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ABSTRACT
Improved survival from idiopathic pulmonary fibrosis (IPF)
is dependent on better understanding of the epidemiology
of the disease, its diagnostic spectrum in global terms and
an analysis of outcomes from emerging therapies at a
significant level. Outside major lung transplant centres,
few institutions have significant numbers to provide this
information. Relevant examples exist to justify the
establishment of registry data to achieve these aims. The
gains seen in cystic fibrosis, lymphangioleiomyomatosis
and lung transplantation over the past decade stem from
optimisation of treatment plans through registry data. We
advocate for an international registry to achieve better
outcomes in IPF.

Globally, there are significant differences in the
incidence, prevalence, diagnostic approach, therapies and survival for patients with idiopathic
pulmonary fibrosis (IPF). For example, the prevalence of IPF varies widely depending on location,
identifying criteria and year of study, ranging from
3–6 per 100 000 in the UK up to 16–18 per 100 000
in Finland.1 It is not known if these differences are
real or the result of differing methods of identifying, classifying or confirming the diagnosis.
Recently, increasing use of the approaches to
diagnosis and classification of IPF outlined in two
American Thoracic Society (ATS) and European
Respiratory (ERS) consensus statements has led to
greater uniformity in case identification worldwide.2 3 Importantly, use of these criteria has
supported the development of international clinical
trials of treatment. Unfortunately, because of the
low incidence and prevalence of IPF, collection of
reliable and meaningful data requires multicentre
participation. Furthermore, useful deductions
regarding treatment and outcomes are limited by
lack of power. Consequently, we renew the call for
the development of an international registry for
patients with IPF.

DEMONSTRATED VALUE OF OTHER LUNG DISEASE
REGISTRIES
Analogies drawn from useful well-structured databases of lung disease have been most valuable in
identifying co-morbidities and providing evidence
to support advances in care. For example, in
systemic sclerosis, database analysis clearly identified the role of pulmonary hypertension in
contributing to mortality.4 Indeed, the recognition
of pulmonary hypertension in patients on a lung
transplant registry has identified a significant
adverse factor for outcome in patients with IPF
undergoing assessment for this procedure.5 The
UNOS/ISHALT international registry for organ
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transplantation has been most useful for identifying trends in referral, outcomes for specific indications and for highlighting clinically important comorbidities.6–8 Further valuable information can be
derived from lung transplantation databases of
relevance to IPF, particularly in relation to access to
procedure, the relative survival benefit derived9 and
the likelihood of achieving transplantation in
relation to other lung diseases.10 Until recently,
the only factor that affected a patient’s ranking on
the transplant waiting list for lungs was the length
of time on the waiting list and the location of the
transplant centre in relation to the donor.
However, after evaluation of registry data and
learning that most patients with IPF die before
receiving their transplant at a much higher rate
than other patients, this is the only group of
patients that are afforded any priority. Therefore, a
patient with IPF who is listed may automatically
be credited with 90 days of waiting list time.
The recent development of a registry for patients
with lymphangioleiomyomatosis (LAM), a rare
cystic lung disease that occurs primarily in women,
has had considerable success.11 The cohort of
identified individuals with LAM has been used to
characterise the clinical features of subjects and has
provided information on the natural course of the
disease. The registry includes clinical data and
tissue samples that are used to study the pathophysiology of the condition and assess interventions. Data and tissue samples are also banked for
future studies. Already this registry has yielded
new information that is changing our view of this
disease.11
Another important example of the effectiveness of
a coordinated registry-based approach has been in
cystic fibrosis in both North America12 and Europe.13
Database analysis has provided information in
relation to pharmacoepidemological research,13 14
socioeconomic determinates,15 the effect of genetic
factors,16 timing for referral for lung transplantation,17 determinates of mortality,18 quality assurance
for comparative purposes19 and the development of
survival models of disease.20 Because of the often
centre-specific nature of disease management, participating centres in the North American database
found that a uniformity of approach and reporting
methods substantially improved outcome analysis.
The European database for cystic fibrosis (ESCF) has
produced significant results in relation to the use of
novel therapies.14 To date, advances in data collection have generally been the result of compilation
through tertiary referral centres. Biases in reporting
are likely to arise through reporting from larger more
active centres, particularly if associated with the use
of lung transplantation as a therapeutic option.
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None of the current registries has focused specifically on IPF.
Most have attempted to study epidemiological data on the
prevalence, incidence or relative frequency of the different
interstitial lung diseases. A review of interstitial lung disease
registries from three countries in Europe (Belgium,21 Germany22
and Italy23) and from Bernalillo County, New Mexico in the
USA showed some striking similarities, but also many
discrepancies.24 Nonetheless, some significant issues have been
addressed using local databases. The same message emerges
from a survey of interstitial lung diseases published in the
European Lung White Book.1 Data on registries from Flanders,
Germany, Italy and Spain are presented in this review, which
points out that current registry data suffer from bias due to
incomplete registration that precludes establishing true incidence and prevalence. Variability in diagnostic criteria further
hampers interpretation of these data; this may account for the
differences observed in IPF incidence (lower in Flanders),
sarcoidosis (lower in Spain) and hypersensitivity pneumonitis
(lower in Italy and Spain), but could also be flagging up real
differences that are worthy of further study. Such variability, if
confirmed, may provide important clues about causation,
especially environmental factors.
Surprisingly large differences in the use of diagnostic
techniques—such as high-resolution CT scanning, bronchoalveolar lavage, open lung biopsy and transbronchial lung
biopsy—have been observed in different studies.1 24 Coultas
and co-workers in New Mexico examined the relationship
between the confirmed diagnosis of IPF and accuracy of death
certificates, concluding that IPF was very often under-recognised and inaccurately coded at the time of death.25 26 Studies of
interstitial lung diseases from Italy identified a surgical biopsy
rate of 20% and chest imaging rate of 74%.23 A Spanish study
found a biopsy rate of 22% and CT chest imaging rate of 93%,27
and in Finland the biopsy rate was 31% while chest imaging was
used in 90% of diagnoses.28 An analysis of German data found
that bronchoalveolar lavage and tissue sampling were extensively used to confirm the diagnosis of IPF, while imaging
studies were relatively underused.22

