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125 years ago, OSLER [1] summarised in his medical textbook for the first time the knowledge at that time
on “chronic interstitial pneumonia” as pulmonary diseases with fibroid changes, easy to diagnose but
difficult to classify. In his very detailed report (recommended reading for everyone interested in interstitial
lung diseases (ILDs), although it probably did not correspond to idiopathic pulmonary fibrosis (IPF), as
discussed elsewhere [2]), he mentioned aetiology, histopathology and clinical characteristics, and finally
about treatment stated that “nothing can be done for the condition itself ”. Typical for this time,
information for this interesting chapter was gathered mainly from reports by pathologists and from clinical
observations by Osler himself and his colleagues. It took decades until further descriptions on these
diseases became available, first in the report by HAMMAN and RICH [3] on patients with fatal outcomes of
unexplained interstitial pneumonias, and then in the diverse classifications of ILDs beginning in the 1960s
[4–6]. Almost every piece of information on clinical aspects of patients with ILDs (mainly with IPF)
gathered until then and even until almost the end of the last century came from clinical observational
reports, i.e. casuistics or case series, or from retrospective analyses [6].

With the first international consensus statement on IPF and the new era of pharmacological studies, our
knowledge of the disease, its behaviour and finally of its treatment possibilities grew exponentially [4–7].
Post hoc analyses of large international trials, for example, allowed us to learn more about disease
behaviour [8], effect of treatment of comorbid conditions on outcomes in IPF [9–11], and possible impact
of radiological patterns on further diagnostic procedures [12] or on health-related quality of life, just to
mention a few [13]. Yet, as clinical trials mainly recruit patients with fewer comorbidities or even exclude
some comorbid conditions, completed trials have enrolled patients with milder impairment of pulmonary
function, younger patients and those whose general condition, health-related quality of life and disease
severity were often less pronounced, so they may possibly not reflect the real-life situation [14]. Therefore,
the generalisability of these data to the entire population of patients with IPF is thought to be restricted.

This leaves us with several open questions. How can we address the patients’ demands for all-encompassing
information on their disease, as summarised in a recent European IPF Patient Charter [15]? How can we
gain new insights into the burden of this devastating disease, including new patient-related outcomes [16],
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healthcare-associated costs, quality of life and others? Which factors may predict disease behaviour in the
real world setting outside the “artificial” world of clinical trials? How can we recognise gaps in adherence to
clinical guidelines and how are patients treated under real-life conditions? And finally, how can we identify
open questions in treatment issues?

In this context, disease registries are increasingly recognised as important sources for collecting “real-world”
information on practical issues and on extended follow-up for longer-term data collection [17, 18]. To take
only one example, registries often better reflect the diagnostic process as conducted in the community than
clinical trials do. Already almost 10 years ago, well-known experts in the field advocated for the
implementation of an international registry for IPF [19], which was renewed recently by other experts [20], in
order to gain further knowledge of the disease and of differences in diagnostic and management issues
throughout the world. However, several problems have prevented the installation of an international registry
and information from registries has hitherto mainly been available only from Europe and North America [14].

In this issue of the European Respiratory Journal, the report by JO et al. [21] on the baseline characteristics
of patients with IPF from the Australian IPF Registry (AIPFR) is timely. By constant efforts, our colleagues
recruited as many as 647 patients with IPF. Here, they report on baseline characteristics, including
comorbidities, diagnostic procedures and quality of life. Furthermore, they provide data on mortality
outcomes, with a 4-year mortality rate of 44%, associations of baseline pulmonary function data to
mortality and the significant, positive impact of anti-fibrotic therapy on survival.

This registry interestingly encompasses a very original process of diagnostic validation. Due to distances in
Australia, a multidisciplinary discussion [22] with the physical presence of every doctor involved was not
practically feasible; however, the investigators still wanted the diagnosis to undergo some central validation
process. Therefore, they organised a virtual multidisciplinary discussion process, in which radiologists (in
two radiology panels, with three members each) had to obtain consensus on images provided on an
electronic platform, while a panel of three pathologists went through a similar process. All data were then
reviewed by the single clinical panel of three IPF-expert pulmonologists who assigned an IPF Registry
multidisciplinary discussion diagnosis. Whether this original process reaches a high level of consensus and
reproducibility, and can be useful in other places in the world, remains to be determined. Recently, several
groups have produced data about the multidisciplinary team meeting process [23], including some from
the Australian registry [24], with the potential to help our practice to evolve.

