
Reference centers for interstitial lung diseases

editorial

Facing a patient with interstitial lung disease (ILD) is one of the most 
challenging tasks of respiratory medicine both in terms of diagnosis and 
management. We should remember that interstitial lung diseases constitute 
a huge pool of over 500 clinical entities (ILD of known cause e.g. drugs or 
association e.g. collagen vascular disease, Idiopathic Interstitial Pneumonias 
(IIPs), granulomatous ILD, e.g. Sarcoidosis, other ILDs, e.g. Lymphangioleio-
myomatosis, Pulmonary Langerhans’ Cell Histiocytosis etc). Vast improve-
ments have been accomplished in understanding the pathogenesis of 
these diseases in order to categorize them in a clinically meaningful way1,2.
Idiopathic Pulmonary Fibrosis is the commonest of the IIPs. It is character-
ized by a variable but relentlessly progressive course, leading to a median 
survival of 3 to 4 years which is worst comparing to many types of cancer3,4. 
The incidence and prevalence of IPF seems to be on the rise during the last 
decade4,5. 2014 signaled the dawn of a new era6 with the publication of two 
positive studies that led to the approval of pirfenidone7,8 and nintedanib9 
for the management of IPF. After many years of disappointment, nega-
tive results and even administrating potentially harmful therapies10,11 we 
now have in our arsenal two antifibrotic agents. This in turn increases the 
responsibility for both early and accurate diagnosis. Diagnosing IPF is now 
important not only because it is of prognostic value12 but also because it 
actually influences therapeutic choices. This emphasizes the importance 
of having operational referral centers.

There are guidelines for the diagnosis of IPF but actual implementation 
in every day clinical practice poses significant challenges (Table 1). In the 
appropriate clinical setting HRCT is considered diagnostic (obviating the 
need for surgical lung biopsy) when it demonstrates a definite UIP pat-
tern (i.e. peripheral and basilar predominant irregular reticular pattern, 
presence of honeycombing and absence of features suggestive of alterna-
tive diagnoses). However, the majority of patients do not present with a 
definite UIP pattern on HRCT. Furthermore, although the identification of 
honeycombing seems pretty straightforward it is actually characterized by 
poor interobserver agreement even among experienced radiologists13-15. 
In these cases there is the false impression that obtaining lung tissue se-
cures a diagnosis. This is not the case. Pathologists must have expert skills 
in interstitial lung disease pathology. Even then, interobserver agreement 
between pathologists can be poor especially regarding the distinction 
between UIP and fibrotic NSIP16. It is also important to keep in mind that 
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lung transplantation in Greece represents a characteristic 
example. Referral to a specialty center increases the pos-
sibility of a timely referral for lung transplantation abroad.

Finally, referring patients to specialty centers helps 
in identifying and grouping patients with rare diseases, 
evaluating and treating them taking advantage of exist-
ing experience and eventually increasing our knowledge 
leading to better management. 

We need strategic planning and will on a national 
level in order to officially create such specialty centers. 
Having specialty centers operating at the highest level 
is of clear value for the patients for the aforementioned 
reasons that are summarized in Table 2. These centers 
must be subjected to periodic evaluation (auditing) in 
order to ensure that they continue to function according 
to prespecified requirements/criteria as the number of 
examined patients, the ability to provide multidisciplinary 
assessment according to current guidelines, to create and 
sustain reliable registries, to provide consultation to other 
hospitals to interact with other foreign and domestic cent-
ers, to interact with patients groups, to provide disease 
education and support group information to patients, to 

subjecting a patient with lung fibrosis to surgical lung 
biopsy is not a decision to be taken lightly as it can be 
potentially harmful and even life threatening17,18. Thus, it 
is important to refer patients to specialty centers where 
there is the appropriate experience, standardization of 
assessment, evaluation in accordance to the concept of 
multidisciplinary approach and avoidance of aggressive 
and potentially harmful diagnostic procedures. After 
establishing a diagnosis, the proper follow up of patients 
is equally important as it includes serial evaluation of the 
response to therapy, recognition, recording and report-
ing of adverse events, diagnosing and management of 
comorbidities and complications.

The lack of accurate diagnosis is depicted on the 
generic and often erroneous use of the ICD-10 code for 
IPF (J84.1)19,20. Patients classified as J84.1 in fact represent 
a heterogeneous population with IPF corresponding to 
just a fraction of cases. Without a thorough re-evaluation, 
this population cannot provide reliable epidemiological 
data. The operation of referral centers can prove pivotal 
for the creation of reliable registries. Accurate registries 
are essential in understanding the incidence, prevalence, 
natural history, complications of diseases and to evaluate 
the response to therapy in real life clinical practice. Also, 
delayed access to a specialty center is associated with a 
decreased survival in IPF patients21. Although lead time 
bias could represent a possible explanation, the results did 
not change substantially after adjustment for age and FVC.

Referral of patients to specialty centers gives them 
the opportunity of enrollment into clinical trials and 
early access to novel therapies. Also, the interconnec-
tion of specialty centers internationally, gives them the 
opportunity to establish cooperative actions. The lack of 

TABLE 1. Diagnostic approach of idiopathic Pulmonary Fibrosis 
(from reference 1).

TABLE 3. Suggested criteria for the establishment of referral 
centers

1. Total number of patients under surveillance 
2. Number of new patients each year
3. Number of referred patients (domestic and abroad)
4. Ability to provide multidisciplinary assessment
5. Ability  to create and sustain reliable registries
6. Consultation to other hospitals
7. Interaction with other foreign and domestic centers
8. Interaction with patients groups (provide disease educa-

tion, support group information)
9. Educational, Clinical and Research activities

10. Involvement in clinical trials

TABLE 2. Gains from the operation of referral centers

1. Accurate diagnosis within the context of multidisciplinary
approach

2. Enrollment in clinical trials
3. Early access to novel therapies
4. Timely referral for lung transplantation
5. Take advantage of existing experience and know-how to

manage other rare diseases
6. Avoidance of erroneous detrimental treatments
7. Experts networking
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maintain a high level of educational, clinical and research 
work, to be involved in clinical trials (Table 3).
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