EUROPEAN RESPIRATORY REVIEW
REVIEW
S. BOS ET AL.

Antifibrotic drugs in lung transplantation and chronic lung
allograft dysfunction: a review
Saskia Bos 1, Laurens J. De Sadeleer 2,3, Arno Vanstapel3, Hanne Beeckmans
Jonas Yserbyt1,3, Wim A. Wuyts 1,3 and Robin Vos 1,3

4

, Annelore Sacreas3,

1

Dept of Respiratory Diseases, University Hospitals Leuven, Leuven, Belgium. 2Dept of Respiratory Diseases, Ziekenhuis Oost-Limburg,
Genk, Belgium. 3Dept of CHROMETA, Laboratory of Respiratory Diseases and Thoracic Surgery (BREATHE), KU Leuven, Leuven,
Belgium. 4Dept of Internal Medicine, University Hospitals Leuven, Leuven, Belgium.
Corresponding author: Saskia Bos (saskia.bos@uzleuven.be)

Shareable abstract (@ERSpublications)
Continuation of antifibrotic treatment during waiting time for lung transplantation proved to be
safe. Pirfenidone did not appear to have a beneficial effect in bronchiolitis obliterans syndrome;
results of antifibrotic therapy in RAS are eagerly awaited. https://bit.ly/3tgNbnq
Cite this article as: Bos S, De Sadeleer LJ, Vanstapel A, et al. Antifibrotic drugs in lung transplantation
and chronic lung allograft dysfunction: a review. Eur Respir Rev 2021; 30: 210050 [DOI: 10.1183/
16000617.0050-2021].

Copyright ©The authors 2021
This version is distributed under
the terms of the Creative
Commons Attribution
Non-Commercial Licence 4.0.
For commercial reproduction
rights and permissions contact
permissions@ersnet.org
Received: 25 Feb 2021
Accepted: 2 April 2021

Abstract
This review aims to provide an overview of pre-transplant antifibrotic therapy on peri-transplant outcomes
and to address the possible role of antifibrotics in lung transplant recipients with chronic lung allograft
dysfunction.
Lung transplantation is an established treatment modality for patients with various end-stage lung diseases,
of which idiopathic pulmonary fibrosis and other progressive fibrosing interstitial lung diseases are
growing indications. Theoretically, widespread use of antifibrotics prior to lung transplantation may
increase the risk of bronchial anastomotic complications and impaired wound healing.
Long-term graft and patient survival are still hampered by development of chronic lung allograft
dysfunction, on which antifibrotics may have a beneficial impact.
Antifibrotics until the moment of lung transplantation proved to be safe, without increasing peri-transplant
complications. Currently, best practice is to continue antifibrotics until time of transplantation. In a large
multicentre randomised trial, pirfenidone did not appear to have a beneficial effect on lung function
decline in established bronchiolitis obliterans syndrome. The results of antifibrotic therapy in restrictive
allograft syndrome are eagerly awaited, but nonrandomised data from small case reports/series are
promising.
Introduction
Interstitial lung diseases (ILDs) encompass a large heterogeneous group of diffuse parenchymal lung
diseases, characterised by varying degrees of inflammation and fibrosis. Idiopathic pulmonary fibrosis
(IPF) is the most common form of idiopathic interstitial pneumonia and is associated with poor prognosis
and a median survival of 2–5 years in untreated patients [1–5]. Despite randomised clinical trials
demonstrating use of antifibrotics to slow down disease progression and rate of lung function decline, the
usual course of the condition is to progress to end-stage respiratory failure and death [1, 3, 6]. In these
patients, and in patients with other end-stage fibrosing ILD, lung transplantation (LTx) can be an
established treatment option with the potential to improve survival and quality of life [1, 6, 7].
Pirfenidone and nintedanib: two key antifibrotic drugs
Two antifibrotic compounds, pirfenidone (Esbriet) and nintedanib (Ofev), both proved to be effective in
reducing functional decline and disease progression in IPF [8, 9].
Pirfenidone demonstrates combined antifibrotic, anti-inflammatory and antioxidant effects, mediated in part
by modulating pro-collagen transcription and suppressing the expression of transforming growth factor-β
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and consequently reducing fibroblastic cell proliferation and myofibroblast differentiation [3, 10–12]. It is
orally active and has a terminal elimination half-life of 2.4 h [13, 14].
Nintedanib is an intracellular tyrosine kinase inhibitor, targeting vascular endothelial growth factor
receptor, fibroblast growth factor receptor and platelet-derived growth factor receptor. It inhibits fibroblast
proliferation, myofibroblast differentiation and potentially angiogenesis; it has an anti-inflammatory effect
[3, 12, 15]. According to the recommendation of the European Medicines Agency, nintedanib should be
discontinued before major surgery due to the theoretical possibility of increased perioperative bleeding
risk, although there is no guidance on how long before surgery it should be discontinued. It is orally
available and has a terminal elimination half-life of 9.5 h [13, 16].

Antifibrotics in IPF
In 2000, IPF was defined as a specific form of chronic, progressive, fibrosing interstitial pneumonia of
unknown cause, associated with a histopathological and radiological pattern of usual interstitial pneumonia
[2]. The exact pathomechanism is unclear, but chronic subclinical injury seems to induce alveolar damage
with impaired repair processes, leading to exuberant fibrosis [3, 17–22] (figure 1a and b). Large
randomised clinical trials (CAPACITY-1, CAPACITY-2 and ASCEND for pirfenidone; TOMORROW,
INPULSIS-1 and INPULSIS-2 for nintedanib) demonstrated pirfenidone and nintedanib to be effective in
delaying disease progression, progression-free survival, and for nintedanib, time to first acute exacerbation
in IPF [3, 20]. A risk reduction for IPF-related mortality was seen with pirfenidone, and a similar trend
was observed with nintedanib [23–27]. The European Union approved the use of pirfenidone for mild to
moderate IPF in 2011, and nintedanib for all stages of IPF in 2015. In the United States, the Food and
Drug Administration (US FDA) approved pirfenidone and nintedanib for the treatment of IPF in 2014.
Despite these positive findings, IPF remains a progressive and ultimately fatal disease, for which LTx is
the only definite treatment option in well-selected patients [1, 3, 6, 7, 21]. Furthermore, side-effects
(typically gastrointestinal symptoms for pirfenidone and nintedanib; photosensitivity for pirfenidone) or
adverse events (mainly toxic hepatitis) may lead to dose reduction, treatment interruption or
discontinuation, which again may accelerate disease progression [20, 28]. Hence, early evaluation and
referral of possible candidates for LTx are highly recommended [29].
Over the past two decades, idiopathic interstitial pneumonia, of which IPF is the most prevalent form, has
become the most frequent indication for LTx (32.4%) [30]. This is partly due to the implementation of the
Lung Allocation Score, prioritising patients most in need of transplantation and most likely to benefit.
Dependent on age, comorbidities, local experience and donor availability, both single LTx and bilateral
LTx are performed in patients with IPF [3, 31].

