (12.6) -
Percentage change of DLco (% Pred),
Mean (sd) +7.6 (27.1) -

FEV1 BEFORE (% Pred), Mean (sd) 66.2 (16.06)
0.89FEV1 AFTER (% Pred), Mean (sd) 69.6 (19.9)

FVC%/DLco% BEFORE, Mean (sd) 1.5 (0.39)
0.45FVC%/DLco% AFTER, Mean (sd) 1.4 (0.47)

CRP BEFORE (mg/dl), Median (IQR) 0.7 (0.8)
0.26CRP AFTER (mg/dl), Median (IQR) 0.6 (0.92)

ESR BEFORE (mm), Median (IQR) 25 (17)
0.44ESR AFTER (mm), Median (IQR) 16.5 (43.5)

FVC forced vital capacity, DLco diffusion capacity of the lungs for carbon monoxide, FEV1 forced expiratory
volume in 1 s, CRP C-reactive protein, ESR erythrocyte sedimentation rate.
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3.3. Inflammatory Markers

Regarding patients’ inflammatory markers, no statistical difference was demonstrated
in the CRP and ESR values before and after nintedanib treatment, which is as expected be-
cause nintedanib is not considered as an anti-inflammatory regimen. The median CRP and
ESR after treatment presented numerical improvements of 0.1 mg/dL and 16.5 mm/h, cor-
respondingly. The inflammatory markers’ values before and after treatment are presented
in Table 3.

3.4. Side Effects

Regarding adverse effects, two (10%) patients developed serious, intolerable nausea
and discontinued nintedanib treatment, and one (5%) patient developed diarrhea that was
managed with dietary changes and antidiarrheal drugs.
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3.5. Additional Analysis

Supplemental exploratory objectives included correlations between FVC% (before and
after treatment), DLco% (before and after treatment), FVC%/DLco% difference, CTD-ILD
duration, and the recorded data via statistical tests or univariate and multivariate linear
regression when the criteria were met. Statistical significance was found between CTD-ILD
duration and other systemic manifestations (p-value = 0.015). As expected, a significantly
important increase in the mean duration of CTD-ILD of 2.5 years was observed in patients
with extrapulmonary involvement, highlighting the cumulative effect of inflammation
on various organs in patients with CTD. The relationship between CTD-ILD duration
and other systemic manifestations is presented in Figure 5. Moreover, we conducted two
subgroups analyses for the most frequent concomitant medications our patients received,
prednisolone and MMF. A t-test was conducted in order to evaluate the FVC% difference
(before and after nintedanib treatment) and DLco% difference (before and after nintedanib
treatment) between patients that received prednisolone or not and between patients that
received MMF or not. A significant mild improvement in DLco% measurements was
noticed in the group that received MMF (p-value = 0.03), enhancing the importance of the
coadministration of nintedanib with immunosuppressive drugs. Additionally, we added
univariate linear regressions for all the concomitant treatments and multivariate linear
regressions for the concomitant treatments that met the criterion of p-value < 0.2. The
results of the univariate analyses confirmed the result of the subgroup analysis regarding
MMF. The results of the multivariate analysis were not significantly important.
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4. Discussion

CTD-ILD has been recognized as an emerging organ involvement with a high burden
in terms of mortality and associated morbidity, with an average lifespan of almost less than
five years [39], not only amongst individuals with SSc but also across the whole spectrum
of systemic diseases, especially rheumatoid arthritis and dermatomyositis. Subsequently
the introduction of novel licensed therapies targeting fibrotic processes is of major interest
to both patients and physicians dealing with this population. Despite the severity of this
clinical entity, there are still limited data concerning CTD-ILD and nintedanib [40]. In this
regard, the findings of our study confirm the positive effect of nintedanib in halting the
progression rate of pulmonary fibrosis in patients with chronic fibrosing CTD-ILD, suggest-
ing that antifibrotic treatment could complement immunosuppressives in the management
of lung fibrosis.

The results of our cohort concur with previous findings in randomized, double-blind,
placebo-controlled trials. In the INBUILD trial, in which 25% of patients were diagnosed
with CTD-ILD and progressive fibrosing phenotype, treatment with nintedanib culminated
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in a lower rate of FVC decline compared to placebo [17] which was consistent across the
subgroups of patients with systemic autoimmune disorders regardless of the underlying
disease, namely RA, SSc, or mixed CTD [41]. The SENSCIS trial investigated the efficacy of
nintedanib in SSc-ILD and reported a lower rate of FVC decline as well [30]. In contrast,
real-world data relating to the efficacy of nintedanib in individuals with CTD-ILDs are
limited to a small report on three cases [42] whilst the majority of published evidence
refers to other types of ILDs, predominantly idiopathic and familiar [43,44]. In this regard,
the findings of the current study further expand previous observations by confirming the
beneficial effects of nintedanib in a larger group of CTD-ILD patients.