MAJOR GOALS OF AN INTERNATIONAL IPF REGISTRY
The purpose of the IPF registry will be to develop an
international database of persons with IPF. Experience with
analysis of multicentre data has emphasised the need for
uniformity in approach, adequate verification of data accuracy
and inclusion of quality indices and audit to estimate underreporting.13 Comparisons across databases can be achieved,
identifying factors of importance to healthcare systems,
especially health economic issues.29 The ascertainment of a
minimum dataset and facilitated entry, made possible by the
internet, now makes global collaboration a reality.
The IPF Registry will be used to:
c Provide a minimum estimate of the prevalence and incidence
of IPF.
c Provide a comprehensive clinical picture of IPF.
c Establish optimal investigation strategies.
c Track the functional abilities, access to health care and cost
of caring for those with IPF over time.
c Encourage collaborative research between institutions and
provide a resource for clinical and laboratory research. This
registry could be the coordinating core for the conduct of
coordinated laboratory and clinical research and clinical
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trials of therapy in IPF. It could facilitate the conduct of
investigations into the aetiology, pathogenesis and treatment of IPF through standardised collection and coordinated
use of medical and exposure history, clinical data, blood,
urine and tissue samples, and DNA.
Drive the development of innovative research projects and
facilitate the development of new therapies and healthcare
services to improve the quality of life for people with IPF.
Accelerate the process of informing patients of research
projects for which they may be eligible.
Improve assess to current treatment approaches and assist
in the development of best practice guidelines.
Develop a bioinformatics platform that links molecular data
to clinical data. This platform would include a user-friendly
mechanism for depositing data and readily available portals
of access to obtain and use the data.30
Establish a mechanism for systematic phenotype and
genotype characterisation of patients and family members
in association with a standardised collection of medical and
environmental exposure histories for use in gene/environment investigations of the aetiology.30
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Lung alert
Simple control measures could substantially reduce
predicted spread of XDR TB
Extensively drug resistant tuberculosis (XDR TB) is TB with resistance to isoniazid, rifampicin,
any fluoroquinolone, and at least one of the three injectable sideline drugs. Cases have been
reported in 37 countries worldwide since March 2006, with South Africa having the largest
cluster of patients. Nosocomial transmission of XDR has been suggested as the driver of this
epidemic, typically in HIV-infected patients, and this study looks at various control measures
and the effect they could have on transmission rates by the end of 2012.
Airborne TB transmission was simulated using a mathematical model based on current spread
in a rural region of South Africa (Tugela Ferry) served by a typical hospital. The effectiveness of
interventions was also predicted using this model.
The model predicted that XDR cases would increase from 194/year in 2007 to 234/year in 2012
if no new interventions are implemented; 72–96% of these cases would occur in patients with
HIV infection. The proportions of TB patients with multidrug resistant (MDR) and XDR TB
would increase to 78% and 48%, respectively.
Preventive measures such as shorter hospital admissions, rapid dug susceptibility assays,
isolation facilities, respiratory mask use and improvements in ventilation all prevented XDR
cases individually, and had even greater preventive value when used in combination, preventing
48% of future XDR cases in total.
Although the authors’ conclusions are based on model assumptions, the study provides a
compelling incentive to implement simple nosocomial infection control measures in populations
which are resource-constrained and already experiencing an HIV epidemic to effectively control a
possibly disastrous epidemic of XDR TB.
c

Basu S, Andrews JR, Poolman EM, et al. Prevention of nosocomial transmission of extensively drug-resistant tuberculosis in rural
South African district hospitals: an epidemiological modelling study. Lancet 2007;370:1500–7
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