Antifibrotics in non-IPF progressive fibrosing ILD
ILD comprises a large group of >200 parenchymal lung diseases. A proportion of patients with non-IPF
ILD (including ILD associated with rheumatoid arthritis, systemic sclerosis, polymyositis/dermatomyositis,
chronic sarcoidosis, chronic hypersensitivity pneumonitis, idiopathic nonspecific interstitial pneumonia and
unclassifiable ILD) may develop a progressive fibrosing phenotype causing progressive respiratory
symptoms, lung function decline, limited response to immunomodulatory therapies and, potentially, early
death [32–35].
There are promising data for antifibrotic therapy in these patients. In the SENSCIS trial, nintedanib
reduced the rate of disease progression in patients with systemic sclerosis-associated ILD [36]. The
INBUILD trial demonstrated efficacy of nintedanib in attenuating disease progression in patients with
various forms of non-IPF progressive fibrosing ILD [37]. Pirfenidone has been studied in a range of
progressive non-IPF ILD in the RELIEF study, which was terminated early due to low recruitment, with
the final publication awaited [34]. Furthermore, the unclassifiable ILD study in which the primary
end-point was home spirometry could not be analysed, but the classical end-points of pulmonary function
evolution over time were positive [38]. Several other studies, including the use of pirfenidone in
progressive fibrotic sarcoidosis (PirFS) and in pulmonary fibrosis with anti-myeloperoxidase antibodies
(PIRFENIVAS), and nintedanib in progressive pneumoconiosis (NiPPS), are ongoing [34, 38].
Based on these available data, nintedanib has been approved for patients with systemic sclerosis-associated
ILD and patients with chronic fibrosing ILD with a progressive phenotype by the US FDA and the
European Medicines Agency.
https://doi.org/10.1183/16000617.0050-2021
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FIGURE 1 Overview of normal lungs, idiopathic pulmonary fibrosis (IPF), bronchiolitis obliterans syndrome
(BOS) and restrictive allograft syndrome (RAS). a) Normal lungs: chest computed tomography (CT), axial
pulmonary window: normal lung parenchyma. Haematoxylin and eosin (HE) staining illustrates normally
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preserved lung parenchyma. b) IPF: chest CT, axial pulmonary window: i) peripheral subpleural reticulation and
traction bronchiectasis; ii) honeycombing (right lower lobe), diffuse areas of consolidation and bronchiectasis.
HE staining illustrates prominent honeycombing, characterised by irregular cystic airspaces of varying size,
partly filled with mucus and surrounded by fibrotic remodelling. c) BOS: chest CT, axial pulmonary window: i)
air trapping; ii) bronchiectasis. HE staining with presence of a typical bronchiolitis obliterans lesion,
characterised by concentric subepithelial fibrosis narrowing the airway lumen. d) RAS: chest CT, axial
pulmonary window: i) bilateral opacification especially of the left upper lung lobe, volume loss of the left lung,
traction bronchiectasis; ii) areas of ground-glass opacification and interlobular septal thickening. Elastica van
Gieson stain highlights the presence of prominent pleural fibrosis and subpleural fibroelastosis, consistent with
pleuroparenchymal fibroelastosis. Figure partially created with BioRender.com.

