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This document is an international evidence-based guideline on the
diagnosis and management of idiopathic pulmonary fibrosis, and is
a collaborative effort of the American Thoracic Society, the European
Respiratory Society, the Japanese Respiratory Society, and the Latin
American Thoracic Association. It represents the current state of
knowledge regarding idiopathic pulmonary fibrosis (IPF), and con-
tains sections on definition and epidemiology, risk factors, diagnosis,
natural history, staging and prognosis, treatment, and monitoring
disease course. For the diagnosis and treatment sections, pragmatic
GRADE evidence-based methodology was applied in a question-
based format. For each diagnosis and treatment question, the
committee graded the quality of the evidence available (high,
moderate, low, or very low), and made a recommendation (yes or
no, strong or weak). Recommendations were based on majority



American Thoracic Society Documents

vote. Itis emphasized that clinicians must spend adequate time with
patients to discuss patients’ values and preferences and decide on
the appropriate course of action.

Keywords: idiopathic pulmonary fibrosis; usual interstitial pneumonia;
evidence-based medicine, diagnosis, therapeutics; tomography, X-ray
computed

Idiopathic pulmonary fibrosis (IPF) is defined as a specific form
of chronic, progressive fibrosing interstitial pneumonia of un-
known cause, occurring primarily in older adults, and limited
to the lungs. It is characterized by progressive worsening of
dyspnea and lung function and is associated with a poor
prognosis. The American Thoracic Society and European Re-
spiratory Society (ATS/ERS), in collaboration with the Amer-
ican College of Chest Physicians (ACCP), published an
international consensus statement in 2000 on the diagnosis
and management of IPF (1). Importantly, the statement recog-
nized IPF as a distinct clinical entity associated with the his-
tologic appearance of usual interstitial pneumonia (UIP), and
provided specific recommendations for clinicians regarding its
diagnosis and management. Since the publication of the 2000
ATS/ERS statement, studies have used the ATS/ERS statement
recommendations to further our understanding of the clinical
manifestations and course of IPF. The accumulated data and
observations made in these studies allow us to provide new
guidelines for the diagnosis and management of IPF based on
the best available evidence using ATS/ERS methodology.

OBJECTIVE

This document is an international evidence-based guideline on
the diagnosis and management of IPF. The purpose of these
guidelines is to analyze the additional evidence accumulated
since the publication of the 2000 ATS/ERS consensus statement
and to provide evidence-based recommendations for manage-
ment, with an emphasis on diagnosis and treatment. This
document is intended to replace the previous ATS/ERS IPF
consensus statement, and will be updated when appropriate in
accordance with the policy of the sponsoring societies.

The primary objective of this document is to provide
recommendations based on a thorough review of the evidence
published to date using the GRADE methodology (see below)
to clinicians in a transparent manner. It is intended to empower
clinicians to interpret these recommendations in the context of
individual patient values and preferences, and to make appro-
priate decisions regarding all aspects of disease management,
tailored to the patient with typical IPF.

METHODS

Committee Composition

This guideline is a collaborative effort between the ATS, ERS, Japanese
Respiratory Society (JRS), and Latin American Thoracic Association
(ALAT). The project chair (G.R.) nominated two co-chairs (J.J.E. and
F.J.M.) and a group of experts in IPF and/or evidence-based method-
ology from North America, Europe, Asia, and South America. This
group consisted of clinicians with recognized expertise in IPF and
interstitial lung diseases (24 pulmonologists, 4 radiologists, and 4
pathologists), 1 methodologist (also a general pulmonologist), and 1
chief librarian, assisted by 2 librarians experienced with literature
searches for pulmonary diseases. This group was approved by and
represented the membership of the four sponsoring societies.

Disclosure of Conflicts of Interest

Panel members disclosed all potential conflicts of interest. The chair
discussed and resolved all potential conflicts of interest with committee
members. All potential conflicts of interest (including those of the chair
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and co-chairs) were discussed with the chair of the Ethics and Conflict
of Interest Committee of the ATS.

During all deliberations, members with perceived conflicts of interest
abstained from voting on specific recommendations related to the
conflict of interest. Furthermore, members were reminded to consider
their own and other members’ potential conflicts of interest when
discussing and voting on recommendations. In addition, other potential
conflict of interest, if any (e.g., academic conflicts of interest), that were
not apparent in the formal disclosures were left to be resolved by
individual committee members based on their own conscience, judgment,
and discretion in making recommendations (i.e., voting). The reference
librarians did not participate in voting for any of the recommendations.

Committee Meetings and Evidence Review Process

The committee was divided into subgroups, and each subgroup was
provided with articles relevant to their respective sections and/or
questions. The subgroups were tasked with reviewing the literature,
developing relevant questions, and developing preliminary section
drafts. Four face-to-face meetings were held in which the subgroup
drafts were reviewed. For certain sections, evidence-based recommen-
dations were discussed, voted on, and finalized by the entire committee.

Document Preparation

The chair and a member of the committee (H.R.C.) integrated the draft
sections and voting results into a preliminary document that was
circulated among the committee members for further input. Input from
the committee members was incorporated into the document which was
read and edited further by an editing committee (G.R., HR.C., JH.R,,
J.B.,, M.E,, K.R'F., and H.J.S.) via live webinar-teleconference. A final
draft document was reviewed by the full committee, finalized, approved,
and submitted to the ATS and ERS for peer review. The document was
revised to incorporate the pertinent comments suggested by the external
reviewers and the input provided by the editor of the ATS documenta-
tion and implementation committee. The drafted revised document was
read and edited via webinar-teleconference (G.R., JJ.E., FJM., H.R.C,,
and H.J.S.) and circulated to the entire committee for further input. A
pre-final draft of the revised document was subsequently finalized via
webinar-teleconference (G.R., J.J.E., FJM., HR.C., and HJ.S.). Con-
cerns raised by some committee members regarding the choice of most
appropriate words to convey the significance of recommendations were
resolved by consensus reached by all concerned, which included the chair
(G.R.), co-chairs (F.J.M. and J.J.E.), and committee members (H.J.S.,
H.R.C., A.U.W., U.C,, and J.B.), and incorporated in the document. One
committee member (R.D.B.) requested not to be a co-author of the final
document due to his concerns regarding the methodology used for the
treatment section. Since he participated in voting and document
preparation, he is listed as a committee member. The revised document
was reviewed by the authors, finalized, approved, and submitted to the
editor of the ATS documentation and implementation committee.

