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Abstract

Background: Diffuse interstitial (or parenchymal) lung diseases (ILDs) are a very large
group of diseases that although they share certain clinical features, have a very different
prognosis. ldiopathic pulmonary fibrosis (IPF) is the most prevalent in many countries
and its diagnosis can be difficult. After the results shown in the consensus on diagnosis
and management of IPF, and the arrival of new drugs such as pirfenidone, the approach
to this disease have changed. A survey was performed to argentine pulmonologists in
order to evaluate the acceptability and implementation of these guidelines in Argentina.
Material and Methods: A survey of 24 questions was designed. Among the data collected
in the questionnaire were demographics of respondents, workplace (public or private
healthcare facilities, referral center, large or small healthcare centers or institutions),
frequency at which IPF patients were examined, availability of diagnostic tests, and
diagnostic strategies used with ILD patients. Finally, the survey focused on therapeutic
recommendations for patients diagnosed with IPF. The survey was completed during the
Argentine Congress of Respiratory Medicine held in 2013 in the city of Mendoza. The
same methodology and questionnaire were previously used in the Argentine Congress
of Respiratory Medicine in 2011.

Results: In 2013, a total of 252 physicians completed the survey, which represented ap-
proximately 20% of Congress attendees. The complementary test of higher availability
was the the six minutes walk test (6MWT). The most widely used supplementary method
was thoracic computed tomography (CT) as 86.9% of the responders used it if they
suspected ILD, and only 44.4% of the responders used diffusing capacity of the lungs for
carbon monoxide (DLCO) with all their patients. Almost 50% of the responders consulted
referral centers for less than 30% of patients with suspected ILD. Less than 20% of the
responders considered that they reached a final diagnosis of ILD in over 60% of their
patients. Final distribution of diagnosis was heterogeneous. Interestingly, almost 50% of
the responders considered IPF as the final diagnosis in less than 30% of their patients.
Approximately 50% of the responders answered that less than 20% of their IPF patients
received specific treatment for the disease.

Conclusions: Our survey suggests that there are difficulties in the diagnostic approach
of ILDs, there is a low percentage of patients that are evaluated in referral centers and
there is a low proportion of IPF patients receiving specific treatment.

Key words: Diffuse interstitial (or parenchymal) lung diseases, Idiopathic pulmonary
fibrosis, Connective Tissue Disease, Pirfenidone
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Introduction

Diffuse interstitial (or parenchymal) lung diseases
(ILDs) represent a very large group of more than
200 entities, many of which are rare or “orphan”
diseases. The ATS/ERS (American Thoracic So-
ciety/ European Respiratory Society)! consensus
classifies idiopathic interstitial pneumonias (IIP)
into seven clinical-pathological conditions. This
classification —largely based on histopathology- is
also the result of a close relationship among clini-
cians, radiologists, pathologists and a multidisci-
plinary approach. High resolution thin-section CT
scanning (HRCT) is a key tool for IIP diagnosis
since in most cases, in the adequate clinical con-
text, tomographic patterns are enough to reach
final diagnosis.

Idiopathic pulmonary fibrosis (IPF) is a pro-
gressive, fibrosing disease. It does not have a
cure and mean survival ranges from 2 to 5 years
from diagnosis?. Many clinical research studies
looked for an effective treatment without success
until 2011, when the first treatment for IPF was
approved in Europe: pirfenidone?.

ILD diagnosis can be very difficult, especially
when it is an IPF or a nonspecific interstitial pneu-
monia (NSIP). Several societies (ATS, ERS, JRS
and ALAT) have extensively reviewed available
literature and guidelines on recommendations for
IPF diagnosis and management. New information
has become available after 2011 with the approval
of pirfenidone and the negative outcomes of the
“triple drug therapy”- consisting of corticosteroids-
azathioprine and N-acetylcysteine®.

Acceptability and difficulties regarding the
implementation of these guidelines have not been
assessed in Argentina.