The main CTDs represented in our population were RA and SSc, similar to the distri-
bution of participants in the INBUILD trial [41] as both diseases convey a high prevalence
of ILD manifestations and severe lung fibrosis [45]. Moreover, in patients with SSc, particu-
lar autoantibody patterns and systemic sclerosis subtypes (diffuse or limited) have been
linked to a more severe organ involvement and mortality rate. Scl-70-positive patients and
patients with diffuse systemic sclerosis have a higher chance of developing clinically severe
ILD. Subgroup analyses from the SENSCIS trial concluded that nintedanib treatment is
efficient at stabilizing pulmonary deterioration across all SSc subgroups, independently
of the Scl-70 positivity status and SSc categorization [46]. However, about 20% of our
patients were diagnosed with Jo-1 positive dermatomyositis, which represents an emerging
entity associated with aggressive and refractory to treatment ILD [47]. In this subgroup
the administration of nintedanib was also effective and safe, in line with a larger real-life
retrospective study of inflammatory-myopathy-ILD which also showed that nintedanib
may improve survival in this population [48].

More than half of the patients in our study were suffering from multiorgan involve-
ment due to the underlying CTD, such as gastrointestinal dysfunction, cardiac disorders,
and pulmonary arterial hypertension. The link between severe ILD and several comor-
bidities, mostly related to the cardiac and gastrointestinal systems, has been previously
described [49], particularly in SSc patients in whom gastroesophageal reflux disease is
strongly associated with the pathogenesis and the severity of pulmonary fibrosis [50]. In
this respect, the correlation between ILD duration and other organ involvement signifies
the severity of lung fibrosis in our population and further supports the favorable effects of
nintedanib in slowing the progression of fibrosing ILD in high-risk patients.

Given that glucocorticoids and immunomodulatory medications are the hallmark
treatments for systemic autoimmune disorders, the majority of our patients (86%) were
also under immunosuppressive treatment. As expected, the most common concomitant
medications were corticosteroids (prednisolone < 7.5 mg/day) and MMF. Fewer patients
were treated with biologic drugs such as tocilizumab, abatacept, and rituximab, as indi-
cated by recent studies [51–54]. Data from the SENSCIS trial strongly suggest that the
co-administration of immunosuppressive drugs and nintedanib may provide the greatest
efficacy in slowing FVC decline in SSc-ILD patients. The characteristics of our patients are
similar to those treated with nintedanib and immunosuppressive drugs in randomized con-
trolled trials, indicating that the two treatments may complement each other, confirming the
correlation of concomitant therapy with MMF in stabilizing PFTs [55]. The outcomes of our
study confirm the efficacy and safety of combination therapy across a broad range of con-
ventional and biologic disease-modifying drugs commonly and empirically administrated
in patients with CTD-ILD in daily clinical practice.

The adverse effect profile in our study was characterized by gastrointestinal manifes-
tations, mainly severe and resistant nausea, which led two older patients to discontinue
treatment. In contrast, diarrhea presented in about 5% of the patients and was manageable
with practical recommendations (diet modification, antidiarrheal use), enabling patients to
maintain the use of nintedanib. The two deaths recorded in our population were attributed
to critical CTD, and the remaining missing follow-up was irrelevant to side effects. In
summary, the safety profile of nintedanib in our cohort was consistent across different
subgroups of CTD-ILD and with what has been reported in randomized trials [56]. Of note,
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discontinuation due to severe nausea is more common in elderly patients, as occurred in
our study [57,58]. The two deaths during the study were due to myocardial involvement in
an SSc patient, and to ILD exacerbation in a RA patient who could not tolerate nintedanib.

This study has some limitations. Since it is an observational and descriptive study,
it cannot draw many conclusions on causality and effect. Moreover, the small patient
group may lead to temporal and unsafe associations. There was no control group as it was
not ethical to include a placebo parallel group once a therapy has been approved as the
standard of care. Additionally, the evolution of symptoms and imaging progression were
not considered in this study. Furthermore, there were no fixed follow-up appointments or
standardization of the follow-up process, as it was regulated by the individual patient’s
visit schedule. Many patients delayed their follow-up due to restrictions associated with the
COVID-19 pandemic, and the lockdown disruption may have led to missing or delayed data.
However, this study includes CTD-ILD patients across the whole spectrum of autoimmune
disorders in concomitant treatment with other immunosuppressives in a real-life setting.