Document Structure

This document is structured to provide an evidence-based review of
the current state of knowledge regarding IPF, and contains guidelines
for the management of IPF that include definition and epidemiology;
risk factors; natural history; staging and prognosis; monitoring disease
course; future directions. For the diagnosis and treatment sections,
pragmatic GRADE evidence-based methodology was applied (2, 3).
These sections were organized around specific questions as described
below. The committee performed a complete systematic review of the
literature for the questions focused on treatment. The literature
searches and assessment of the evidence followed the GRADE ap-
proach to rate the quality of evidence and strength of the recommen-
dations for all questions in the diagnosis and treatment sections. The
remaining sections were written after a thorough review of the
available literature in a narrative review format.

Formulation of the Topic Sections and Questions

Relevant section topics and questions were identified by committee
members. Additional input was sought from general pulmonologists in
the community and at academic centers.
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TABLE 1. QUALITY OF EVIDENCE DETERMINATION

Quality of Evidence Study Design

Lower If: Higher If:

High Randomized controlled trial
Moderate Downgraded randomized controlled trial
or upgraded observational study
Low Well done observational study with control groups
Very low Any other evidence (e.g., case reports, case series)

Limitation in study quality
Indirectness

Important inconsistency

Sparse or imprecise data

High probability of publication bias

e Strong association, no plausible confounders

e Evidence of a dose-response gradient

o Plausible confounders would have reduced
the effect

Literature Review and Preparation of Evidence Profiles

An evidence profile was created for each question using the GRADE
methodology (2, 3). A MEDLINE search from 1996 to December 2006
was performed at the beginning of the committee’s work, with periodic
updates during document development and finalization through May
31, 2010. Searching the literature before 1996 was not done systemat-
ically, since it had been searched extensively for the 2000 Consensus
Statement (1). The current search was augmented by searches of
EMBASE and committee member files. The literature search was
limited to manuscripts published in the English language and English
abstracts available from articles published in other languages. For the
section on IPF treatment, we utilized the methodology of systematic
review, which included meta-analysis of studies where appropriate (4—
7). This review examined all relevant studies including randomized
controlled trials, cohort studies, case-control studies, and cross-sectional
studies. A few studies were not included in this question-based
document due to the preliminary nature of their observations (8-11).
For details of the literature search methodology and results, please see
the online supplement.

Quality of Evidence and Strength of Recommendations

The quality of evidence was determined according to the ATS
GRADE criteria (3) (Tables 1 and 2). The GRADE approach
identifies all outcomes that are of importance to patients and differ-
entiates the critical outcomes from the important but not critical ones.
Recommendations depend on the evidence for all patient-important
outcomes and the quality of evidence for each of those outcomes.
GRADE evidence profiles are tabulated in this document for random-
ized controlled trials (see TREATMENT below). For each question, the
committee graded the quality of the evidence available (high, moder-
ate, low, or very low), and made a recommendation for or against.
Recommendations were decided on the basis of majority vote. There
were 31 voting members of the committee (the reference librarians
were not voting members). The number of votes for, against, abstain-
ing, and absent are reported for all treatment votes. Recommendations
were either “strong” or “weak.” The strength of a recommendation
reflects the extent to which one can, across the range of patients for
whom the recommendation is intended, be confident that desirable
effects outweigh undesirable effects (3).

All recommendations were made after face-to-face, detailed dis-
cussions of the evidence profile and quality by committee members
present at the face-to-face discussions. While the recommendation on
the use of pirfenidone had been made by the committee members
during the face-to-face discussions, the question was revisited because
of the subsequent release of substantial additional scientific evidence.
The ATS and ERS also recommended including the additional

TABLE 2. QUALITY OF THE EVIDENCE RATING AND IMPLICATIONS

scientific data from just-completed clinical trials of pirfenidone that
had been released to the scientific and public domain in the commit-
tee’s recommendation. This new evidence, including a meta-analysis of
the available pirfenidone data, was sent to all members of the
committee electronically, and the final voting for pirfenidone was
made by e-mail. Thus, the total number of votes for the pirfenidone
question reflects all the voting members of the committee; that is, it
included the votes of the members who were not present during the
prior face-to-face discussions of pirfenidone and other topics.

Newer data published subsequent to the final formal face-to-face
voting was not considered for evidence-based recommendations because
there was not sufficient time for a thorough review and consideration of
the data by the committee members. These newer data that were not
subjected to formal face-to-face discussion are provided as a summarized
narrative in the text of the document. These and all other new pertinent
published data will be considered for formal evidence-based recommen-
dations in future updates of this document.

External Review Process

This document was subjected to review by the ATS Board of Directors
and ERS Science Committee as well as external peer review. The final
document met the approval of the governing bodies of the ATS, ERS,
JRS, and ALAT.

SIGNIFICANCE OF EVIDENCE-BASED
RECOMMENDATIONS TO CLINICIANS FOR
THE MANAGEMENT OF IPF

Over the last decade, there has been an increasing body of
evidence pertinent to the clinical management of IPF. This
committee has reviewed the extensive literature published to
date, and recommendations are provided based on a robust and
transparent methodology. Since the process is transparent, the
recommendations provided empower the clinician confronted
with the patient with typical IPF to make the most appropriate
decisions tailored to the patient’s values and preferences.
Clinicians need guidance to interpret evidence-based rec-
ommendations, in particular the direction and strength of a
recommendation (Table 3). Recommendations against certain
interventions are particularly important if an expert committee
(guideline panel) is concerned that current practice needs to
change and if the evidence indicates that there may be more
harm than benefit from an intervention that is frequently used.
It should be emphasized that evidence-based recommendations

Quality of the Evidence (GRADE)