To assess the parameters used in IPF diagnosis
and treatment, a survey was conducted among
pulmonologists attending the Argentine Congress
on Respiratory Medicine held in October 2013. The
results of this survey were compared to those of a
similar survey carried out two years earlier by the
Interstitial Disease Department of the Argentine
Association of Respiratory Medicine.

Materials and methods

A 24-item questionnaire was designed to char-
acterize pulmonologists current clinical practice
patterns regarding availability of resources, as-

sessment of ILDs, and treatment of IPF patients.
During the Argentine Congress of Respiratory
Medicine held in October 2013 in the city of Men-
doza, the participants were invited to complete the
questionnaires that were placed on a desk. The
following information was collected: demographics
data of respondents, workplace (public or private
healthcare facilities, referral center, large or small
healthcare centers or institutions), frequency at
which IPF patients were examined, availability
of diagnostic tests, and diagnostic strategies used
with ILD patients. Finally, the survey focused
on therapeutic recommendations for patients
diagnosed with IPF. The same methodology and
questionnaire had been used previously at the
2011 Argentine Congress of Respiratory Medicine.
Data were presented as proportion of responders.
The chi=square test was used for the comparison
between physicians who devote more than 50% of
their time working at high-complexity healthcare
facilities and those working at small healthcare
centers. Comparisons between 2013 and 2011 res-
ponders were also done using a chi-square test.
ANNEX I and II surveys in spanish version.

Results

In 2013, a total of 252 physicians completed the
survey, which represented approximately 20% of
Congress participants. In 2011, 155 physicians
answered the questionnaire.

Over 60% of 2013 responders were women
under 50 years old (Table 1) who lived in large
cities (Figure 1). 90% were pulmonologists (12%
were specialists in a related field, such as internal
medicine or intensive health care). 29% of the
responders stated that they worked (more than
50% of their time) at public centers and 25% in a
private referral centre. The remaining stated that
they worked at small or private institutions. Over
80% of responders were involved in less than 20
annual cases of ILD (Figure 2). The most available

TABLE 1. Age of participants

Age n Percentage
<40 87 34.5
41-50 78 31.0
51-60 73 29.0
61-70 14 5.6
Total 252 100.0
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Place of residence (%) (n=252)

TOWN OR RURAL AREA:1

BS.AS CAPITAL: 21

Other large
urban hubs:
40

LITTLE
TOWN: 21

Buenos Aires suburbs: 16

Figure 1. Participant’s place of residence
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Figure 2. Number of ILDs treated per year

complementary method was the six minutes walk
test (6MWT) (Figure 3). The most widely used
supplementary method was thoracic computed to-
mography (86.9% of the responders used it if they
suspected ILD), and only 44.4 % of the responders
used lung diffusing capacity for carbon monoxide
(DLCO) in all their patients (Table 2). Table 3
shows the frequency of other diagnostic methods
which were used.

Reasons for not using some diagnostic methods
varied, but a high percentage of respondents stated
that the limiting factors to order some tests were
high cost and unavailability (Table 4).

If surgical biopsies were performed, approxima-
tely one third of the responders routinely sent their
samples to an expert in pulmonary pathology (Figure
4). Almost 60% of the respondents consulted referral
centers for less than 30% of their patients with sus-

Availability of complementary methods

90
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40

% of respondents
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20

I TAC DLCO W 6MWT

M Lung volumes

Figure 3. Availability of supplementary methods.

pected ILD (Figure 5). Among the 190 respondents
who explained their reasons for this, 58.4% stated
they considered it unnecessary, and 41.5% said they
had limited access to specialized centers.

Less than 20% of the responders considered that
they reached a final diagnosis of ILD in over 60%
of their patients (Figure 6). Final classification of
diagnosis was heterogeneous. It is worth noting
that, almost 50% of the respondents considered
IPF as the final diagnosis in less than 30% of their
patients (Table 5). Among the alternative diagno-
ses it had a large proportion of interstitial disease
associated with collagen diseases. Approximately
50% of the responders answered that less than 20%
of their IPF patients received specific treatment
for the disease (Figure 7).