5. Conclusions

ILD remains a severe and difficult-to-treat complication of systemic autoimmune
disorders with an unfavorable impact on patients’ quality of life and prognosis. The results
of the current study provide real-world evidence of the beneficial effect of nintedanib in
slowing the rate of fibrosis progression across the whole spectrum of patients with CTD-ILD
that were parallelly treated with other anti-inflammatory and immunosuppressive drugs.
The adverse effect profile consisted mostly of gastrointestinal manifestations, especially
nausea in elderly patients with a low drop-out rate related to this symptom, consistent with
relevant studies. Further targeted randomized controlled trials are needed to assess the
efficacy of nintedanib in CTD-ILD.

Author Contributions: Conceptualization, M.B. and T.D.; methodology, M.B. and T.D.; software,
M.B.; validation, A.B., G.P., A.G. and T.D.; formal analysis, M.B.; investigation, M.B.; data curation,
M.B.; writing—original draft preparation, M.B. and T.D.; writing—review and editing, A.G. and T.D.;
visualization, M.B.; supervision, G.P., A.G. and T.D.; project administration, T.D. All authors have
read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Travis, W.D.; Costabel, U.; Hansell, D.M.; King, T.E.; Lynch, D.A.; Nicholson, A.G.; Ryerson, C.J.; Ryu, J.H.; Selman, M.; Wells,

A.U.; et al. An Official American Thoracic Society/European Respiratory Society Statement: Update of the International
Multidisciplinary Classification of the Idiopathic Interstitial Pneumonias. Am. J. Respir. Crit. Care Med. 2013, 188, 733–748.
[CrossRef] [PubMed]

2. Meyer, K.C. Pulmonary Fibrosis, Part I: Epidemiology, Pathogenesis, and Diagnosis. Expert Rev. Respir. Med. 2017, 11, 343–359.
[CrossRef] [PubMed]

3. Richeldi, L.; Varone, F.; Bergna, M.; de Andrade, J.; Falk, J.; Hallowell, R.; Jouneau, S.; Kondoh, Y.; Morrow, L.; Randerath, W.;
et al. Pharmacological Management of Progressive-Fibrosing Interstitial Lung Diseases: A Review of the Current Evidence. Eur.
Respir. Rev. 2018, 27, 180074. [CrossRef] [PubMed]

4. Spagnolo, P.; Distler, O.; Ryerson, C.J.; Tzouvelekis, A.; Lee, J.S.; Bonella, F.; Bouros, D.; Hoffmann-Vold, A.-M.; Crestani, B.;
Matteson, E.L. Mechanisms of Progressive Fibrosis in Connective Tissue Disease (CTD)-Associated Interstitial Lung Diseases
(ILDs). Ann. Rheum. Dis. 2021, 80, 143–150. [CrossRef] [PubMed]

5. Papiris, S.A.; Manali, E.D.; Kolilekas, L.; Kagouridis, K.; Maniati, M.; Borie, R.; Pradere, P.; Crestani, B.; Bouros, D. Investigation
of Lung Involvement in Connective Tissue Disorders. Respir. Int. Rev. Thorac. Dis. 2015, 90, 2–24. [CrossRef] [PubMed]

6. Jeganathan, N.; Sathananthan, M. Connective Tissue Disease-Related Interstitial Lung Disease: Prevalence, Patterns, Predictors,
Prognosis, and Treatment. Lung 2020, 198, 735–759. [CrossRef]

http://doi.org/10.1164/rccm.201308-1483ST
http://www.ncbi.nlm.nih.gov/pubmed/24032382
http://doi.org/10.1080/17476348.2017.1312346
http://www.ncbi.nlm.nih.gov/pubmed/28345383
http://doi.org/10.1183/16000617.0074-2018
http://www.ncbi.nlm.nih.gov/pubmed/30578333
http://doi.org/10.1136/annrheumdis-2020-217230
http://www.ncbi.nlm.nih.gov/pubmed/33037004
http://doi.org/10.1159/000435817
http://www.ncbi.nlm.nih.gov/pubmed/26138258
http://doi.org/10.1007/s00408-020-00383-w


Diagnostics 2023, 13, 1221 11 of 13

7. Kelly, C.; Emery, P.; Dieudé, P. Current Issues in Rheumatoid Arthritis-Associated Interstitial Lung Disease. Lancet Rheumatol.
2021, 3, e798–e807. [CrossRef]

8. Cassone, G.; Manfredi, A.; Vacchi, C.; Luppi, F.; Coppi, F.; Salvarani, C.; Sebastiani, M. Treatment of Rheumatoid Arthritis-
Associated Interstitial Lung Disease: Lights and Shadows. J. Clin. Med. 2020, 9, 1082. [CrossRef]

9. Karageorgas, T.; Sidiropoulos, P.; Vassilopoulos, D.; Boumpas, D. Rheumatoid Arthritis-Associated Interstitial Lung Disease in
Greece: A Multicentre Epidemiological and Clinical Study. Mediterr. J. Rheumatol. 2018, 29, 236–239. [CrossRef]