The quality of the evidence is a judgment about the extent to which we can be confident that the estimates of effect are

correct. These judgments are made using the GRADE system, and are provided for each outcome. The judgments are based
on the type of study design (randomized trials versus observational studies), the risk of bias, the consistency of the results
across studies, and the precision of the overall estimate across studies. For each outcome, the quality of the evidence is rated
as high, moderate, low, or very low using the following definitions:

High (& ® ® ®)
Moderate (& ® ®O)
Low (& ®O0)

the estimate.
Very low (&O00)

Further research is very unlikely to change our confidence in the estimate of effect.
Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change

We are very uncertain about the estimate. (For more information about the GRADE system, see: www.gradeworkinggroup.org)
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TABLE 3. IMPLICATIONS OF RECOMMENDATIONS FOR PATIENTS, CLINICIANS, AND POLICY MAKERS

Weak

"Weak Yes” "Weak No”

Strong
Strong Yes” "’Strong No”

Patients Most people in this Most people in this situation
situation would want would not want the intervention
the intervention and only a and only a small proportion would
small proportion would not

Clinicians Most patients should receive the recommended

course of action
The recommendation can be adopted as a policy in
most situations

Policy Makers

The majority of people in this
situation would want the
intervention, but many
would not

Be more prepared to help patients to make a decision that is consistent
with the patient’s own values

There is a need for substantial debate and involvement of stakeholders

The majority of people in this
situation would not want the
intervention, but many would

are for typical patients. For individual patients, the best decision
may sometimes not be the one recommended by evidence-
based guidelines. Factors that influence such decisions are
primarily related to patients’ values and preferences. Some
patients may be willing to accept possible adverse consequences
even if expected benefits are small; others may not.

The strength of the recommendations is either strong or
weak based on the quality of evidence and the voting of the
committee members. When the recommendation is for the use
of a specific treatment (or a specific question), it is denoted as
a “YES,” and when the recommendation is against the use of
the specific treatment (or a specific question), it is denoted as
a “NO.” Thus the recommendations are either (/) STRONG-
YES, (2) STRONG-NO, (3) WEAK-YES, or (4) WEAK-NO.

A strong recommendation implies that most patients would
want the recommended course of action. A weak recommendation
implies that the majority of patients would want the intervention,
but many would not. Specifically, a weak negative recommendation
implies that the majority of patients would not want the intervention,
but many would. In the case of a weak recommendation, clinicians
are especially required to spend adequate time with patients to
discuss patients’ values and preferences. Such an in-depth discus-
sion is necessary for the patient to make the best decision. This
may lead a significant proportion of patients to choose an
alternative approach. Fully informed patients are in the best
position to make decisions that are consistent with the best
evidence and patients’ values and preferences.

The committee recognizes that regulatory agencies review
applications seeking their approval for use of specific drugs for
treatment of IPF, and decisions regarding approval are made
according to set policies and procedures of the agencies.

SUMMARY CONCLUSIONS AND TREATMENT
RECOMMENDATIONS

Conclusions

1. IPF is defined as a specific form of chronic, progressive
fibrosing interstitial pneumonia of unknown cause, occur-
ring primarily in older adults, limited to the lungs, and
associated with the histopathologic and/or radiologic
pattern of UIP.

2. The diagnosis of IPF requires:

a. Exclusion of other known causes of interstitial lung
disease (ILD) (e.g., domestic and occupational envi-
ronmental exposures, connective tissue disease, and
drug toxicity).

b. The presence of a UIP pattern on high-resolution
computed tomography (HRCT) in patients not sub-
jected to surgical lung biopsy.

c. Specific combinations of HRCT and surgical lung
biopsy pattern in patients subjected to surgical lung
biopsy.

The major and minor criteria proposed in the 2000 ATS/
ERS Consensus Statement have been eliminated.

3. The accuracy of the diagnosis of IPF increases with
multidisciplinary discussion between pulmonologists, ra-
diologists, and pathologists experienced in the diagnosis
of ILD.

4. TPF is a fatal lung disease; the natural history is variable
and unpredictable:

a. Most patients with IPF demonstrate a gradual worsen-
ing of lung function over years; a minority of patients
remains stable or declines rapidly.

b. Some patients may experience episodes of acute re-
spiratory worsening despite previous stability.

5. Disease progression is manifested by increasing respira-
tory symptoms, worsening pulmonary function test re-
sults, progressive fibrosis on HRCT, acute respiratory
decline, or death.

6. Patients with IPF may have sub-clinical or overt co-
morbid conditions including pulmonary hypertension,
gastroesophageal reflux, obstructive sleep apnea, obesity,
and emphysema. The impact of these conditions on the
outcome of patients with IPF is unclear.

Treatment Recommendations

The recommendations detailed below are based on the
GRADE approach outlined in the introductory section (3).
The committee felt the preponderance of evidence to date
suggests that pharmacologic therapy for IPF is without defini-
tive, proven benefit. For this reason, the committee has chosen
to make recommendations of varying strength against most
therapies.

Treatment recommendations for specific therapies are the
following (the quality of evidence is in parenthesis, presented as
one to four plus signs, with zeroes as place holders where there
are fewer than four plus signs):

1. The recommendation against the use of the following
agents for the treatment of IPF is strong:

. Corticosteroid monotherapy (& OOO)

. Colchicine (& OOO)
Cyclosporine A (& O00)

. Combined corticosteroid and immune-modulator ther-
apy (@ ®00)

oo o
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e. Interferon y 1b (@ & © @)
f. Bosentan (& @ ©0O)
¢g. Etanercept (& ® #0)

2. The recommendation against the use of the following
agents for the treatment of IPF is weak; that is, these
therapies should not be used in the majority of patients
with IPF, but may be a reasonable choice in a minority:

a. Combined acetylcysteine and azathioprine and predni-
sone (& ®00)

b. Acetylcysteine monotherapy (@ © OO)

c. Anticoagulation (& OOO)

d. Pirfenidone (& ® OO)

3. The recommendation for long-term oxygen therapy in
patients with IPF and clinically significant resting hypox-
emia is strong (©OO0O0O).