Only 30% of the responders prescribed pirfe-
nidone as the choice treatment for IPF, and over
60% continued prescribing to prescribe treatments
with different combinations of corticosteroids and
immunosuppressants (Table 6). Over 90% of the
responders expressed that less than 3 patients
per year were referred for transplant evaluation.
Reasons for not referring patients were as follows:
transplant was not considered a treatment option
(3.9%), there were few severe patients in their
population (72.5%) and the belief that getting a
lung transplant in our country is extremely un-
likely (23.5%).

The frequency in the indication of antibody
assays was the only difference found in terms
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TABLE 2. Use of supplementary methods in the study of DPLD

% Of patients CT (n = 244) DLCO (n = 243) PM6M (n = 243) Lung volume
enrolled % of responses % of responses % of responses (n=243)
% of responses
0 2.0 23.0 4.9 25.1
5 0.4 0.8 0.8 3.3
10 0.4 4.1 1.2 1.2
20 0.4 1.6 2.1 3.7
40 0.8 3.3 2.1 0.8
50 0.4 7.8 4.5 7.4
60 0.8 0.8 3.3 1.6
70 0.8 3.3 4.1 2.9
80 3.7 9.0 7.0 6.6
90 3.28 1.6 25 21
100 86.9 44 .4 67.5 453
Total 100.0 100.0 100.0 100.0

TABLE 3. Use of other supplementary methods in the study of DPLD (n = 243)

Percentage Antibodies FBC Doppler Exercise test Surgical biopsy
of use (% of respondents) (% of echocardiography (% of (% of
of method respondents) respondents) respondents) respondents)
<30 31.7 34.2 13.6 55.1 59.3
30-50 10.7 32.9 14.0 15.2 31.7
51-70 21 8.6 9.1 6.6 2.9
> 70 55.6 24.3 63.4 23.0 6.2

TABLE 4. Reasons for not using the methods (if so)

Reasons for not TC DLCO Lungvolume 6MWT Exercise test Echocardiography FBC  Antibodies Biopsy
using the (n=36) (n=112) (n=107) (n=44) (n=122) (n=122) (n=114) (n=86) (n=145)
method

Difficult access 33.3%  69.6% 66.4% 27.3% 59.8% 20.0% 22.8% 55.8% 34.5%

Very expensive  16.7% 11.6% 11.2% 2.3% 4.9% 10.9% 9.6% 8.1% 9.0%

| don't think it's  50.0% 18.8% 22.4% 70.5% 35.2% 69.1% 67.5% 36.0% 56.6%

necessary

of diagnostic methods when comparing pulmo-
nologists who worked more than 50% of their
time at medium and high-complexity facilities
with those working at low-complexity facilities
or small healthcare centers (Table 7). Pulmono-
logists at large healthcare facilities reported a
higher prevalence of ILD associated to connective
tissue disorders and a lower rate of prescription of
corticosteroids and immunosuppressants for the
treatment of IPF (Table 8). There were no diffe-
rences between pulmonologists who took care of

more than 20 ILD cases per year and those who
took care of less cases (Figures 8 and 9).

The 2011 and 2013 results were not entirely
comparable, since the prevalence of the respon-
ders who worked more than 50% of their time
at referral centers was higher in 2011 (64.7% vs.
50.2% p: 0.004). Therefore, we decided to compare
according to complexity.

We confirmed a reduced availability of DLCO
and, therefore, in DLCO measurement between
2011 and 2013 in the surveyed centers working
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Management of surgical biopsies

B Physicians who consult a pathologist with experience in pulmonary pathologies.

Il Physicians who occasionally check pathology with a pathologist experienced in pulmonary pathologies.

& Physicians who always send biopsies only to the pathology working at their center.

[ Physicians who have their biopsies checked by a pathologist with experience in pulmonary pathologies.

Figure 4. Management of surgical biopsies
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Figure 5. Proportion of patients with DPLD who consulted to specialized centers

in medium and high complexity (Tables 9 and
10). In both types of institutions, the classifi-
cation of the final diagnoses was not different
(Table 11).