The report by JO et al. [21] has several strengths. In a country with diverse ancestries, different sources of
exposures than in other regions of the world, limited access to anti-fibrotic therapies and other differences,
it adds interesting information to address the need to understand IPF better throughout the world. It
should also be acknowledged that these authors provided important information on patient-related
outcomes, such as the quality of life and the burden of symptoms as well as (disease-associated)
depression. Furthermore, it is interesting to learn that comorbidities are frequent but do not affect
outcome (in contradiction to recent reports [25]), including reflux, which was, however, more common
than in other registries [26].

In this context, the authors’ commitment to compare their data with other recent registries and trials is
very valuable. In comparison to the German INSIGHTS-IPF (Investigating Significant Health Trends in
Idiopathic Pulmonary Fibrosis) registry [26], for example, AIPFR patients had less severe impairment of
quality of life and better functional data. Whether this truly reflects differences between countries or
continents has yet to be analysed critically but opens the book for future tasks in registries throughout the
world. Only by this method will we be able to understand the ILD entity-related intercultural differences,
e.g. why in India the most commonly diagnosed ILD is thought to be hypersensitivity pneumonitis
(∼47%), while IPF may only occur in ∼14% [27].

This AIPFR report also reflects the current situation in Australia on the diagnosis of IPF/ILD, as all patients
registered were considered to have IPF in the analyses as diagnosed by their treating pulmonologists. Later
on, diagnosis was re-evaluated by a central multidisciplinary team and patients were categorised as
“definite”, “probable”, “possible” or “inconsistent” with IPF according to the current guidelines from the
American Thoracic Society, European Respiratory Society, Japanese Respiratory Society and Latin American
Thoracic Association [4]. Much to our regret, we have to wait for these insightful data as they will be part
of further analyses.

Finally and most interesting are the mortality differences in patients being treated with anti-fibrotic drugs
compared with those without access to these drugs, significantly favouring treatment with anti-fibrotics.
However, this finding brings us to the limitations of this report. Both the anti-fibrotic drugs were available
only during clinical trials, patient access programmes or private purchase. This is one example of why it is
important to read registry analyses critically, as recruitment is often prone to selection bias, at least in part.
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Additionally, both prevalent and incident cases were recruited simultaneously, without differentiating
clinical characteristics between these two patient subsets, which may affect survival results. Also, interested
readers need to acknowledge how information was gathered, e.g. here comorbidities were self-reported as
part of a structured questionnaire and therefore accuracy may be limited, which may explain differences
from other reports. Finally, one of the major limitations (and an important challenge) of this and any
registry was represented by missing data.

While these authors have to be commended for their tremendous contribution to the field, there are still
many lessons to be learned. We would like to request all current registries to keep helping us to
understand this disease better, by informing us about new developments in diagnosing IPF and analysing
acute exacerbations, and providing us with real-world data on new developments in treatments, including
non-pharmacological strategies. In pulmonary arterial hypertension, there are now at least half a dozen
national or multinational registries, which have provided a huge amount of unexpected observations that
would not have been made possible only by trials. There is reasonable hope that IPF registries will
continue to inform us tremendously in the years to come.

In conclusion, as in the Chinese philosophy, we should approach IPF with seemingly opposite energies: the
“yin”, the more passive way to collect information on the disease through registries; and the “yang”, the
more focused and active part in approaching the disease by clinical trials. Learning from the real world will
help transfer new ideas into clinical trials, and clinical trials will help us to answer questions that can only
be addressed in a standardised, randomised fashion [28]. Only by understanding that we need both sources
of information will we gain balanced information and learn how to address this disease in future. A still
unsolved task is the implementation of an international registry or at least the transformation of regional
registries into part of a global network. Several initiatives, sponsored by scientific societies, patient support
groups and the pharmaceutical industry, have recently undertaken the task of developing meta-registries. In
this way, we may soon be able to understand the disease and its diversity better, on a worldwide level.
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