4. The recommendation for lung transplantation in appro-
priate patients with IPF is strong (©OOO).

5. The recommendation against mechanical ventilation in
patients with respiratory failure due to IPF is weak; that
is, mechanical ventilation should not be used in the
majority of patients with IPF, but may be a reasonable
choice in a minority (& ©OO).

6. The recommendation for pulmonary rehabilitation in
patients with IPF is weak; that is, pulmonary rehabilita-
tion should be used in the majority of patients with IPF,
but not using pulmonary rehabilitation may be a reason-
able choice in a minority (& ® OO).

7. The recommendation for corticosteroids in patients with
acute exacerbation of IPF is weak; that is, corticosteroids
should be used in the majority of patients with acute
exacerbation of IPF, but not using corticosteroids may be
a reasonable choice in a minority (& OOO).

8. The recommendation against the treatment of pulmonary
hypertension associated with IPF is weak; that is, pulmo-
nary hypertension should not be treated in the majority of
patients with IPF, but treatment may be a reasonable
choice in a minority (& OOO).

9. The recommendation for the treatment of asymptomatic
gastroesophageal reflux in patients with IPF is weak; that is,
asymptomatic gastroesophageal reflux should be treated in
the majority of patients with IPF, but not treating asymp-
tomatic gastroesophageal reflux may be a reasonable choice
in a minority (& OO0O).

Based on the evidence published to date, there is no proven
pharmacological therapy for IPF. While a few studies have
suggested potential benefits from some pharmacologic agents,
the recommendations made by the committee for these agents
were “weak no.” For the well-informed patient who strongly
desires pharmacologic treatment, it is suggested that the choice of
agent may be made from therapies that received a weak recom-
mendation against their use (“weak no”).

Continued, concerted efforts should be made by physicians,
patients, and sponsors to pursue well-designed clinical trials aimed
at improving outcomes, including quality of life, in patients with
IPF. The committee recognizes the need to update treatment
recommendation when new and pertinent high-quality evidence
regarding the use of other treatment becomes available for scientific
review.

DEFINITION AND EPIDEMIOLOGY
Definition

IPF is defined as a specific form of chronic, progressive fibrosing
interstitial pneumonia of unknown cause, occurring primarily in
older adults, limited to the lungs, and associated with the
histopathologic and/or radiologic pattern of UIP defined below
(1, 12, 13). The definition of IPF requires the exclusion of other
forms of interstitial pneumonia including other idiopathic in-
terstitial pneumonias and ILD associated with environmental
exposure, medication, or systemic disease (1, 12).

Clinical Presentation

IPF should be considered in all adult patients with unexplained
chronic exertional dyspnea, and commonly presents with cough,
bibasilar inspiratory crackles, and finger clubbing (14-16). The
incidence of the disease increases with older age, with pre-
sentation typically occurring in the sixth and seventh decades
(16-19). Patients with IPF aged less than 50 years are rare; such
patients may subsequently manifest overt features of an un-
derlying connective tissue disease that was subclinical at the
time IPF was diagnosed (20, 21). More men have been reported
with IPF than women, and the majority of patients have
a history of cigarette smoking (14-17, 22, 23).

Incidence and Prevalence

There are no large-scale studies of the incidence or prevalence
of IPF on which to base formal estimates. The incidence of IPF
was estimated at 10.7 cases per 100,000 per year for men and 7.4
cases per 100,000 per year for women in a population-based
study from the county of Bernalillo, New Mexico (23). A study
from the United Kingdom reported an overall incidence rate of
only 4.6 per 100,000 person-years, but estimated that the
incidence of IPF increased by 11% annually between 1991
and 2003 (16). This increase was not felt to be attributable
to the aging of the population or increased ascertainment of
milder cases. A third study from the United States estimated
the incidence of IPF to be between 6.8 and 16.3 per 100,000
persons using a large database of healthcare claims in a health
plan (20).

Prevalence estimates for IPF have varied from 2 to 29 cases
per 100,000 in the general population (17, 22-25). The wide range
in these numbers is likely explained by the previous lack of
uniform definition used in identifying cases of IPF, as well as by
differences in study designs and populations. A recent analysis
based on healthcare claims data of a large health plan in the
United States yielded a prevalence estimate of between 14.0 and
42.7 per 100,000 persons depending on the case definition used
(20). It is unknown if the incidence and prevalence of IPF are
influenced by geographic, ethnic, cultural, or racial factors.

Potential Risk Factors

Although idiopathic pulmonary fibrosis is, by definition, a dis-
ease of unknown etiology, a number of potential risk factors
have been described.

Cigarette smoking. Smoking is strongly associated with IPF,
particularly for individuals with a smoking history of more than
20 pack-years (22, 26-31). This applies to familial as well as
sporadic IPF (29).

Environmental exposures. Increased risk for IPF has been
found to be associated with a variety of environmental expo-
sures (22, 26, 27, 30, 32-34). A significantly increased risk has
been observed after exposure to metal dusts (brass, lead, and
steel) and wood dust (pine) (26, 30, 33) Farming, raising birds,
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hair dressing, stone cutting/polishing, and exposure to livestock
and to vegetable dust/animal dust have also been associated
with IPF (27). Supporting an environmental etiology, increased
numbers of inorganic particles have been detected in lymph
nodes of patients with pulmonary fibrosis in autopsy studies
(35). These observations must be interpreted with great caution,
since epidemiologic studies of environmental risk factors are
subject to a variety of biases and limitations.

Microbial agents. Several studies have investigated the pos-
sible role of chronic viral infection in the etiology of IPF (30,
36-52). Most research has been focused on Epstein-Barr virus
(EBV) (38, 40, 41, 44-46, 48, 50, 52) and hepatitis C (30, 36, 37,
39, 42, 47, 49). Both the protein and the DNA of EBV have
been identified in lung tissue of patients with IPF, usually in the
alveolar epithelial cells (38, 44). EBV genome rearrangement,
which is associated with productive EBV replication, was found
in 11 of 18 EBV DNA-positive IPF biopsies (48). Tang and
coworkers tested for the presence of eight herpesviruses,
including EBV, in lung specimens from 33 patients with IPF,
and found that one or more herpesviruses were detected in
almost all IPF lungs compared with one-third of the control
lungs (50). The positive viruses include EBV, cytomegalovirus,
human herpesvirus (HHV)-7, and HHV-8. However, negative
association studies have also been reported (41, 52). Variable
results have emerged from studies of hepatitis C (30, 36, 37, 39,
42, 47, 49). Elevation of serum antibodies to cytomegalovirus
has been reported (43), while associations with other viruses,
including BK and JC polyomaviruses, have not been found
(51).