The proportion of patients receiving cor-
ticosteroids and/or immunosuppressants for
the treatment of IPF decreased significantly.
However, this decrease was neither accompanied
with nor replaced by new treatment options
(Table 12).

Discussion

During the last few years, the diagnosis of inter-
stitial diseases —particularly IPF- has undergone
many changes. This may be partly due to a deeper
understanding of its physiopathology, the advent of
new drugs, and, mainly, the publication of the last
2011 consensus! on IPF diagnosis and treatment.
In addition to the strengths and weaknesses of
different therapeutic options, there was a turning
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Percentage of ILD with final diagnosis IPF
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percentage of respondents (n=233)

Figure 6. Percentage of cases that reach final diagnosis

TABLE 5. Distribution of DPLD diagnosis

Proportion of Proportion of DPLD

associated to CTD

Proportion of

consultations DPLD that are IPF

(n = 236) (n =233)
Less than 30% 33.5% 49.8%
30-50% 40.3% 27.9%
51-70% 18.2% 4.7%
>70% 8.1% 17.6%

Treatment of IPF patients

50%

45%

40%

35%

30%

25%

20%

15%

10%

]
0%

less than 20% 20 to 40% 4110 60% 6110 80% more than 80%

% of responses (n=224)

% of IPF patients who receive specific treatment

Figure 7. Proportion of IPF patients who receive specific treatment

point in the management of these patients marked
by the contribution of HRCT to diagnosis —often
with high certainty— and the need for an interdis-
ciplinary approach to these patients.

Although several countries have assessed the
impact of these guidelines in the management of
IPF patients® 678 their acceptability and imple-
mentation of the mentioned guidelines have not
been assessed in our country.

TABLE 6. Treatments prescribed for IPF

Treatment for IPF % of responses

(n=188)

AZA + acetylcysteine 0.5
AZA 0.5
Corticosteroids + AZA 9.3
Corticosteroids + acetylcysteine 6.0
Corticosteroids + AZA + acetylcysteine 18.1
Corticosteroids 22.0
Corticosteroids + AZA + Methotrexate 0.5
Corticosteroids + AZA + Colchicine 0.5
Corticosteroids + n-acetylcysteine + 0.5
protector gastrico

Corticosteroids + cyclophosphamide 1.6
N — acetylcysteine 9.3
Pirfenidone 29.7
Pirfenidone + ambrisentan + nac 0.5
Tobramicine 0.5
Total 100.0

In order to evaluate the impact of the 2011
Consensus! in our country, a questionnaire was
designed to be administered during the 2011 and
2013 sessions of the annual Argentine Congress
of Respiratory Medicine, an event that is attended
by many physicians.

Regarding the study population (253 surveyed
physicians in 2013 and 155 in 2011), we must
consider that slightly over half of responders wor-
ked at public or private referral centers, while
the rest worked exclusively in private practice or
small healthcare facilities. This is an important
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TABLE 7. Use of supplementary methods according to complexity-level of the main workplace facility

Performed in more Over 50% work at medium- Over 50% work at low- p
than 60% of their high complexity healthcare complexity healthcare
patients facilities (public or private) facilities (public or private)
CT 95.1% 95.8% 1.000
DLCO 62.5% 55.7% 0.298
6MWT 86.7% 82.0% 0.378
Pulmonary volumes 63.3% 53.3% 0.120
Measurement of antibodies 64.2% 50.8% 0.038
TABLE 8. Distribution of diagnoses based on complexity level of the main workplace facility
Over 50% work at medium- Over 50% work at low- p
high complexity healthcare complexity healthcare
facilities (public or private) facilities (public or private)
Over 50% are CTD 53.8% 29.7% < 0.001
Less than 30% are IPF 53.0% 46.2% 0.358
Treatment prescribed for IPF 51.6% 67.0% 0.049

includes corticosteroids and IS

1009

Use of supplementary methods by pneumonologists that see
more or less than 20 DPLDs per year

