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Idiopathic pulmonary fibrosis (IPF) is a debilitating fibrotic
lung disease of unknown origin and pathogenesis with a
steady increase in both incidence and mortality in recent
years.1 Despite encouraging efficacy data for pirfenidone
and nintedanib,2,3 neither of these compounds has been
tested prospectively in the context of IPF coexisting
with lung cancer, a frequent comorbid condition of IPF.4
Indeed, epidemiological evidence suggests that up to 22%
of patients with IPF develop lung cancer, with a risk nearly
five times as high as that of the general population.5
Despite abundant epidemiological and mechanistic links
between IPF and lung cancer,6,7 little is known about
the diagnostic and therapeutic management of these
patients. The most recent ATS/ERS/JRS/ALAT guidelines,
updated in 2015, do not address this crucial issue.1
Identifying a solitary nodule on chest high-resolution CT
(HRCT) in patients with IPF represents a major diagnostic
pitfall for physicians owing to problematic diagnostic
approaches. The Fleischner Society’s updated guidelines8
suggest a PET scan for nodules greater than 8 mm in
diameter with low or moderate pre-test probability.
When PET uptake is negative, CT surveillance or nonsurgical lung biopsy is recommended. For moderate or
high uptake, the guidelines8 recommend surgical lung
biopsy and resection; however, this approach could be
detrimental for patients with IPF, especially those with
advanced disease, owing to the potential induction of
acute exacerbation.9 Additionally, it is unknown whether
patients undergoing pulmonary resection have a better
prognosis than do those who do not undergo surgery
and are simply monitored with low-dose HRCT. A large ,
retrospective analysis10 has shown that in patients with IPF
with surgically treated non-small-cell lung cancer, surgeryrelated mortality was higher (7·1% vs 1·9%; p=0·03) and
5-year survival was lower (61·6% vs 83·0%; p=0·019) than
in patients without IPF.10 CT-guided transthoracic needle
biopsy (TTNB) might offer a fruitful diagnostic alternative,
avoiding the complications of general anaesthesia,
surgery, and mechanical ventilation; however, extra care
should be taken in cases with concomitant emphysema
owing to the increased risk of iatrogenic pneumothorax.
We suggest that patients with IPF should be considered
at high risk for lung cancer. Close surveillance with yearly
HRCT should be mandatory not only to monitor disease
progression but also for early detection of malignancy.

Considering the relatively advanced age of most of
these patients, the estimated radiological risk is low.
The diagnostic approach of assessing the solitary nodule
in patients with IPF should be applied on an individual
basis, based on each patient’s performance status and
preferences. We suggest the following algorithm: HRCT
once a year in all patients with IPF. For nodules of less
than 8 mm diameter, we suggest close monitoring of
patients with HRCT every 3–6 months. If HRCT shows
progression of the nodule, we recommend a PET-CT
scan. For nodules with diameter of at least 8 mm, PET-CT
scan is highly recommended. If PET uptake indicates
tumour lesion, we suggest minimally invasive diagnostic
procedures, including TTNB for peripheral lesions or
endobronchial ultrasound-guided transbronchial needle
biopsy if pathological lymph nodes (≥8 mm) are also
present. If the patient is not suitable for biopsy, we
suggest multidisciplinary discussion for a personalised
approach. For advanced tumour lesions, we recommend
discussion on an individual basis regarding prognosis and
management, which might include no further diagnostic
procedures and mild therapeutic regimens (ie, antifibrotic
agents and palliative care).
Data are scarce on the optimal chemotherapeutic
regimen in patients with IPF and lung cancer. Studies
have shown increased pulmonary toxicity in patients
with interstitial lung disease who were treated with
conventional chemotherapeutic regimens, except for with
carboplatin.4 Case series have shown deleterious effects of
radiotherapy on patients with established lung fibrosis,9
which should therefore be avoided unless life-threatening
situations arise. Proton beam therapy, which can deliver a
more concentrated dose of radiation than conventional
approaches, has shown promising results.11 Studies
investigating the effects of new immunomodulatory
agents including PD-L1 inhibitors would be of substantial
interest for a selective number of cases, yet are associated
with a high risk of drug-induced pneumonitis.12 Standard
molecular lung cancer testing could also be used for
targeted treatments. We suggest that implementation of
aggressive chemotherapeutic regimens should generally
be avoided in patients with IPF and lung cancer because
the risk for complications including acute exacerbations
outweighs the benefits. The same applies to irradiation
treatment, which is more detrimental than beneficial.
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Another challenge of the real-world clinical practice is to
establish whether antifibrotic agents can be combined or
can even synergise with chemotherapy or radiotherapy.
Nintedanib has been initially approved for treatment
of non-small-cell lung cancer in combination with
docetaxel-based second-line therapy.13 Retrospective data
suggested a beneficial effect of preoperative pirfenidone
on the incidence of postoperative acute exacerbations in
patients with adenocarcinoma and IPF.14 We suggest that
antifibrotic agents should not be discontinued during
diagnostic or therapeutic work-up of lung cancer because
benefits seem to outweigh the risk for unfavourable
outcomes. The final decision should be based on a
multidisciplinary discussion including oncologists and on
a case-by-case basis.
Several patients with IPF and concomitant lung cancer
have been excluded from existing antifibrotic standards
of care including nintedanib and pirfenidone. A consensus
statement on the diagnostic and therapeutic workup of such patients is sorely needed. In the meantime,
management of patients with IPF and lung cancer
should follow the premise to first do no harm: aggressive
diagnostic and therapeutic interventions should only be
applied after careful consideration of IPF severity and the
patient’s performance status. Surgical lung interventions
should be applied in a selctive number of cases and under
safety precautions including low-tidal volume ventilation
strategies, avoidance of high fraction of inspired oxygen,
and minimal perioperative administration of liquids.
Alternative treatments such as proton beam therapy or
radiofrequency ablation could be of therapeutic benefit
with relatively minimal complications, particularly in
patients who are not fit enough for surgical interventions.
Implementation of palliative care might be appropriate
and could improve patients’ quality of life despite
having no effect on survival.15 Preventative strategies for
early diagnosis of lung cancer including HRCT and PET
scans represent the cornerstone for timely therapeutic
interventions. When lung cancer complicates IPF, the
multidisciplinary team should also include oncologists,
thoracic surgeons, and anaesthesiologists to establish the
best therapeutic and management approach.
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