The evaluation of putative associations of virus, and other
microbes, with IPF is hindered by confounding factors: patients
were likely receiving immunosuppressive therapy, making in-
fection a potential complication of therapy (40); the prevalence
of EBV in general population is high: in one study, EBV DNA
was detected in 96% of patients with IPF, but also in 100% of
fibrotic lungs secondary to systemic sclerosis and in 71% of
control lungs (45). Despite the large number of studies to date,
definitive conclusions about the role of infection in IPF cannot be
made.

Gastroesophageal reflux. Several studies have suggested that
abnormal acid gastroesophageal reflux (GER), through its pre-
sumed association with microaspiration, is a risk factor for IPF.
Abnormal GER is common in patients with IPF (19, 53, 54). In
a Veterans Administration case-control study, GER-associated
erosive esophagitis was linked with a number of respiratory
diseases, including pulmonary fibrosis (55). GER is clinically
silent in the majority of patients with IPF (19, 53), and the typical
symptoms of heartburn and regurgitation do not distinguish
between those with and without GER (54). GER is frequent in
the normal population as well as in patients with other advanced
lung diseases such as lung fibrosis associated with scleroderma
(56). Since abnormal GER may have nonacid components,
alkaline GER may also be important in patients with IPF. It is
unknown if changes in intrathoracic pressure, as a result of poorly
compliant lung, lead to abnormal GER. Nevertheless, the
putative role of GER in IPF warrants further study.

Other risk factors such as diabetes mellitus have been
recently described (57).

Genetic Factors

Familial pulmonary fibrosis. Although accounting for less than
5% of total patients with IPF, familial forms of IPF (i.e., those
affecting two or more members of the same primary biological
family) have been reported (58-64). The criteria used to define
IPF in familial and sporadic cases are the same; familial IPF and
sporadic IPF are clinically and histologically indistinguishable
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(59, 60), although familial forms may develop at an earlier age
(59, 60, 64) and seem to have different patterns of gene
transcription (65). The evidence of a “founder effect” (i.e.,
a significant geographical clustering of cases) of familial pul-
monary fibrosis in the Finnish population supports the rele-
vance of genetic factors in the development of pulmonary
fibrosis (60). The results of a recent genome-wide search by
the same authors suggest that ELMOD2, a gene of unknown
biological function located on chromosome 4q31, may be
a susceptibility gene for familial IPF (66). Many studies of
apparent “familial IPF” are actually studies of familial pulmo-
nary fibrosis, since at least half of the pedigrees demonstrate the
presence of more than one type of idiopathic interstitial
pneumonia (IIP) (e.g., IPF, nonspecific interstitial pneumonia
[NSIP], cryptogenic organizing pneumonia [COP], unclassified
ILD) (29).

The most likely mode of genetic transmission of pulmonary
fibrosis in familial cases is autosomal-dominant with variable
penetrance (29, 61, 62, 67, 68). A linkage with chromosome 14
has been suggested (68). More strong associations with familial
idiopathic interstitial pneumonia have been found with muta-
tions in the surfactant protein C gene (69), but this association
has not been found in patients with the sporadic form of the
disease (70-72). Rare mutations in the gene encoding another
surfactant protein, A2 (SFTPA2), have been associated with
familial pulmonary fibrosis and lung cancer (73); the locus was
discovered by genetic linkage in a large pedigree and two rare
mutations were discovered by sequencing candidate genes
within the linked interval.

Recent reports by several investigators have documented that
genetic variants within the human telomerase reverse transcrip-
tase (WTERT) or human telomerase RNA (hTR) components of
the telomerase gene are associated with familial pulmonary fibro-
sis and are present in some patients with sporadic IPF. These rare
mutations can be found in up to 15% of familial pulmonary fibro-
sis kindreds and 3% of sporadic IIP cases (74-78), and result in
telomere shortening that ultimately causes apoptosis of cells,
including the alveolar epithelial cell.

Genetic factors in sporadic cases of IPF. Polymorphisms of
genes encoding for cytokines (interleukin [IL]-1 «, tumor
necrosis factor-a, lymphotoxin «, IL-4, IL-6, IL-8, IL-10, and
1L-12 [79-88]), enzymes (a;-antitrypsin [89, 90] and angiotensin-
converting enzyme [91]), profibrotic molecules (transforming
growth factor-g1 [92]), coagulation pathway genes (plasmino-
gen activator inhibitors-1 and -2), genes for surfactant protein-A
and -B (70), immunomodulatory genes (complement receptor 1,
NOD2/CARD15 [93]), and matrix metalloproteinase (MMP)-1
(94) have been reported to have increased frequencies in
patients with sporadic IPF. Many of these have also been
related to disease progression. However, none of these findings
has been validated in subsequent studies. Human leukocyte
antigen (HLA) class I and class II allele haplotypes have a
skewed distribution among patients with IPF (95), and ethnic
background might have a role in determining clinical outcome
(96). Recent data from a Mexican population suggests a re-
lationship between MHC class I chain-related gene A (MICA)
and IPF (94). These association studies need to be investigated
in larger cohorts; at present there are no genetic factors that are
consistently associated with sporadic IPF. Microarray analyses
of gene expression will contribute to our understanding of
pathogenesis, refinement of classification, and the targeting of
candidates for therapy, but these are currently in an early phase
of development (97).