90%

80%

70%

60%

50%

40%

Percentage of respondents

30%

20%

10%

0%

TC

Physicians that see less than 20 DPLDs per year

DLCO

6MWT Lung Volume Antibody Assay

[l Physicians that see more than 20 DPLDs per year

Figure 8. Pneumonologists that see more or less than 20 cases of DPLD per year
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[Treatment for IPF with corticosteroids and immunosuppressants
p=0,745

Less than 30% are IPF

More than 50% are CTD

0%

Distribution of diagnoses and treatments (pulmonologists who see approximately 20 cases of DPLD per year)

Physicians that see more than 20 ILD per year

10% 20% 30% 40% 50% 60% 70

% of respondents

M Physicians that see more than 20 ILD per year

Figure 9. Distribution of diagnoses and treatments (pulmonologists who see approximately

20 cases of DPLD per year)

TABLE 9. Comparison between 2011 and 2013 surveys
(physicians working more than 50% of the time at medium-
high complexity healthcare facilities)

Method 2011 2013 p
(% of availability)
CT 69.3% 86.5% 0.02
DLCO 67.3% 44.4% 0.001
Lung volumes 65.3% 48.4% 0.329
6MWT 93.0% 84.1% 0.062

TABLE 10. Use of tests in 2011 and 2013 surveys
(physicians that work more than 50% of the time at medium/
high-complexity healthcare facilities)

Methods (% of respondents 2011 2013 p
who prescribe tests in more
than 60% of the cases)

CT 96.0% 95.8% 1.000
DLCO 77.0% 62.5% 0.028
Pulmonary volumes 75.5% 63.3% 0.06
6MWT 86.0% 86.7% 1.000
Antibodies 65.3% 64.2% 0.888

fact, since (as mentioned before) diagnosis of most
interstitial diseases requires a multidisciplinary
approach, which calls for access to and the inte-
raction of different specialists (pulmonologists,
imaging experts, and pathologists). Such approach
allows for earlier diagnosis (as in IPF) and ade-
quate treatment decisions®. The workplace of
surveyed physicians contrasts with international

surveys. According to a recently published French
survey’~which polled over 1244 pulmonologists,
out of whom, 41% dealt with interstitial diseases
—most pulmonologists worked at general hospitals
(68%), 23% in private practice, and 9% in combined
private/public practice.

In a survey conducted in Latin America-ALAT
2013 (Latin American Thoracic Society)*°, a total
of 185 healthcare professionals were polled (most
of them pulmonologists), 76% of whom were over
40 years of age. In our survey, over 60% of the
respondents were women under 50. This means
that in both surveys, physicians had at least 10
years of experience in their specialty.

In the 2013 survey, the analysis of the number
of IPF patients assisted per year showed that 80%
of respondent physicians saw less than 20 patients
with ILD per year (55% saw 10 or less per year).
This is a significant difference with international
surveys; the French® and AIR? (Advancing IPF
Research) surveys showed mean values of 56 and
39 IPF patients per physician per year, respectively.
In the Latin American survey!’, 50% of the respon-
dents stated that 1-5% of their patients had ILD.

Accordingly, Argentina’s geographic dispersion
and low stratification of complexity levels call for
continuous medical education strategies for ILD
that require support structures (on-site or remote)
for a large number of physicians working at cen-
ters with low availability of diagnostic methods
and limited access to interdisciplinary discussions.

As regards availability of supplementary stu-
dies, 86.9% of respondents had access to CT, 67%
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TABLE 11. Distribution of diagnoses in 2011 and 2013

Low-complexity healthcare facilities

Diagnoses 2011 2013 p
% of respondents who reach a certain 34.6 23.1 0.133
diagnosis in over 60% of their patients

% of respondents for whom over 50% 35.3 29.7 0.476
of their cases of DPLD are associated to CTD

% of respondents for whom less than 30% 33.3 46.2 0.343
of their cases of DPLD are IFP

High-complexity healthcare facilities

Diagnoses 2011 2013 p
% of respondents who reach a certain diagnosis 42.3 31.9 0.153
in over 60% of their patients