An increasing number of LTx have been reported for these patients. According to the International Society
for Heart and Lung Transplantation registry, 8.1% of LTx were performed for this indication in 2017
compared to 4.4% in 2007 [30].
Antifibrotics in ILD patients referred for LTx
Effect on listing
IPF is generally recognised as a LTx indication with high waitlist mortality compared to other diagnoses,
probably due to its unpredictable clinical behaviour [39–41]. Some patients decline gradually, while others
progress rapidly, and some have periods of relative stability punctuated by acute exacerbations [1]. In
candidates enrolled for LTx, rapid deterioration can lead to death while awaiting a suitable donor [3].
Deciding on referral and listing for LTx has become even more complicated as antifibrotics alter disease
progression, and physicians may choose to wait longer, especially in patients with moderate disease, to
await treatment response [1, 28]. However, the use of antifibrotics decreases the risk of acute exacerbation,
but does not nullify this risk. The fact that antifibrotics attenuate disease progression should not imply that
LTx is no longer needed, but may only be postponed. An unintended effect of antifibrotic treatment could
be to delay the need for transplantation beyond age of eligibility, as many centres consider age >65 years a
contraindication for (bilateral) LTx [1, 28]. One wonders whether possible LTx candidates should not
receive antifibrotics instead, or whether there is a possibility to transplant well-selected IPF patients
without comorbidities at a later age, both of which raise ethical doubts.
It is currently unclear whether antifibrotic treatment, when effectively achieving disease stabilisation,
influences the Lung Allocation Score [28]. A small retrospective Japanese study demonstrated a significant
reduction in Lung Allocation Score in a group of IPF patients with pirfenidone awaiting LTx versus those
without pirfenidone [40]. Conversely, a small study of nine IPF patients treated with antifibrotics by
DELANOTE et al. [28] documented unchanged functional exercise capacity and Lung Allocation Score while
on the waitlist.
Effect on peri-transplant outcome
Pirfenidone and nintedanib attenuate fibroblast activity, and administration prior to LTx may theoretically
increase the risk of bronchial anastomotic complications and impaired wound healing [1, 13, 39, 40].
Through inhibition of vascular endothelial growth factor, nintedanib could also increase perioperative
bleeding risk, and the European Medicines Agency suggests cessation during the perioperative period [1,
16]. However, stopping antifibrotic therapy on the transplant list might accelerate disease progression and
thus the risk of death [13, 42].
In clinical practice, no evidence has been reported that pre-transplant antifibrotic therapy up to LTx is
associated with increased complications [1]. The largest retrospective multicentre study by MACKINTOSH
et al. [42] showed in general no significant difference in bronchial dehiscence (although there were
significantly more bronchial dehiscences in the first 6 weeks in the antifibrotic group), 30-day and 1-year
survival in 226 IPF patients of whom 40 received antifibrotics at time of LTx (29 pirfenidone, 11
nintedanib). Another multicentre study by LAMBERS et al. [43] with 132 patients, of whom 36 received
antifibrotics (23 pirfenidone, 13 nintedanib), demonstrated no difference in use of blood products,
haemothorax needing surgical revision, wound infection and 1-year outcome. A small multicentre study by
BALESTRO et al. [39] focusing on nintedanib in nine IPF patients noted no increased risk of bleeding,
impaired wound healing or bronchial anastomotic dehiscence. LEUSCHNER et al. [13] found no influence of
antifibrotics on wound and anastomotic healing, blood product use, surgical revision, acute cellular
rejection, chronic lung allograft dysfunction (CLAD) or survival (23 pirfenidone, seven nintedanib, mean
follow-up 24 months). Several other smaller single-centre studies with varying outcome points could not
https://doi.org/10.1183/16000617.0050-2021
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demonstrate a correlation between pre-transplant antifibrotics and airway dehiscence, impaired wound
healing, or bleeding events [28, 40, 44–47].
Furthermore, VEIT et al. [31] demonstrated a possible beneficial effect in IPF patients treated with
pirfenidone undergoing single LTx, with shorter length of mechanical ventilation and intensive care stay,
less severe primary graft dysfunction at 72 h, and lower incidence of acute cellular rejection within the first
30 days. ZHANG et al. [48] also reported that IPF patients treated with pirfenidone had less
histopathological evidence of acute lung injury (less diffuse alveolar damage and organising pneumonia) at
time of LTx, and a trend towards less lymphocytic interstitial infiltration in lungs of patients treated with
nintedanib.
One hypothesis to explain the lack of clinical effects (although the pathophysiological mechanisms
influence pathways of wound healing) are the short half-lives of pirfenidone and nintedanib, 2.4 h and
9.5 h, respectively [14, 16, 42]. Furthermore, there are no concerns about drug–drug interactions. Hepatic
metabolism of pirfenidone primarily occurs through CYP1A2 enzyme (calcineurin inhibitor trough levels
are mainly altered by CYP3A4 metabolism), whereas nintedanib is a substrate of p-glycoprotein and only
weakly interferes with CYP3A4 [14, 16].
To conclude, antifibrotics until the moment of LTx proved to be safe, having no significant effect on
suture complication, bleeding or re-intervention rates, and with possible beneficial effects on primary graft
function. The current accepted practice therefore is to continue antifibrotic therapy up to LTx.

Antifibrotics after single LTx
No consensus exists for use of antifibrotics post-LTx and most centres advocate discontinuation. However,
one might suggest that patients with IPF undergoing single LTx might benefit from continuation to
attenuate fibrosis progression in the native lung [1]. Conversely, recent studies reported no differences in
survival between bilateral LTx and single LTx for patients with IPF, and therefore there might be no added
value from antifibrotics [49–51]. The first results of a single-centre randomised controlled trial
investigating continuation of nintedanib after single LTx in IPF subjects are expected in December 2021
(NCT03562416).