While genetic studies in familial pulmonary fibrosis have
provided useful insights into the pathogenesis of IPF, more func-
tional studies that confirm their significance and studies in-
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TABLE 4. HIGH-RESOLUTION COMPUTED TOMOGRAPHY CRITERIA FOR UIP PATTERN

UIP Pattern (All Four Features)

Possible UIP Pattern (All Three Features)

Inconsistent with UIP Pattern (Any of the Seven Features)

e Subpleural, basal predominance

e Reticular abnormality

e Honeycombing with or without traction
bronchiectasis

o Absence of features listed as inconsistent with
UIP pattern (see third column)

e Reticular abnormality

e Subpleural, basal predominance

o Absence of features listed as inconsistent with
UIP pattern (see third column)

e Upper or mid-lung predominance

e Peribronchovascular predominance

o Extensive ground glass abnormality (extent >
reticular abnormality)

o Profuse micronodules (bilateral, predominantly
upper lobes)

e Discrete cysts (multiple, bilateral, away from areas
of honeycombing)

o Diffuse mosaic attenuation/air-trapping (bilateral,
in three or more lobes)

e Consolidation in bronchopulmonary segment(s)/lobe(s)

Definition of abbreviation: UIP = usual interstitial pneumonia.

vestigating other mutations, associations, and gene—environment
relationships are needed. In our present state of understand-
ing, the committee does not recommend genetic testing in
patients with either familial or sporadic IPF as part of clinical
evaluation.

DEFINITION OF UIP PATTERN
UIP Pattern: HRCT Features

HRCT is an essential component of the diagnostic pathway in
IPF (Table 4, Figure 1). The optimal HRCT technique for
evaluation of ILD is provided in the online supplement (see
Table E6). UIP is characterized on HRCT by the presence of
reticular opacities, often associated with traction bronchiectasis
(98, 99). Honeycombing is common, and is critical for making
a definite diagnosis. Honeycombing is manifested on HRCT as
clustered cystic airspaces, typically of comparable diameters on
the order of 3-10 mm but occasionally as large as 2.5 cm. It is
usually subpleural and is characterized by well-defined walls
(100). Ground glass opacities are common, but usually less
extensive than the reticulation. The distribution of UIP on

HRCT is characteristically basal and peripheral, though often
patchy. The presence of coexistent pleural abnormalities (e.g.,
pleural plaques, calcifications, significant pleural effusion) sug-
gests an alternative etiology for UIP pattern. Micronodules, air
trapping, nonhoneycomb cysts, extensive ground glass opacities,
consolidation, or a peribronchovascular-predominant distribu-
tion should lead to consideration of an alternative diagnosis.
Mild mediastinal lymph node enlargement (usually < 1.5 cm
in short axis) can be seen (101, 102). The chest radiograph is
less useful than HRCT in evaluating patients with suspected
IPF (103).

Several studies have documented that the positive predictive
value of a HRCT diagnosis of UIP is 90 to 100% (103-108). These
studies are affected by selection bias because they only included
patients with biopsy-proven diagnoses. Nonetheless, a UIP pat-
tern on HRCT is highly accurate for the presence of UIP pattern
on surgical lung biopsy. If honeycombing is absent, but the
imaging features otherwise meet criteria for UIP, the imaging
features are regarded as representing possible UIP, and surgical
lung biopsy is necessary to make a definitive diagnosis. In patients
whose HRCT does not demonstrate a UIP pattern, the surgical
lung biopsy may still demonstrate UIP pattern on histopathology.

Figure 1. High-resolution com-
puted tomography (HRCT) im-
ages demonstrating usual
interstitial pneumonia (UIP)
pattern and possible UIP pat-
tern. (A and B) UIP pattern,
with extensive honeycomb-
ing: axial and coronal HRCT
images show basal predomi-
nant, peripheral predominant
reticular abnormality  with
multiple layers of honeycomb-
ing (arrows). (C and D) UIP
pattern, with less severe hon-
eycombing: axial and coronal
CT images show basal pre-
dominant, peripheral predom-
inant reticular abnormality
with subpleural honeycomb-
ing (arrows). (E and F) Possible
UP pattern: axial and coronal
images show peripheral pre-
dominant, basal predominant
reticular abnormality  with
a moderate amount of ground
glass abnormality, but without
honeycombing.
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TABLE 5. HISTOPATHOLOGICAL CRITERIA FOR UIP PATTERN

795

UIP Pattern (All Four Criteria) Probable UIP Pattern

Possible UIP Pattern
(All Three Criteria)

Not UIP Pattern
(Any of the Six Criteria)

Evidence of marked fibrosis /
architectural distortion, *=
honeycombing

Absence of either patchy
involvement or fibroblastic
foci, but not both

Absence of features against a
diagnosis of UIP suggesting

e Evidence of marked fibrosis/
architectural distortion, =
honeycombing in a
predominantly subpleural/
paraseptal distribution

e Presence of patchy
involvement of lung
parenchyma by fibrosis

o Presence of fibroblast foci an alternate diagnosis

e Absence of features (see fourth column)
against a diagnosis OR
of UIP suggesting
an alternate diagnosis
(see fourth column)

Honeycomb changes only*

e Patchy or diffuse e Hyaline membranes*
involvement of lung e Organizing pneumonia*'
parenchyma by e Granulomas'
fibrosis, with or without e Marked interstitial
interstitial inflammation inflammatory cell

e Absence of other criteria infiltrate away from
for UIP (see UIP honeycombing
PATTERN column) Predominant airway

e Absence of features centered changes
against a diagnosis Other features
of UIP suggesting an suggestive of an
alternate diagnosis alternate diagnosis
(see fourth column)

Definition of abbreviations: HRCT = high-resolution computed tomography; UIP = usual interstitial pneumonia.

* Can be associated with acute exacerbation of idiopathic pumonary fibrosis.

" An isolated or occasional granuloma and/or a mild component of organizing pneumonia pattern may rarely be coexisting in lung biopsies with an otherwise UIP

pattern.

* This scenario usually represents end-stage fibrotic lung disease where honeycombed segments have been sampled but where a UIP pattern might be present in other
areas. Such areas are usually represented by overt honeycombing on HRCT and can be avoided by pre-operative targeting of biopsy sites away from these areas using HRCT.