% of respondents for whom over 50% of their cases of 41.9 53.8 0.997
DPLD are associated to CTD

% of respondents for whom less than 30% of their 51.7 53.0 1.000
cases of DPLD are IFP

TABLE 12. IPF treatment in 2011 and 2013

Low-complexity healthcare facilities 2011 2013 p

% of respondents who prescribe IPF-specific 58.3 26.6 < 0,001
treatment for more than 60% of their patients

IPF treatment with corticosteroids and/or 100.0 67.0 < 0,001
immunosuppressants (% of patients receiving

said treatment)

High-complexity healthcare facilitie 2011 2013 P

% of respondents who prescribe IPF- 57.8 24.8 < 0,001
specific treatment for more than 60% of their patients

IPF treatment with corticosteroids and/or 94.2 51.6 < 0,001

immunosuppressants (% of patients receiving
said treatment)

to 6MWTSs, and only 44% to DLCO. The Latin Ame-
rican survey'® showed very similar results: 85% for
CT and 40% for DLCO. HRCT is very important in
the diagnosis of IPF, since a tomographic pattern of
usual interstitial pneumonia (UIP) would avoid the
need for surgical biopsy confirmation. Our study
did not enquire about access to experts in thoracic
images nor how the diagnosis was performed in
patients without CT.

In Argentina, there are very few official gra-
duate programs on thoracic radiology. However,
this situation is not conclusive since radiologists
may have attended other continuous medical

education programs or have acquired extensive
experience because of the number of cases they
have seen. Even though it is very hard to assess
this situation quantitatively, it is unlikely that
the physicians working at small centers (and/or
small districts) have direct access to a radiologist
with the opportunity to see a large number of
cases, as would be necessary to upgrade their
experience beyond their initial training. Another
limiting factor of this type of survey is that it can-
not assess imaging quality (especially in the case
of high-resolution techniques) and, accordingly,
diagnostic accuracy.
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As for supplementary tests, it is worth mentio-
ning that a relatively low proportion of physicians
perform DLCO routinely in all their patients
(44%), which is probably due, as referred by res-
ponders, to lack of availability (69%) and/or high
cost (11.6%). DLCO is essential to assess disease
severity and surgical risk —in case of biopsies.
Remarkably, with respect to their reasons for not
conducting supplementary tests, they answered
that they thought they were not necessary (18.8%).
In spite of the fact that, in theory, access to 6MWT
is easy (it is a simple, low-cost test), only 67.5%
of the respondents used it routinely, and 70% of
non-users stated they considered it unnecessary.
6MWT is extremely useful both to detect baseline
defects —if DLCO is not available— and to predict di-
sease evolution in IPF patients. Other local studies
have shown that the test is not sensitive enough to
detect a drop in DLCO™ but it is readily available
and highly-specific. On the other hand, the drop in
Sa0, correlates to the drop in forced vital capacity
(FVC) but it cannot be predicted by DLCO values
or thoracic CT anomalies. Thus, that measurement
is important to decide whether or not to administer
supplemental oxygen!!. Additionally, 6BMWTs have
proved useful to define IPF prognosis, whether
through distance walked or the magnitude of the
drop in oxygen saturation'?. A study!®showed that
the drop in oxygen saturation (more than the dis-
tance walked) predicted a higher mortality risk,
even if adjusted to age, sex, and baseline DLCO.
Another study'* showed that walked distance was
not effective to predict a higher mortality risk,
if the drop in oxygen saturation was taken into
consideration. These differences probably relate
to different walking protocols and the use or
absence of supplemental oxygen but, in any case,
the diagnostic and prognostic value of this simple
affordable test is undeniable. Strikingly, we found
no significant differences between physicians wor-
king at medium-high complexity healthcare facili-
ties (and/or who saw more patients per year) and
the remaining healthcare professionals regarding
the use of routine tests—with the only exception
of antibody assays, which were more frequently
prescribed by the first group of physicians.