Mechanisms of antifibrotics on the pathophysiological processes after LTx and in CLAD
development
Long-term graft and patient survival after LTx are still hampered by development of CLAD, affecting up
to 50% of patients within 5 years post-transplant [30]. Both phenotypes of CLAD, bronchiolitis obliterans
syndrome (BOS) and restrictive allograft syndrome (RAS), are associated with fibroproliferative features,
which may be caused by increased release of growth factors, such as fibroblast growth factor,
platelet-derived growth factor and vascular endothelial growth factor [52–56]. Adequate treatment of
CLAD remains a significant unmet need. Based on the mechanisms of action, there is a particular interest
in the use of antifibrotics in these patients, as pirfenidone and nintedanib could reduce development of
obliterative and constrictive bronchiolitis, the histological correlate of BOS, and parenchymal and
interstitial fibrosis, the histological correlate of RAS [57].
Pirfenidone has both antifibrotic and anti-inflammatory effects and may, subsequently, have lung allograft
protective properties. These effects are believed to be mediated through inhibition of expression of
pro-fibrotic and pro-inflammatory cytokines, and enhanced expression of anti-inflammatory cytokines [31,
58]. Several reports demonstrated graft-protective effects and reduced development of fibrosis in tracheal,
lung and cardiac animal transplant models [58–63]. In addition to its antifibrotic effects, animal models
demonstrated the ability of pirfenidone to limit alloimmune inflammatory responses by impairing T-cell
activation and proliferation, and by inhibiting effects upon dendritic cell activation, maturation and
function [31, 58, 63, 64]. Moreover, it exhibits antioxidant properties by scavenging reactive oxygen
species and preventing lipid peroxidation [65, 66]. These effects have elicited interest in its use as a
potential therapeutic agent to prolong allograft survival by inhibiting both fibroproliferative and
alloimmune responses [58].
In contrast to pirfenidone, far fewer in vitro and in vivo data are available on nintedanib. In a rat model of
left-lung allotransplantation, no reduction in fibrotic changes was observed in nintedanib-treated allografts
compared to non-treated allografts, despite reduced expression of growth factors. Early and sustained
treatment did not decrease the number of rats with histological signs of acute or chronic rejection [57].
https://doi.org/10.1183/16000617.0050-2021
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Antifibrotics in CLAD phenotype BOS
BOS is the most common presentation form of CLAD, diagnosed in ∼70% of CLAD patients [52]. The
exact pathophysiological mechanism is not yet fully understood, but is widely perceived to be associated
with the production of growth factors and inflammatory cytokines, alloimmune processes, non-alloimmune
processes and autoimmune processes [65, 67–69]. The histological hallmark of BOS is obliterative or
constrictive bronchiolitis, which is thought to arise as lymphocytic bronchiolitis, followed by
fibroproliferative obliteration of small airways, leading to segmental subtotal or total obliteration of the
lumen of small airways (figure 1c). In advanced stages, a completely acellular fibrotic obliteration is seen,
leaving only a scar of the bronchiolar lumen (so-called vanishing airways disease) [69, 70].
Transbronchial biopsies and autopsies from deceased BOS patients revealed interstitial fibrosis next to
obliterative bronchiolitis scars, and might thus suggest a role for antifibrotics in BOS [71]. Pirfenidone
reduced graft obliteration in animal transplant models [59–61, 67]. Apart from a case study and small case
series with favourable results, few real-life results were known until recently [72, 73]. However, a large,
multicentre, randomised, double-blind placebo-controlled European trial of pirfenidone in new-onset
progressive BOS patients (EPOS) could not demonstrate a significant beneficial effect of pirfenidone on
pulmonary function decline [71]. So far, no data regarding the effects of nintedanib in BOS are available.
A multicentre, randomised, double-blind placebo-controlled trial of nintedanib in LTx recipients with BOS
grade 1–2 is ongoing (INFINITx-BOS), assessing the efficacy of nintedanib in reducing the rate of decline
of forced expiratory volume in 1 s as primary end-point. The primary completion date is estimated to be
November 2022.
Therefore, the use of pirfenidone in BOS is currently not recommended, except in clinical trials. Since
there are more extensive fibrotic abnormalities, similar to IPF, in patients with RAS, we might perhaps
expect a greater effect from antifibrotics in those patients.
Antifibrotics in CLAD phenotype RAS
RAS has been described recently as a novel phenotype of CLAD and occurs in up to 30% of CLAD
patients [52]. It is characterised by a restrictive pulmonary function, persistent pleuroparenchymal
abnormalities on computed tomography (e.g. ground-glass opacities, consolidation, interstitial reticular
thickening, (sub)pleural reticulation, traction bronchiectasis, architectural distortion) and diffuse alveolar
damage, focal fibroblastic foci, pleuroparenchymal fibroelastosis and concurrent obliterative bronchiolitis
on histology [74, 75] (figure 1d). The pathomechanisms in RAS are thought to be, at least partially,
similar to those in IPF. Therefore, antifibrotics may be uniquely suited agents in the management of RAS
[75]. Some case reports and one small case series have demonstrated attenuation in the rate of pulmonary
function decline with off-label use of pirfenidone or nintedanib [75–77]. Larger randomised trials are
pivotal and pending. The open-label trial PIRCLAD, in which pirfenidone has been investigated in LTx
patients with restrictive CLAD, showed it in preliminary analysis to be safe and tolerable; results regarding
efficacy are expected in October 2021 [78]. The results of STOP-CLAD, a randomised, double-blind
placebo-controlled trial investigating the effects of pirfenidone in patients with BOS or RAS are expected
any time. The primary end-point is to evaluate the change in percentage of functional small airways
disease as measured by parametric response mapping; changes in pulmonary function tests (forced
expiratory volume in 1 s, forced vital capacity) are secondary end-points.
Future areas of interest
Antifibrotics in pulmonary chronic graft-versus-host disease
Long-term survival after allogeneic haematopoietic stem cell transplantation (alloHCT) is limited by
chronic graft-versus-host disease (cGvHD) [79, 80]. Pulmonary cGvHD, which can present with
obstructive and/or restrictive changes, is thought to affect 5% of alloHCT recipients, but this prevalence is
probably underestimated due to underdiagnosis [81]. Therapeutic options are limited; several therapies
have been adopted from CLAD after LTx, but use of these drugs remain mainly empirical [82–84].
BOS phenotype
BOS is the most well-defined late complication and the only entity formally recognised as manifestation of
pulmonary cGvHD. It is characterised by progressive small-airway disease, often failing to respond to
treatment, leading to respiratory insufficiency and death [81, 84]. BOS after alloHCT is probably caused
by similar pathophysiological mechanisms to those occurring in BOS after LTx, leading to inflammation of
small airway epithelial cells and subepithelial structures, excessive fibroproliferation and progressive
airflow obstruction [81, 82]. Pirfenidone has shown to be effective in a murine model of cGvHD by
reducing macrophage infiltration, transforming growth factor-β production and T-cell reaction [64]. A
recent case report noted a remarkable improvement of respiratory symptoms and pulmonary function after
https://doi.org/10.1183/16000617.0050-2021
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starting nintedanib in a patient with BOS post-alloHCT, suggesting that nintedanib may be a possible
novel therapeutic option [85]. HOSTETTLER et al. [86] evaluated the effect of pirfenidone in five alloHCT
patients with BOS; however, no follow-up results are known. Prospective trials are warranted; the results of
an open-label study investigating nintedanib in patients with BOS following alloHCT (NINBOST2018) are
expected in 2021. Nevertheless, there is a chance that these results will be negative, corresponding with the
results of the EPOS trial investigating pirfenidone in BOS after LTx, and we might perhaps expect more
effect from antifibrotics in restrictive forms of cGvHD.
Interstitial phenotype
Recent studies showed other presentation forms of pulmonary cGvHD in 12–60% of patients, such as
cryptogenic organising pneumonia and ILD, resulting in restrictive lung function impairment. Overall, the
clinical presentation is comparable to RAS after LTx [82–84, 87]. However, clear definitions of these
entities are still lacking, making exact diagnosis and targeted treatment difficult.
To our knowledge, there is only one clinical report describing efficacy of nintedanib in fibrotic lung
disease after alloHCT. This report described two patients, of whom one had beneficial effect of nintedanib
on fibrotic pulmonary cGvHD; the other patient had persistent fibrotic changes after alloHCT due to
disease-related diffuse alveolar haemorrhage, but also improved with nintedanib [88]. Large studies are
needed to investigate this further.
Antifibrotics in other solid-organ transplants
By extrapolation, the question arises whether antifibrotics may influence fibrotic allograft dysfunction in
other solid-organ transplant recipients. However, to date, virtually no research has been conducted in this
area. We could only find one study describing renoprotective effects of pirfenidone on chronic renal
allograft dysfunction by reducing inflammation and renal fibrosis in a rat model [89]. It is likely that
further results on antifibrotics in CLAD will have to be awaited before investigation in this area will be
conducted.
Inhaled antifibrotics
Pirfenidone and nintedanib have their limitations as oral drugs. Both drugs were reformulated as a solution
for inhaled administration, which holds promise to reduce systemic side-effects, maximise local efficacy
and possibly enable dose escalation for additional efficacy in IPF patients [90, 91]. Inhaled pirfenidone and
nintedanib proved to have good pharmacokinetics, delivering an oral-equivalent lung maximum
concentration with lower systemic levels, and to be well-tolerated and effective in several animal models
[90–92]. These promising observations have to be confirmed in human trials. Aerosolised pirfenidone
already appeared to be well tolerated in healthy subjects and IPF patients [93].
Once more is known about inhaled antifibrotics in IPF, their use might be adopted in LTx patients with
CLAD, with the benefit of fewer side-effects and direct deposition in the lung allograft.
Conclusion
Antifibrotics until the moment of LTx proved to be safe, having no significant effect on bronchial
anastomotic healing, wound healing, bleeding or re-intervention rates. The accepted practice is to continue
antifibrotics until time of LTx. Currently, few results are known about the use of antifibrotics in CLAD.
The EPOS trial appeared to be a negative study in which no effect of pirfenidone on the course of BOS
could be demonstrated. However, the results of antifibrotic therapy in patients with RAS, where
antifibrotics may be of greater benefit, are eagerly awaited.