UIP Pattern: Histopathology Features

The histopathologic hallmark and chief diagnostic criterion is
a heterogeneous appearance at low magnification in which areas
of fibrosis with scarring and honeycomb change alternate with
areas of less affected or normal parenchyma (1, 12) (Table 5,
Figure 2). These histopathologic changes often affect the
subpleural and paraseptal parenchyma most severely. Inflam-
mation is usually mild and consists of a patchy interstitial
infiltrate of lymphocytes and plasma cells associated with
hyperplasia of type 2 pneumocytes and bronchiolar epithelium.
The fibrotic zones are composed mainly of dense collagen,
although scattered convex subepithelial foci of proliferating
fibroblasts and myofibroblasts (so-called fibroblast foci) are
a consistent finding. Areas of honeycomb change are composed
of cystic fibrotic airspaces that are frequently lined by bronchi-
olar epithelium and filled with mucus and inflammatory cells.
Smooth muscle metaplasia in the interstitium is commonly seen
in areas of fibrosis and honeycomb change.

The differential diagnosis for UIP pattern on pathology is
relatively short, especially when strict criteria for UIP are
maintained. The major differential diagnostic considerations
include UIP in other clinical settings such as connective tissue
diseases, chronic hypersensitivity pneumonitis (extrinsic allergic
alveolitis), and pneumoconioses (especially asbestosis).

Some biopsies may reveal a pattern of fibrosis that does not
meet the above criteria for UIP pattern (1). These biopsies may
be termed “nonclassifiable fibrosis.” In the absence of histologic
features diagnostic of an alternative condition (e.g., hypersen-
sitivity pneumonitis, sarcoidosis, etc.), such biopsies may be
consistent with the diagnosis of IPF (Tables 5 and 6) in the
appropriate clinical and radiologic setting and after careful
multidisciplinary discussion.

DIAGNOSIS

Diagnostic criteria and schema for adult patients with ILD and
suspected IPF are presented in Figure 3 and Table 6. Careful
exclusion of alternative etiologies through multidisciplinary dis-
cussion between pulmonologists, radiologists, and pathologists
experienced in the diagnosis of ILD is of the utmost importance
to an accurate diagnosis. In situations in which multidisciplinary

discussion is not feasible, it is recommended that patients be
referred to experienced clinical experts in ILD for consultation.

The diagnostic criteria for IPF presented in this document
have been significantly modified from those stated in the
previous ATS/ERS Statement (1). Given the high-quality
evidence regarding HRCT specificity for the recognition of
histopathologic UIP pattern, surgical lung biopsy is not essential
(104, 105, 109, 110). In the appropriate clinical setting (as
described in the clinical presentation section above; this in-
cludes a thorough medical, occupational/environmental and
family history, physical examination, physiological testing, and
laboratory evaluation), the presence of a UIP pattern on HRCT
is sufficient for the diagnosis of IPF. Thus, the major and minor
criteria for the clinical (i.e., nonpathologic) diagnosis of IPF
have been eliminated.

Diagnostic Criteria
The diagnosis of IPF requires the following:

1. Exclusion of other known causes of ILD (e.g., domestic
and occupational environmental exposures, connective
tissue disease, and drug toxicity).

2. The presence of a UIP pattern on HRCT in patients not
subjected to surgical lung biopsy (see Table 4).

3. Specific combinations of HRCT and surgical lung biopsy
pattern in patients subjected to surgical lung biopsy (see
Tables 4, 5, and 6).

Thus, the accuracy of diagnosis of IPF increases with clinical,
radiologic, and histopathologic correlation and can be accom-
plished with a multidisciplinary discussion among experienced
clinical experts in the field of ILDs (111). This is particularly
relevant in cases in which the radiologic and histopathologic
patterns are discordant (e.g., HRCT is inconsistent with UIP and
histopathology is UIP). An HRCT or pathologic UIP pattern is
not 100% specific to IPF (1, 12, 112-114). Discordant histologic
patterns on surgical lung biopsy specimens obtained from
different segments have been described. Cases with coexisting
UIP pattern and fibrotic NSIP pattern (discordant UIP) appear
to behave similarly to those with UIP pattern in all lobes
(concordant UIP) (115, 116). This supports the obtainment of
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Figure 2. Surgical lung biopsy specimens demonstrating UIP pattern. (A)
Scanning power microscopy showing a patchy process with honeycomb
spaces (thick arrow), some preserved lung tissue regions (thin arrow), and
fibrosis extending into the lung from the subpleural regions. (B) Adjacent
to the regions of more chronic fibrosis (thick arrow) is a fibroblast focus
(asterisk), recognized by its convex shape and composition of edematous
fibroblastic tissue, suggestive of recent lung injury.

surgical lung biopsies from multiple lobes in patients with
suspected IPF.

Several studies have compared VATS to open thoracotomy
(117-120). The diagnostic yield from surgical lung biopsies
obtained from VATS and open thoracotomy are similar. While
VATS may be associated with lower morbidity and length of
stay than open thoracotomy, the decision on which procedure to
perform should be based on individual patient characteristics
and surgical expertise. In patients with severe physiologic
impairment or substantial comorbidity, the risks of surgical
lung biopsy may outweigh the benefits of establishing a secure
diagnosis of IPF. The final decision regarding whether or not to
pursue a surgical lung biopsy must be tailored to the clinical
situation of the individual patient.

Exclusion of Other Known Causes

The exclusion of other known causes of ILD is a broad and
inherently subjective criterion, but several specific points
should be made. A careful history and physical examination
focusing on comorbidities, medication use, environmental ex-

posures, and family history is essential, and physicians should
utilize a standardized approach. While there are no validated
tools for this, a template, such as the one available through the
American College of Chest Physicians (http://www.chestnet.org/
memberResources/downloads/networks/IDLDquestionnaire.pdf),
may be of use. It is of particular importance to evaluate patients
thoroughly for possible chronic hypersensitivity pneumonitis,
since such patients may mimic IPF. The inciting antigen may
not be identifiable in some patients despite a thorough search
(121); bronchoalveolar lavage (BAL) showing a lymphocytosis
of 40% or greater may suggest occult hypersensitivity pneumo-
nitis in this setting, prompting further investigations for envi-
ronmental exposures, and possibly a surgical lung biopsy.
Patients who meet established criteria for connective tissue
disease do not have IPF. Younger patients, especially women,
without clinical or serologic features at presentation may sub-
sequently manifest clinical features of connective tissue disease.
Therefore, the index of suspicion for connective tissue disease
in younger patients (under the age of 50 yr) should be high.

m Question: Should BAL cellular analysis be performed in the
diagnostic evaluation of suspected IPF?