10. Khanna, D.; Lescoat, A.; Roofeh, D.; Bernstein, E.J.; Kazerooni, E.A.; Roth, M.D.; Martinez, F.; Flaherty, K.R.; Denton, C.P. Systemic
Sclerosis–Associated Interstitial Lung Disease: How to Incorporate Two Food and Drug Administration–Approved Therapies in
Clinical Practice. Arthritis Rheumatol. 2021, 74, 13–27. [CrossRef] [PubMed]

11. Vonk, M.C.; Walker, U.A.; Volkmann, E.R.; Kreuter, M.; Johnson, S.R.; Allanore, Y. Natural Variability in the Disease Course of
SSc-ILD: Implications for Treatment. Eur. Respir. Rev. 2021, 30, 200340. [CrossRef]

12. Ahmed, S.; Handa, R. Management of Connective Tissue Disease–Related Interstitial Lung Disease. Curr. Pulmonol. Rep. 2022, 11,
86–98. [CrossRef] [PubMed]

13. Ferro, F.; Delle Sedie, A. The Use of Ultrasound for Assessing Interstitial Lung Involvement in Connective Tissue Diseases. Clin.
Exp. Rheumatol. 2018, 36 (Suppl. 114), 165–170.

14. Khanna, D.; Mittoo, S.; Aggarwal, R.; Proudman, S.M.; Dalbeth, N.; Matteson, E.L.; Brown, K.; Flaherty, K.; Wells, A.U.; Seibold,
J.R.; et al. Connective Tissue Disease-Associated Interstitial Lung Diseases (CTD-ILD)—Report from OMERACT CTD-ILD
Working Group. J. Rheumatol. 2015, 42, 2168–2171. [CrossRef]

15. Kondoh, Y.; Makino, S.; Ogura, T.; Suda, T.; Tomioka, H.; Amano, H.; Anraku, M.; Enomoto, N.; Fujii, T.; Fujisawa, T.; et al. 2020
Guide for the Diagnosis and Treatment of Interstitial Lung Disease Associated with Connective Tissue Disease. Respir. Investig.
2021, 59, 709–740. [CrossRef]

16. Morisset, J.; Lee, J.S. New Trajectories in the Treatment of Interstitial Lung Disease. Curr. Opin. Pulm. Med. 2019, 25, 442–449.
[CrossRef] [PubMed]

17. Flaherty, K.R.; Wells, A.U.; Cottin, V.; Devaraj, A.; Walsh, S.L.F.; Inoue, Y.; Richeldi, L.; Kolb, M.; Tetzlaff, K.; Stowasser, S.; et al.
Nintedanib in Progressive Fibrosing Interstitial Lung Diseases. N. Engl. J. Med. 2019, 381, 1718–1727. [CrossRef] [PubMed]

18. Karampeli, M.; Thomas, K.; Flouda, S.; Chavatza, A.; Nikolopoulos, D.; Pieta, A.; Tseronis, D.; Aggelakos, M.; Kassara, D.;
Tzavara, V.; et al. Interstitial Pneumonia with Autoimmune Features (IPAF): A Single-Centre, Prospective Study. Mediterr. J.
Rheumatol. 2020, 31, 330. [CrossRef]

19. Antoniou, K.M.; Trachalaki, A.; Tzouvelekis, A.; Poletti, V.; Vasarmidi, E.; Sfikakis, P.; Bouros, D. A Role of Antifibrotics in the
Treatment of Scleroderma-ILD? Pulmonology 2020, 26, 1–2. [CrossRef]

20. Tashkin, D.P.; Roth, M.D.; Clements, P.J.; Furst, D.E.; Khanna, D.; Kleerup, E.C.; Goldin, J.; Arriola, E.; Volkmann, E.R.; Kafaja,
S.; et al. Mycophenolate Mofetil versus Oral Cyclophosphamide in Scleroderma-Related Interstitial Lung Disease (SLS II): A
Randomised Controlled, Double-Blind, Parallel Group Trial. Lancet Respir. Med. 2016, 4, 708–719. [CrossRef]

21. Roofeh, D.; Lin, C.J.F.; Goldin, J.; Kim, G.H.; Furst, D.E.; Denton, C.P.; Huang, S.; Khanna, D. Tocilizumab Prevents Progression of
Early Systemic Sclerosis–Associated Interstitial Lung Disease. Arthritis Rheumatol. 2021, 73, 1301–1310. [CrossRef]