As for interdisciplinary diagnosis, only one third
of responders sent (always or frequently) biopsy
samples to pathologists with experience in intersti-
tial diseases (37%). This differs from other surveys,
since in AIR this is a systematic practice in over 90%

of the cases (66% in the French survey). It is worth
highlighting that, in those surveys, only 7% and
3%, respectively, never consult another colleague
(of the same field or radiologists or pathologists)
for help to reach IPF diagnosis. In the Latin Ame-
rican survey, more than half of the responders
(59%) did not have access to a pathologist with
experience in ILD diagnosis in their institution.
Such data, both for Argentina and Latin America,
lead us to consider it necessary to promote or faci-
litate communication with referral centers for ILD
management. Although different characteristics of
the sample population account for these differences,
difficulties to refer laboratory samples undoubtedly
have a large influence in our settings. To promote
and guarantee access to experienced pathologists
should be a priority for parties interested in these
patients, so as to facilitate the work of specialists
without access to pathologists trained in pulmonary
pathologies at their centers.

In our survey, less than 50% of responders
consult referral centers. Maybe this low rate of
interaction partially explains why only 20% reach
final diagnosis in their patients. In Argentina,
there are free services and methods for face-to-face
and remote consultation with specialized centers.
However, consultation rates to specialized cen-
ters are very low, apparently due to lack of trust
or knowledge. The Department of Interstitial
Diseases of the AAMR (Argentine Association for
Respiratory Medicine) should improve accessibility
to and promote the importance of these consulta-
tions more broadly and emphatically—especially
in difficult-to-diagnose cases.

Another striking aspect is the low proportion
of physicians stating that IPF is their most fre-
quent diagnosis. Instead they claimed a higher
frequency of connective tissue diseases (CTDs).
The assessment of different international series
(France, Japan, USA, etc.) shows that IPF is the
most prevalent diagnosis, representing over 50%
of ILD cases. This was also the result of the Latin
American survey, where the most frequent ILD
was IPF (59%). This situation may result from
the inclusion, within the ILD category, of patients
with non-specific disorders or conditions not tra-
ditionally included within ILD, such as infections,
occupational conditions, or a high level of wrong
diagnoses. However, except for specialized hospi-
tals, the low prevalence of ILDs associated to CTDs
makes it unlikely for CTDs to be the most frequent
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cause. A positive aspect of this information is the
high awareness among rheumatologists who refer
their patients frequently and early for evaluation
of lung involvement, though, this may also reflect
the under-diagnosis of IPE.

It is worth mentioning the low percentage of
patients who receive specific treatment. Less than
one third of physicians prescribed pirfenidone as
the choice treatment. Pirfenidone is currently
regarded as the only drug available in the Argen-
tine market with positive, proven results. The
ASCEND (Assessment of Pirfenidone to Confirm
Efficacy and Safety in Idiopathic Pulmonary
Fibrosis) '° study is a phase-III, double-blind,
placebo controlled randomized trial assessing
the use of pirfenidone in the IPF treatment. In
a study, conducted for the first time in Japan,
treatment with pirfenidone reduced the decline
in FVC at week 52 and improved survival. Later,
multicenter studies were conducted in the US
(CAPACITY 004 and 006)'¢, where the primary
outcome was FVC (difference between baseline
and end values at week 72). The difference was
reached in 004 but not in 006. Treatment with
pirfenidone was associated to a reduction in FVC
decline (8 vs. 12%) as well as to fewer deaths in
patients treated with 2403 mg/d. This is why se-
veral international guidelines have included pirfe-
nidone in their treatment recommendations!"!819,
A more concerning issue is the fact that 60% of
the responders, continued to prescribe different
combinations of corticosteroids and immunosup-
pressants, which not only are ineffective but may
be harmful. The study known as PANTHER-IPF?°
assessed the response of IPF to three different
therapeutic regimens: prednisone, azathioprine
and n-acetylcysteine versus n-acetylcysteine
alone versus placebo. An interim analysis con-
ducted before week 60 showed that, as compared
to placebo, the combination of the three drugs
(prednisone, azathioprine and n-acetylcysteine)
was associated to higher mortality rates (1% vs.
11%), more hospital admissions (8% vs. 29%), and
more severe adverse events (9% vs. 31%).