Provenance: Submitted article, peer reviewed.
Author contributions: S. Bos performed research, collected data and wrote the manuscript. L.J. De Sadeleer,
J. Yserbyt, W.A. Wuyts, H. Beeckmans and A. Sacreas critically revised the manuscript. A. Vanstapel provided the
anatomopathology images and critically revised the manuscript. R. Vos coordinated and designed the research,
collected data, and critically revised the manuscript.
Ethics approval: Ethics Committee of the University Hospital of Leuven under agreement S51577. Patient provided
written informed consent at time of listing for transplantation to access her clinical and biobanked data for
research purposes.

https://doi.org/10.1183/16000617.0050-2021

7

EUROPEAN RESPIRATORY REVIEW

LUNG TRANSPLANTATION | S. BOS ET AL.

Conflict of interest: S. Bos has nothing to disclose. L.J. De Sadeleer reports non-financial support from Roche and
Boehringer Ingelheim, outside the submitted work. A. Vanstapel has nothing to disclose. H. Beeckmans has
nothing to disclose. A. Sacreas has nothing to disclose. J. Yserbyt has nothing to disclose. W.A. Wuyts reports
grants from Boehringer Ingelheim and Roche, paid to his institution, outside the submitted work. R. Vos reports
grants from Research Foundation Flanders (FWO), outside the submitted work.
Support statement: The following authors are supported by a research fellowship, but received no specific funding
for the current study: R. Vos and W.A. Wuyts are senior clinical research fellows of the Fund for Scientific Research
Flanders (FWO); A. Vanstapel is supported by a fundamental research grant from the Fund for Scientific Research
Flanders (FWO)(1102020N).