22. Md Yusof, M.Y.; Kabia, A.; Darby, M.; Lettieri, G.; Beirne, P.; Vital, E.M.; Dass, S.; Emery, P. Effect of Rituximab on the Progression of
Rheumatoid Arthritis-Related Interstitial Lung Disease: 10 Years’ Experience at a Single Centre. Rheumatology 2017, 56, 1348–1357.
[CrossRef]

23. Maher, T.M.; Tudor, V.A.; Saunders, P.; Gibbons, M.A.; Fletcher, S.V.; Denton, C.P.; Hoyles, R.K.; Parfrey, H.; Renzoni, E.A.; Kokosi,
M.; et al. Rituximab versus Intravenous Cyclophosphamide in Patients with Connective Tissue Disease-Associated Interstitial
Lung Disease in the UK (RECITAL): A Double-Blind, Double-Dummy, Randomised, Controlled, Phase 2b Trial. Lancet Respir.
Med. 2023, 11, 45–54. [CrossRef]

24. Vicente-Rabaneda, E.F.; Atienza-Mateo, B.; Blanco, R.; Cavagna, L.; Ancochea, J.; Castañeda, S.; González-Gay, M.Á. Efficacy and
Safety of Abatacept in Interstitial Lung Disease of Rheumatoid Arthritis: A Systematic Literature Review. Autoimmun. Rev. 2021,
20, 102830. [CrossRef]

25. Haverkort, D.A.; Kersten, B.E.; van Rhenen, A.; van der Velden, W.J.F.M.; Vonk, M.C. Case Report: A Successful Second
Autologous Hematopoietic Stem Cell Transplantation in Refractory Systemic Sclerosis, with Positive Effect on Skin Involvement,
Pulmonary Function and Microcirculation. Front. Immunol. 2022, 13, 925776. [CrossRef]

26. Wilson, T.M.; Solomon, J.J.; Demoruelle, M.K. Treatment Approach to Connective Tissue Disease-Associated Interstitial Lung
Disease. Curr. Opin. Pharmacol. 2022, 65, 102245. [CrossRef] [PubMed]

27. Wind, S.; Schmid, U.; Freiwald, M.; Marzin, K.; Lotz, R.; Ebner, T.; Stopfer, P.; Dallinger, C. Clinical Pharmacokinetics and
Pharmacodynamics of Nintedanib. Clin. Pharmacokinet. 2019, 58, 1131–1147. [CrossRef] [PubMed]

28. Richeldi, L.; Costabel, U.; Selman, M.; Kim, D.S.; Hansell, D.M.; Nicholson, A.G.; Brown, K.K.; Flaherty, K.R.; Noble, P.W.; Raghu,
G.; et al. Efficacy of a Tyrosine Kinase Inhibitor in Idiopathic Pulmonary Fibrosis. N. Engl. J. Med. 2011, 365, 1079–1087. [CrossRef]
[PubMed]

29. Richeldi, L.; du Bois, R.M.; Raghu, G.; Azuma, A.; Brown, K.K.; Costabel, U.; Cottin, V.; Flaherty, K.R.; Hansell, D.M.; Inoue, Y.;
et al. Efficacy and Safety of Nintedanib in Idiopathic Pulmonary Fibrosis. N. Engl. J. Med. 2014, 370, 2071–2082. [CrossRef]

30. Distler, O.; Highland, K.B.; Gahlemann, M.; Azuma, A.; Fischer, A.; Mayes, M.D.; Raghu, G.; Sauter, W.; Girard, M.; Alves, M.;
et al. Nintedanib for Systemic Sclerosis–Associated Interstitial Lung Disease. N. Engl. J. Med. 2019, 380, 2518–2528. [CrossRef]

http://doi.org/10.1016/S2665-9913(21)00250-2
http://doi.org/10.3390/jcm9041082
http://doi.org/10.31138/mjr.29.4.236
http://doi.org/10.1002/art.41933
http://www.ncbi.nlm.nih.gov/pubmed/34313399
http://doi.org/10.1183/16000617.0340-2020
http://doi.org/10.1007/s13665-022-00290-w
http://www.ncbi.nlm.nih.gov/pubmed/35530438
http://doi.org/10.3899/jrheum.141182
http://doi.org/10.1016/j.resinv.2021.04.011
http://doi.org/10.1097/MCP.0000000000000600
http://www.ncbi.nlm.nih.gov/pubmed/31365378
http://doi.org/10.1056/NEJMoa1908681
http://www.ncbi.nlm.nih.gov/pubmed/31566307
http://doi.org/10.31138/mjr.31.3.330
http://doi.org/10.1016/j.pulmoe.2019.08.004
http://doi.org/10.1016/S2213-2600(16)30152-7
http://doi.org/10.1002/art.41668
http://doi.org/10.1093/rheumatology/kex072
http://doi.org/10.1016/S2213-2600(22)00359-9
http://doi.org/10.1016/j.autrev.2021.102830
http://doi.org/10.3389/fimmu.2022.925776
http://doi.org/10.1016/j.coph.2022.102245
http://www.ncbi.nlm.nih.gov/pubmed/35662004
http://doi.org/10.1007/s40262-019-00766-0
http://www.ncbi.nlm.nih.gov/pubmed/31016670
http://doi.org/10.1056/NEJMoa1103690
http://www.ncbi.nlm.nih.gov/pubmed/21992121
http://doi.org/10.1056/NEJMoa1402584
http://doi.org/10.1056/NEJMoa1903076