In the Latin American survey, most colleagues
still used the triple drug regimen as a therapeutic
option. In the AIR survey (conducted in 2013),
pirfenidone was prescribed to 81% of IPF patients,
being the most frequent prescription after supple-
mental oxygen (96%). N-acetylcysteine alone and
corticosteroids were prescribed to 76% and 34%,

respectively. It seems that high-cost and availa-
bility difficulties have a significant influence in
our settings, limiting treatment administration.
However, it is also possible that the fact that IPF
is perceived as an inevitably lethal disease in the
short-term influences treatment decisions made
by treating physicians, explaining why they do not
take a more active approach with these patients. It
is necessary to effectively communicate the correct
role of pirfenidone (with its indications, contrain-
dications, and effectiveness limitations) so that
both physicians and patients can make informed
decisions about the use of pirfenidone and future
available treatments to slow disease progression.

According to the French survey (2011-2012),
treatment with corticosteroids was prescribed in
49% of the cases. This high proportion—obser-
ved both in the French survey and in our own
survey—leads us to emphasize the need for conti-
nuous education and refreshing programs on IPF
management. Another factor worth mentioning
(which we should not forget) is that pirfenidone
has been available in our country only since 2013-
a relatively short time. Factors such as resistance
to change, lack of knowledge about the consensus
and new drugs, as well as delays of public and
private health insurance companies in covering
costs, could account for this.

In the comparison between 2011 and 2013
surveys, the reduction in the availability and,
therefore, the use of DLCO for ILD patients ca-
lled our attention. This poses a paradox, since
it is well known that during the last few years
the availability of high-complexity pulmonary
function tests has increased in Argentine provin-
ces. Another relevant piece of information that
derives from such comparison is the reduction
in the use of corticosteroids and immunosup-
pressants (probably due to the dissemination
of information about their toxicity), but this
was not accompanied by a higher use of specific
treatments, since the prescription rate of specific
treatments was also low. However, it is highly
worrying that even Argentine pulmonologists
(561.6% of whom work at large hospitals and
high-complexity facilities vs. 67% who work at
low-complexity healthcare facilities) who com-
pleted the survey (half of whom stated they saw
quite a few cases of IPF patients per year) still
prescribe corticosteroids and immunosuppres-
sants, a treatment proven to be ineffective and
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highly unadvisable because it is associated with
increase in mortality rates?.

The publication of the 2011 Consensus! and
continuous medical education programs conduc-
ted by the Argentine Association of Respiratory
Medicine have not yet had the expected impact
in reducing the prescription of useless drugs or
encouraging interdisciplinary consultations. Beha-
vioral changes as regards diagnosis and treatment
(significantly different in the literature and the
community of specialists) associated to the pu-
blication of the consensus and pivotal studies on
the different treatments used have not changed
the therapeutic decisions of Argentine surveyed
physicians as expected. Obviously, emphasizing
the need for continuous education programs in
the management of these diseases is of paramount
importance for any program aimed at improving
care for these patients.

Among the limitations of this survey, we have to
state, among others, low percentage of answers for
some items and the responders arbitrary criteria to
define high-complexity and low-complexity medical
centers. Comparisons with other surveys are based
only on estimates, since designs and populations are
different. In addition to this, as mentioned before,
the surveys included physicians engaged in the
management of interstitial diseases.

However, it is worth pointing out that the num-
ber of responders represents almost one third of
Argentine pulmonologists, since it is estimated
that there are approximately between 900 and
1000 pulmonologists in our country.

The new challenge is to assess and identify the
underlying causes of the barriers to diagnosis
and treatment of these diseases in our setting.
Promoting benchmark centers, creating surveys
to identify problems, translating literature into
our language, and using technology for on-line
communication (e-mail or videoconference) could
mark the start of a better implementation of recent
international practice guidelines.
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