References
1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26

George PM, Patterson CM, Reed AK, et al. Lung transplantation for idiopathic pulmonary fibrosis. Lancet
Respir Med 2019; 7: 271–282.
Raghu G, Remy-Jardin M, Myers JL, et al. Diagnosis of idiopathic pulmonary fibrosis. An official ATS/ERS/JRS/
ALAT clinical practice guideline. Am J Respir Crit Care Med 2018; 198: e44–e68.
Glass DS, Grossfeld D, Renna HA, et al. Idiopathic pulmonary fibrosis: molecular mechanisms and potential
treatment approaches. Respir Investig 2020; 58: 320–335.
Raghu G, Chen SY, Yeh WS, et al. Idiopathic pulmonary fibrosis in US Medicare beneficiaries aged 65 years
and older: incidence, prevalence, and survival, 2001–11. Lancet Respir Med 2014; 2: 566–572.
Strongman H, Kausar I, Maher TM. Incidence, prevalence, and survival of patients with idiopathic pulmonary
fibrosis in the UK. Adv Ther 2018; 35: 724–736.
Kumar A, Kapnadak SG, Girgis RE, et al. Lung transplantation in idiopathic pulmonary fibrosis. Expert Rev
Respir Med 2018; 12: 375–385.
De Sadeleer LJ, Verleden SE, Vos R, et al. Advances in lung transplantation for interstitial lung diseases. Curr
Opin Pulm Med 2020; 26: 518–525.
King TE Jr, Bradford WZ, Castro-Bernardini S, et al. A phase 3 trial of pirfenidone in patients with idiopathic
pulmonary fibrosis. N Engl J Med 2014; 370: 2083–2092.
Richeldi L, du Bois RM, Raghu G, et al. Efficacy and safety of nintedanib in idiopathic pulmonary fibrosis. N
Engl J Med 2014; 370: 2071–2082.
Meyer KC, Decker CA. Role of pirfenidone in the management of pulmonary fibrosis. Ther Clin Risk Manag
2017; 13: 427–437.
Jin J, Togo S, Kadoya K, et al. Pirfenidone attenuates lung fibrotic fibroblast responses to transforming
growth factor-β1. Respir Res 2019; 20: 119.
Lehtonen ST, Veijola A, Karvonen H, et al. Pirfenidone and nintedanib modulate properties of fibroblasts and
myofibroblasts in idiopathic pulmonary fibrosis. Respir Res 2016; 17: 14.
Leuschner G, Stocker F, Veit T, et al. Outcome of lung transplantation in idiopathic pulmonary fibrosis with
previous anti-fibrotic therapy. J Heart Lung Transplant 2018; 37: 268–274.
European Medicines Agency. Esbriet: European Public Assessment Report. www.ema.europa.eu/en/medicines/
human/EPAR/esbriet Date last updated: 3 December 2020.
Wollin L, Wex E, Pautsch A, et al. Mode of action of nintedanib in the treatment of idiopathic pulmonary
fibrosis. Eur Respir J 2015; 45: 1434–1445.
European Medicines Agency. Ofev: European Public Assessment Report. www.ema.europa.eu/en/medicines/
human/EPAR/ofev Date last updated: 25 January 2021.
King TE Jr, Pardo A, Selman M. Idiopathic pulmonary fibrosis. Lancet 2011; 378: 1949–1961.
van Moorsel CH, Hoffman TW, van Batenburg AA, et al. Understanding idiopathic interstitial pneumonia: a
gene-based review of stressed lungs. Biomed Res Int 2015; 2015: 304186.
Torrisi SE, Kahn N, Vancheri C, et al. Evolution and treatment of idiopathic pulmonary fibrosis. Presse Med
2020; 49: 104025.
Sgalla G, Iovene B, Calvello M, et al. Idiopathic pulmonary fibrosis: pathogenesis and management. Respir Res
2018; 19: 32.
Richeldi L, Collard HR, Jones MG. Idiopathic pulmonary fibrosis. Lancet 2017; 389: 1941–1952.
Pleasants R, Tighe RM. Management of idiopathic pulmonary fibrosis. Ann Pharmacother 2019; 53: 1238–1248.
Mazzei ME, Richeldi L, Collard HR. Nintedanib in the treatment of idiopathic pulmonary fibrosis. Ther Adv
Respir Dis 2015; 9: 121–129.
Nathan SD, Albera C, Bradford WZ, et al. Effect of pirfenidone on mortality: pooled analyses and
meta-analyses of clinical trials in idiopathic pulmonary fibrosis. Lancet Respir Med 2017; 5: 33–41.
Fisher M, Nathan SD, Hill C, et al. Predicting life expectancy for pirfenidone in idiopathic pulmonary fibrosis.
J Manag Care Spec Pharm 2017; 23: S17-S24.
Lancaster L, Crestani B, Hernandez P, et al. Safety and survival data in patients with idiopathic pulmonary
fibrosis treated with nintedanib: pooled data from six clinical trials. BMJ Open Respir Res 2019; 6: e000397.

https://doi.org/10.1183/16000617.0050-2021

8

EUROPEAN RESPIRATORY REVIEW

LUNG TRANSPLANTATION | S. BOS ET AL.

27

28
29

30

31
32
33
34
35
36
37
38

39
40

41
42

43
44
45
46
47
48
49
50
51
52

53

Behr J, Prasse A, Wirtz H, et al. Survival and course of lung function in the presence or absence of
antifibrotic treatment in patients with idiopathic pulmonary fibrosis: long-term results of the INSIGHTS-IPF
registry. Eur Respir J 2020; 56: 1902279.
Delanote I, Wuyts WA, Yserbyt J, et al. Safety and efficacy of bridging to lung transplantation with antifibrotic
drugs in idiopathic pulmonary fibrosis: a case series. BMC Pulm Med 2016; 16: 156.
Weill D, Benden C, Corris PA, et al. A consensus document for the selection of lung transplant candidates:
2014 – an update from the pulmonary transplantation council of the International Society for Heart and
Lung Transplantation. J Heart Lung Transplant 2015; 34: 1–15.
Chambers DC, Cherikh WS, Harhay MO, et al. The international thoracic organ transplant registry of the
International Society for Heart and Lung Transplantation: thirty-sixth adult lung and heart-lung
transplantation report – 2019; focus theme: donor and recipient size match. J Heart Lung Transplant 2019;
38: 1042–1055.
Veit T, Leuschner G, Sisic A, et al. Pirfenidone exerts beneficial effects in patients with IPF undergoing single
lung transplantation. Am J Transplant 2019; 19: 2358–2365.
Cottin V, Hirani NA, Hotchkin DL, et al. Presentation, diagnosis and clinical course of the spectrum of
progressive-fibrosing interstitial lung diseases. Eur Respir Rev 2018; 27: 180076.
Nasser M, Larrieu S, Si-Mohamed S, et al. Progressive fibrosing interstitial lung disease: a clinical cohort (the
PROGRESS study). Eur Respir J 2021; 57: 2002718.
George PM, Spagnolo P, Kreuter M, et al. Progressive fibrosing interstitial lung disease: clinical uncertainties,
consensus recommendations, and research priorities. Lancet Respir Med 2020; 8: 925–934.
Maher TM, Wuyts W. Management of fibrosing interstitial lung diseases. Adv Ther 2019; 36: 1518–1531.
Distler O, Highland KB, Gahlemann M, et al. Nintedanib for systemic sclerosis-associated interstitial lung
disease. N Engl J Med 2019; 380: 2518–2528.
Flaherty KR, Wells AU, Cottin V, et al. Nintedanib in progressive fibrosing interstitial lung diseases. N Engl J
Med 2019; 381: 1718–1727.
Maher TM, Corte TJ, Fischer A, et al. Pirfenidone in patients with unclassifiable progressive fibrosing
interstitial lung disease: a double-blind, randomised, placebo-controlled, phase 2 trial. Lancet Respir Med
2020; 8: 147–157.
Balestro E, Solidoro P, Parigi P, et al. Safety of nintedanib before lung transplant: an Italian case series.
Respirol Case Rep 2018; 6: e00312.
Tanaka S, Miyoshi K, Higo H, et al. Lung transplant candidates with idiopathic pulmonary fibrosis and
long-term pirfenidone therapy: treatment feasibility influences waitlist survival. Respir Investig 2019; 57:
165–171.
Kistler KD, Nalysnyk L, Rotella P, et al. Lung transplantation in idiopathic pulmonary fibrosis: a systematic
review of the literature. BMC Pulm Med 2014; 14: 139.
Mackintosh JA, Munsif M, Ranzenbacher L, et al. Risk of anastomotic dehiscence in patients with pulmonary
fibrosis transplanted while receiving anti-fibrotics: experience of the Australian Lung Transplant Collaborative.
J Heart Lung Transplant 2019; 38: 553–559.
Lambers C, Boehm PM, Lee S, et al. Effect of antifibrotics on short-term outcome after bilateral lung
transplantation: a multicentre analysis. Eur Respir J 2018; 51: 1800503.
Mortensen A, Cherrier L, Walia R. Lung transplantation on pirfenidone: a single center experience. J Heart
Lung Transplant 2016; 35: S302.
Kafi A, Falk J, Chaux G, et al. Short-term outcomes in patients taking antifibrotic agents for idiopathic
pulmonary fibrosis (IPF) after lung transplantation. J Heart Lung Transplant 2017; 36: S405.
Shapiro W, Butler-LeBair M, Toyoda Y, et al. Antifibrotic therapy before lung transplantation does not lead to
increased anastomotic dehiscence in lung transplant recipients. Am J Respir Crit Care Med 2017; 195: A2696.
Huong YK, Dhunnoo V, Leonard C, et al. Do antifibrotics impact on lung transplantation outcomes in
idiopathic pulmonary fibrosis? Thorax 2017; 72: A249–A250.
Zhang Y, Jones KD, Achtar-Zadeh N, et al. Histopathological and molecular analysis of idiopathic pulmonary
fibrosis lungs from patients treated with pirfenidone or nintedanib. Histopathology 2019; 74: 341–349.
Ranganath NK, Malas J, Phillips KG, et al. Single and double lung transplantation have equivalent survival for
idiopathic pulmonary fibrosis. Ann Thorac Surg 2020; 109: 211–217.
Spratt JR, Tomic R, Brown RZ, et al. Single versus bilateral lung transplantation for idiopathic pulmonary
fibrosis in the lung allocation score era. J Surg Res 2019; 234: 84–95.
Wei D, Gao F, Wu B, et al. Single versus bilateral lung transplantation for idiopathic pulmonary fibrosis. Clin
Respir J 2019; 13: 376–383.
Verleden GM, Glanville AR, Lease ED, et al. Chronic lung allograft dysfunction: definition, diagnostic criteria,
and approaches to treatment – a consensus report from the Pulmonary Council of the ISHLT. J Heart Lung
Transplant 2019; 38: 493–503.
Aris RM, Walsh S, Chalermskulrat W, et al. Growth factor upregulation during obliterative bronchiolitis in the
mouse model. Am J Respir Crit Care Med 2002; 166: 417–422.