Diagnostics 2023, 13, 1221 12 of 13

31. Lamb, Y.N. Nintedanib: A Review in Fibrotic Interstitial Lung Diseases. Drugs 2021, 81, 575–586. [CrossRef] [PubMed]
32. Flaherty, K.R.; Brown, K.K.; Wells, A.U.; Clerisme-Beaty, E.; Collard, H.R.; Cottin, V.; Devaraj, A.; Inoue, Y.; Le Maulf, F.; Richeldi,

L.; et al. Design of the PF-ILD Trial: A Double-Blind, Randomised, Placebo-Controlled Phase III Trial of Nintedanib in Patients
with Progressive Fibrosing Interstitial Lung Disease. BMJ Open Respir. Res. 2017, 4, e000212. [CrossRef]

33. Graham, B.L.; Steenbruggen, I.; Miller, M.R.; Barjaktarevic, I.Z.; Cooper, B.G.; Hall, G.L.; Hallstrand, T.S.; Kaminsky, D.A.;
McCarthy, K.; McCormack, M.C.; et al. Standardization of Spirometry 2019 Update. An Official American Thoracic Society and
European Respiratory Society Technical Statement. Am. J. Respir. Crit. Care Med. 2019, 200, e70–e88. [CrossRef]

34. Kreuter, M.; Del Galdo, F.; Miede, C.; Khanna, D.; Wuyts, W.A.; Hummers, L.K.; Alves, M.; Schoof, N.; Stock, C.; Allanore, Y.
Impact of Lung Function Decline on Time to Hospitalisation Events in Systemic Sclerosis-Associated Interstitial Lung Disease
(SSc-ILD): A Joint Model Analysis. Arthritis Res. Ther. 2022, 24, 19. [CrossRef] [PubMed]

35. Stanojevic, S.; Kaminsky, D.A.; Miller, M.R.; Thompson, B.; Aliverti, A.; Barjaktarevic, I.; Cooper, B.G.; Culver, B.; Derom, E.;
Hall, G.L.; et al. ERS/ATS Technical Standard on Interpretive Strategies for Routine Lung Function Tests. Eur. Respir. J. 2021,
60, 2101499. [CrossRef] [PubMed]

36. Khanna, D.; Seibold, J.; Goldin, J.; Tashkin, D.P.; Furst, D.E.; Wells, A. Interstitial Lung Disease Points to Consider for Clinical
Trials in Systemic Sclerosis. Rheumatology 2017, 56, v27–v32. [CrossRef] [PubMed]

37. Kafaja, S.; Clements, P.J.; Wilhalme, H.; Tseng, C.-H.; Furst, D.E.; Kim, G.H.; Goldin, J.; Volkmann, E.R.; Roth, M.D.; Tashkin,
D.P.; et al. Reliability and Minimal Clinically Important Differences of Forced Vital Capacity: Results from the Scleroderma Lung
Studies (SLS-I and SLS-II). Am. J. Respir. Crit. Care Med. 2018, 197, 644–652. [CrossRef]

38. Donato, L.; Giovanna Elisiana, C.; Giuseppe, G.; Pietro, S.; Michele, C.; Brunetti, N.D.; Valentina, V.; Matteo, D.B.; Maria Pia, F.B.
Utility of FVC/DLCO Ratio to Stratify the Risk of Mortality in Unselected Subjects with Pulmonary Hypertension. Intern. Emerg.
Med. 2017, 12, 319–326. [CrossRef]

39. Erre, G.L.; Sebastiani, M.; Manfredi, A.; Gerratana, E.; Atzeni, F.; Passiu, G.; Mangoni, A.A. Antifibrotic Drugs in Connective
Tissue Disease-Related Interstitial Lung Disease (CTD-ILD): From Mechanistic Insights to Therapeutic Applications. Drugs
Context 2021, 10, 2020–20286. [CrossRef]

40. Oliveira, R.P.; Ribeiro, R.; Melo, L.; Grima, B.; Oliveira, S.; Alves, J.D. Connective Tissue Disease-Associated Interstitial Lung
Disease. Pulmonology 2020, 28, 113–118. [CrossRef]