https://doi.org/10.1183/16000617.0050-2021

9

EUROPEAN RESPIRATORY REVIEW

LUNG TRANSPLANTATION | S. BOS ET AL.

54
55
56
57
58
59
60
61
62
63
64
65
66

67
68
69
70
71

72
73
74

75
76
77
78
79
80
81

Hertz MI, Henke CA, Nakhleh RE, et al. Obliterative bronchiolitis after lung transplantation: a fibroproliferative
disorder associated with platelet-derived growth factor. Proc Natl Acad Sci USA 1992; 89: 10385–10389.
Kallio EA, Koskinen PK, Aavik E, et al. Role of platelet-derived growth factor in obliterative bronchiolitis
(chronic rejection) in the rat. Am J Respir Crit Care Med 1999; 160: 1324–1332.
Krebs R, Tikkanen JM, Ropponen JO, et al. Critical role of VEGF-C/VEGFR-3 signaling in innate and adaptive
immune responses in experimental obliterative bronchiolitis. Am J Pathol 2012; 181: 1607–1620.
von Suesskind-Schwendi M, Boxhammer E, Hirt SW, et al. The activity of nintedanib in an animal model of
allogenic left lung transplantation resembling aspects of allograft rejection. Exp Lung Res 2017; 43: 259–270.
Visner GA, Liu F, Bizargity P, et al. Pirfenidone inhibits T-cell activation, proliferation, cytokine and chemokine
production, and host alloresponses. Transplantation 2009; 88: 330–338.
McKane BW, Fernandez F, Narayanan K, et al. Pirfenidone inhibits obliterative airway disease in a murine
heterotopic tracheal transplant model. Transplantation 2004; 77: 664–669.
Zhou H, Latham CW, Zander DS, et al. Pirfenidone inhibits obliterative airway disease in mouse tracheal
allografts. J Heart Lung Transplant 2005; 24: 1577–1585.
Liu H, Drew P, Cheng Y, et al. Pirfenidone inhibits inflammatory responses and ameliorates allograft injury in
a rat lung transplant model. J Thorac Cardiovasc Surg 2005; 130: 852–858.
Liu H, Drew P, Gaugler AC, et al. Pirfenidone inhibits lung allograft fibrosis through L-arginine-arginase
pathway. Am J Transplant 2005; 5: 1256–1263.
Bizargity P, Liu K, Wang L, et al. Inhibitory effects of pirfenidone on dendritic cells and lung allograft
rejection. Transplantation 2012; 94: 114–122.
Du J, Paz K, Flynn R, et al. Pirfenidone ameliorates murine chronic GVHD through inhibition of macrophage
infiltration and TGF-β production. Blood 2017; 129: 2570–2580.
Boxhammer E, Lehle K, Schmid C, et al. Anti-oxidative effect of the tyrosine kinase inhibitor nintedanib: a
potential therapy for chronic lung allograft dysfunction? Exp Lung Res 2020; 46: 128–145.
von Suesskind-Schwendi M, Heigel E, Pfaehler S, et al. Protective function of pirfenidone and everolimus on
the development of chronic allograft rejection after experimental lung transplantation. Histol Histopathol
2016; 31: 793–805.
Dosanjh A. Pirfenidone: anti-fibrotic agent with a potential therapeutic role in the management of
transplantation patients. Eur J Pharmacol 2006; 536: 219–222.
Sato M, Keshavjee S. Bronchiolitis obliterans syndrome: alloimmune-dependent and -independent injury with
aberrant tissue remodeling. Semin Thorac Cardiovasc Surg 2008; 20: 173–182.
Belperio JA, Weigt SS, Fishbein MC, et al. Chronic lung allograft rejection: mechanisms and therapy. Proc Am
Thorac Soc 2009; 6: 108–121.
Verleden SE, Sacreas A, Vos R, et al. Advances in understanding bronchiolitis obliterans after lung
transplantation. Chest 2016; 150: 219–225.
Persch M, Besa V, Corris PA, et al. A European multi-center, randomized, double-blind trial of pirfenidone in
bronchiolitis-obliterans-syndrome grade 1–3 in lung transplant recipients (European Trial of Pirfenidone in
BOS (EPOS)). J Heart Lung Transplant 2020; 39: S12.
Ihle F, von Wulffen W, Neurohr C. Pirfenidone: a potential therapy for progressive lung allograft dysfunction?
J Heart Lung Transplant 2013; 32: 574–575.
Bennett D, Lanzarone N, Fossi A, et al. Pirfenidone in chronic lung allograft dysfunction: a single cohort
study. Panminerva Med 2020; 62: 143–149.
Glanville AR, Verleden GM, Todd JL, et al. Chronic lung allograft dysfunction: definition and update of
restrictive allograft syndrome – a consensus report from the Pulmonary Council of the ISHLT. J Heart Lung
Transplant 2019; 38: 483–492.
Vos R, Verleden SE, Ruttens D, et al. Pirfenidone: a potential new therapy for restrictive allograft syndrome?
Am J Transplant 2013; 13: 3035–3040.
Vos R, Wuyts WA, Gheysens O, et al. Pirfenidone in restrictive allograft syndrome after lung transplantation: a
case series. Am J Transplant 2018; 18: 3045–3059.
Suhling H, Bollmann B, Gottlieb J. Nintedanib in restrictive chronic lung allograft dysfunction after lung
transplantation. J Heart Lung Transplant 2016; 35: 939–940.
Venado A, Dewey K, Montas G, et al. Safety and tolerability of pirfenidone for restrictive chronic lung allograft
dysfunction (PIRCLAD): interim results. Chest 2020; 158: A2389–A2390.
Zeiser R, Blazar BR. Pathophysiology of chronic graft-versus-host disease and therapeutic targets. N Engl J
Med 2017; 377: 2565–2579.
McManigle W, Youssef A, Sarantopoulos S. B cells in chronic graft-versus-host disease. Hum Immunol 2019;
80: 393–399.
Schoemans HM, Lee SJ, Ferrara JL, et al. EBMT-NIH-CIBMTR task force position statement on standardized
terminology & guidance for graft-versus-host disease assessment. Bone Marrow Transplant 2018; 53:
1401–1415.