41. Matteson, E.L.; Kelly, C.; Distler, J.H.W.; Hoffmann-Vold, A.; Seibold, J.R.; Mittoo, S.; Dellaripa, P.F.; Aringer, M.; Pope, J.; Distler,
O.; et al. Nintedanib in Patients with Autoimmune Disease–Related Progressive Fibrosing Interstitial Lung Diseases: Subgroup
Analysis of INBUILD Trial. Arthritis Rheumatol. 2022, 74, 1039–1047. [CrossRef]

42. Duarte, A.C.; Vinagre, F.; Soares, J.; Cordeiro, A. Antifibrotics in Interstitial Lung Disease Related to Connective Tissue Diseases—A
Paradigm Shift in Treatment and Outcome. Acta Reumatol. Port. 2019, 44, 161–162. [PubMed]

43. Cameli, P.; Alonzi, V.; d’Alessandro, M.; Bergantini, L.; Pordon, E.; Guerrieri, M.; Refini, R.M.; Sestini, P.; Bargagli, E. The
Effectiveness of Nintedanib in Patients with Idiopathic Pulmonary Fibrosis, Familial Pulmonary Fibrosis and Progressive
Fibrosing Interstitial Lung Diseases: A Real-World Study. Biomedicines 2022, 10, 1973. [CrossRef] [PubMed]

44. Ogura, T.; Inoue, Y.; Azuma, A.; Homma, S.; Kondoh, Y.; Tanaka, K.; Ochiai, K.; Sugiyama, Y.; Nukiwa, T. Real-World Safety and
Tolerability of Nintedanib in Patients with Idiopathic Pulmonary Fibrosis: Interim Report of a Post-Marketing Surveillance in
Japan. Adv. Ther. 2023, 2023, 1–20. [CrossRef]

45. Kelly, C. Lung Disease in Rheumatic Disorders. Mediterr. J. Rheumatol. 2019, 30, 147. [CrossRef] [PubMed]
46. Kuwana, M.; Allanore, Y.; Denton, C.P.; Distler, J.H.W.; Steen, V.; Khanna, D.; Matucci-Cerinic, M.; Mayes, M.D.; Volkmann, E.R.;

Miede, C.; et al. Nintedanib in Patients with Systemic Sclerosis–Associated Interstitial Lung Disease: Subgroup Analyses by
Autoantibody Status and Modified Rodnan Skin Thickness Score. Arthritis Rheumatol. 2022, 74, 518–526. [CrossRef]

47. Häussermann, A.; Gillissen, A.; Seidel, W. Das Anti-Jo-1-Syndrom—Eine Sonderform Der Myositis Mit Interstitieller Lun-
generkrankung. Pneumologie 2010, 64, 496–503. [CrossRef]

48. Liang, J.; Cao, H.; Yang, Y.; Ke, Y.; Yu, Y.; Sun, C.; Yue, L.; Lin, J. Efficacy and Tolerability of Nintedanib in Idiopathic-Inflammatory-
Myopathy-Related Interstitial Lung Disease: A Pilot Study. Front. Med. 2021, 8, 626953. [CrossRef]

49. Oldham, J.M.; Collard, H.R. Comorbid Conditions in Idiopathic Pulmonary Fibrosis: Recognition and Management. Front. Med.
2017, 4, 123. [CrossRef]

50. Wang, Z.; Bonella, F.; Li, W.; Boerner, E.B.; Guo, Q.; Kong, X.; Zhang, X.; Costabel, U.; Kreuter, M. Gastroesophageal Reflux
Disease in Idiopathic Pulmonary Fibrosis: Uncertainties and Controversies. Respir. Int. Rev. Thorac. Dis. 2018, 96, 571–587.
[CrossRef]

51. Ahmed, S.; Pattanaik, S.S.; Rai, M.K.; Nath, A.; Agarwal, V. Interstitial Lung Disease in Systemic Sclerosis: Insights into
Pathogenesis and Evolving Therapies. Mediterr. J. Rheumatol. 2018, 29, 140–147. [CrossRef] [PubMed]

52. Daoussis, D.; Liossis, S.-N. Treatment of Systemic Sclerosis Associated Fibrotic Manifestations: Current Options and Future
Directions. Mediterr. J. Rheumatol. 2019, 30, 33–37. [CrossRef]

53. Tardella, M.; Di Carlo, M.; Carotti, M.; Giovagnoni, A.; Salaffi, F. Abatacept in Rheumatoid Arthritis-Associated Interstitial Lung
Disease: Short-Term Outcomes and Predictors of Progression. Clin. Rheumatol. 2021, 40, 4861–4867. [CrossRef] [PubMed]