https://doi.org/10.1183/16000617.0050-2021

10

EUROPEAN RESPIRATORY REVIEW

LUNG TRANSPLANTATION | S. BOS ET AL.

82
83

84
85
86

87
88
89
90
91
92
93

Bergeron A, Cheng G-S. Bronchiolitis obliterans syndrome and other late pulmonary complications after
allogeneic hematopoietic stem cell transplantation. Clin Chest Med 2017; 38: 607–621.
Hildebrandt GC, Fazekas T, Lawitschka A, et al. Diagnosis and treatment of pulmonary chronic GVHD: report
from the consensus conference on clinical practice in chronic GVHD. Bone Marrow Transplant 2011; 46:
1283–1295.
Bondeelle L, Bergeron A. Managing pulmonary complications in allogeneic hematopoietic stem cell
transplantation. Expert Rev Respir Med 2019; 13: 105–119.
Tang W, Yu T, Dong T, et al. Nintedanib in bronchiolitis obliterans syndrome after allogeneic hematopoietic
stem cell transplantation. Chest 2020; 158: e89–e91.
Hostettler Haack KE, Halter J, Tamm M. Pirfenidone treatment in patients with bronchiolitis obliterans
syndrome following allogeneic hematopoietic stem cell transplantation. Eur Respir J 2016; 48: Suppl. 60,
PA3923.
Schlemmer F, Chevret S, Lorillon G, et al. Late-onset noninfectious interstitial lung disease after allogeneic
hematopoietic stem cell transplantation. Respir Med 2014; 108: 1525–1533.
Brownback KR, Pitts LR, Abhyankar S. Safety of nintedanib for treatment of fibrotic lung disease after
allogeneic hematopoietic stem cell transplantation. Bone Marrow Transplant 2018; 53: 1218–1220.
Qiu ZZ, He JM, Zhang HX, et al. Renoprotective effects of pirfenidone on chronic renal allograft dysfunction
by reducing renal interstitial fibrosis in a rat model. Life Sci 2019; 233: 116666.
Surber MW, Beck S, Pham S, et al. Inhaled nintedanib is well-tolerated and delivers key pharmacokinetic
parameters required to treat bleomycin-induced pulmonary fibrosis. Pulm Pharmacol Ther 2020; 63: 101938.
Kaminskas LM, Landersdorfer CB, Bischof RJ, et al. Aerosol pirfenidone pharmacokinetics after inhaled
delivery in sheep: a viable approach to treating idiopathic pulmonary fibrosis. Pharm Res 2020; 37: 3.
Rasooli R, Rajaian H, Pardakhty A, et al. Preference of aerosolized pirfenidone to oral intake: an experimental
model of pulmonary fibrosis by paraquat. J Aerosol Med Pulm Drug Deliv 2018; 31: 25–32.
Khoo JK, Montgomery AB, Otto KL, et al. A randomized, double-blinded, placebo-controlled, dose-escalation
phase 1 study of aerosolized pirfenidone delivered via the PARI investigational eFlow nebulizer in volunteers
and patients with idiopathic pulmonary fibrosis. J Aerosol Med Pulm Drug Deliv 2020; 33: 15–20.

https://doi.org/10.1183/16000617.0050-2021

11