54. Kuster, S.; Jordan, S.; Elhai, M.; Held, U.; Steigmiller, K.; Bruni, C.; Cacciapaglia, F.; Vettori, S.; Siegert, E.; Rednic, S.; et al.
Effectiveness and Safety of Tocilizumab in Patients with Systemic Sclerosis: A Propensity Score Matched Controlled Observational
Study of the EUSTAR Cohort. RMD Open 2022, 8, e002477. [CrossRef]

http://doi.org/10.1007/s40265-021-01487-0
http://www.ncbi.nlm.nih.gov/pubmed/33765296
http://doi.org/10.1136/bmjresp-2017-000212
http://doi.org/10.1164/rccm.201908-1590ST
http://doi.org/10.1186/s13075-021-02710-9
http://www.ncbi.nlm.nih.gov/pubmed/35012623
http://doi.org/10.1183/13993003.01499-2021
http://www.ncbi.nlm.nih.gov/pubmed/34949706
http://doi.org/10.1093/rheumatology/kex203
http://www.ncbi.nlm.nih.gov/pubmed/28992174
http://doi.org/10.1164/rccm.201709-1845OC
http://doi.org/10.1007/s11739-016-1573-9
http://doi.org/10.7573/dic.2020-8-6
http://doi.org/10.1016/j.pulmoe.2020.01.004
http://doi.org/10.1002/art.42075
http://www.ncbi.nlm.nih.gov/pubmed/31280278
http://doi.org/10.3390/biomedicines10081973
http://www.ncbi.nlm.nih.gov/pubmed/36009520
http://doi.org/10.1007/s12325-022-02411-y
http://doi.org/10.31138/mjr.30.3.147
http://www.ncbi.nlm.nih.gov/pubmed/32185357
http://doi.org/10.1002/art.41965
http://doi.org/10.1055/s-0029-1244054
http://doi.org/10.3389/fmed.2021.626953
http://doi.org/10.3389/fmed.2017.00123
http://doi.org/10.1159/000492336
http://doi.org/10.31138/mjr.29.3.140
http://www.ncbi.nlm.nih.gov/pubmed/32185315
http://doi.org/10.31138/mjr.30.1.33
http://doi.org/10.1007/s10067-021-05854-w
http://www.ncbi.nlm.nih.gov/pubmed/34313866
http://doi.org/10.1136/rmdopen-2022-002477


Diagnostics 2023, 13, 1221 13 of 13

55. Cottin, V.; Richeldi, L.; Rosas, I.; Otaola, M.; Song, J.W.; Tomassetti, S.; Wijsenbeek, M.; Schmitz, M.; Coeck, C.; Stowasser, S.;
et al. Nintedanib and Immunomodulatory Therapies in Progressive Fibrosing Interstitial Lung Diseases. Respir. Res. 2021, 22, 84.
[CrossRef] [PubMed]

56. Cottin, V.; Martinez, F.J.; Jenkins, R.G.; Belperio, J.A.; Kitamura, H.; Molina-Molina, M.; Tschoepe, I.; Coeck, C.; Lievens, D.;
Costabel, U. Safety and Tolerability of Nintedanib in Patients with Progressive Fibrosing Interstitial Lung Diseases: Data from the
Randomized Controlled INBUILD Trial. Respir. Res. 2022, 23, 85. [CrossRef]

57. Uchida, Y.; Ikeda, S.; Sekine, A.; Katano, T.; Tabata, E.; Oda, T.; Okuda, R.; Kitamura, H.; Baba, T.; Komatsu, S.; et al. Tolerability
and Safety of Nintedanib in Elderly Patients with Idiopathic Pulmonary Fibrosis. Respir. Investig. 2021, 59, 99–105. [CrossRef]

58. Komatsu, M.; Yamamoto, H.; Ichiyama, T.; Kawakami, S.; Uehara, T.; Yoshikawa, Y.; Kitaguchi, Y.; Ushiki, A.; Yasuo, M.; Hanaoka,
M. Tolerability of Nintedanib in the Elderly with Idiopathic Pulmonary Fibrosis: A Single-Center Retrospective Study. PLoS ONE
2022, 17, e0262795. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

http://doi.org/10.1186/s12931-021-01668-1
http://www.ncbi.nlm.nih.gov/pubmed/33726766
http://doi.org/10.1186/s12931-022-01974-2
http://doi.org/10.1016/j.resinv.2020.08.003
http://doi.org/10.1371/journal.pone.0262795

	Introduction 
	Materials and Methods 
	Patients 
	Data 
	Statistical Analysis 

	Results 
	Population 
	Effect of Nintedanib in Pulmonary Function Tests 
	Inflammatory Markers 
	Side Effects 
	Additional Analysis 

	Discussion 
	Conclusions 
	References