Cellular analyses of BAL can be useful in the diagnosis of
certain forms of ILD. In the evaluation of patients with
suspected IPF, the most important application of BAL is in
the exclusion of chronic hypersensitivity pneumonitis;
prominent lymphocytosis (> 40%) should suggest the
diagnosis. Recent retrospective data suggest that 8% of
patients with an HRCT UIP pattern may have BAL
findings suggestive of an alternative diagnosis (122). It is
unclear whether BAL adds significant diagnostic specificity
to a careful exposure history and clinical evaluation.

Recommendation: BAL cellular analysis should not be
performed in the diagnostic evaluation of IPF in the
majority of patients, but may be appropriate in a minority
(weak recommendation, low-quality evidence).

Values: This recommendation places a high value on the
additional risk and cost of BAL in patients with IPF and
a low value on possible improved specificity of diagnosis.

Remarks: This recommendation is only for BAL differential
cell count (“cellular analysis™). It does not refer to the use
of BAL in the evaluation of infection, malignancy, etc. At
present, BAL cellular analysis should be considered in
the evaluation of patients with IPF at the discretion of the
treating physician based on availability and experience at
their institution/regional laboratory. (Vote: 4 for the use
of BAL, 18 against the use of BAL, 1 abstention, 8 absent.)

m Question: Should transbronchial lung biopsy be used in the
evaluation of suspected IPF?

Transbronchial lung biopsy is useful in the evaluation of
selected conditions (e.g., granulomatous disorders such as
sarcoidosis). A UIP pattern on HRCT makes these
conditions unlikely (104, 105, 109). In cases requiring
histopathology, the specificity and positive predictive
value of UIP pattern identified by transbronchial biopsy
has not been rigorously studied. While transbronchial
biopsy specimens may show all the histologic features of
UIP (123), the sensitivity and specificity of this approach
for the diagnosis for UIP pattern is unknown. It is also
unknown how many and from where transbronchial
biopsies should be obtained.
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TABLE 6. COMBINATION OF HIGH-RESOLUTION COMPUTED TOMOGRAPHY AND SURGICAL LUNG BIOPSY FOR THE
DIAGNOSIS OF IPF (REQUIRES MULTIDISCIPLINARY DISCUSSION)

HRCT Pattern* Surgical Lung Biopsy Pattern* (When Performed) Diagnosis of IPF?*
uip uip YES

Probable UIP

Possible UIP

Nonclassifiable fibrosis*

Not UIP No
Possible UIP uip } YES

Probable UIP

Possible UIP } Probable’

Nonclassifiable fibrosis

Not UIP No
Inconsistent with UIP uIp Possible’

Probable UIP No

Possible UIP

Nonclassifiable fibrosis

Not UIP

Definition of abbreviations: HRCT = high-resolution computed tomography; IPF = idiopathic pulmonary fibrosis; UIP = usual interstitial pneumonia.

Bold type indicates combinations of HRCT and surgical lung biopsy patterns that correspond with a diagnosis of IPF (a YES in the far right column). The combination of
UIP HRCT and probable UIP or possible UIP or Nonclassifiable fibrosis (surgical lung biopsy patterns) (for example) equals a diagnosis of IPF; the combination of UIP
HRCT and Not UIP (surgical lung biopsy pattern) does not make the diagnosis of IPF.

* Patterns as described in Tables 4 and 5.

* Nonclassifiable fibrosis: Some biopsies may reveal a pattern of fibrosis that does not meet the above criteria for UIP pattern and the other idiopathic interstitial
pneumonias (1) (see text). These biopsies may be termed “nonclassifiable fibrosis.”

 The accuracy of the diagnosis of IPF increases with multidisciplinary discussion (MDD). This is particularly relevant in cases in which the radiologic and histopathologic
patterns are discordant (e.g., HRCT is inconsistent with UIP and histopathology is UIP). There are data to suggest that the accuracy of diagnosis is improved with MDD among
interstitial lung disease experts compared to clinician-specialists in the community setting (126); timely referral to interstitial lung disease experts is encouraged.

§ Multidisciplinary discussion should include discussions of the potential for sampling error and a re-evaluation of adequacy of technique of HRCT. NOTE: In cases with an
“inconsistent with UIP” HRCT pattern and a “UIP” surgical lung biopsy pattern, the possibility of a diagnosis of IPF still exists and clarification by MDD among interstitial lung
disease experts is indicated.

Recommendation: Transbronchial biopsy should not be used
in the evaluation of IPF in the majority of patients, but Suspected IPF

may be appropriate in a minority (weak recommendation,
low-quality evidence).

Values: This recommendation places a high value on the addi- Identifiable causes Yes
tional morbidity of transbronchial lung biopsy in patients for ILD?
with IPF who will subsequently undergo surgical lung No
biopsy and low value on possible diagnostic specificity.

Remarks: (Vote: none for the use of transbronchial biopsy, 23 HRCT
against the use of transbronchial biopsy, no abstentions, 8 UIp * Possible UIP *
absent') Inconsistent w/ UIP *

m Question: Should serologic testing for connective tissues Surgical Lung Not UIP +
disease be used in the evaluation of suspected IPF? Biopsy

There are no reliable data on the role of screening serologies grlzk:able UP +/ Possible UIp +
in patients with suspected IPF. Connective tissue disease Non-classifiable fibrosis +
can present with a UIP pattern (124), and ILD has been
described as the sole clinical manifestation of these MDD
conditions and can precede the overt manifestation of
a specific connective tissue disease (125). ‘ IPF ‘ | IPF/Not IPF per Table 6 Not IPF

Recommendation: Serologic testing for connective tissue dis-
ease should be performed in the evaluation of IPF in the Figure 3. Diagnostic algorithm for idiopathic pulmonary fibrosis (IPF).
majority of patients, but may not be appropriate in a minor- Patients with suspected IPF (i.e., patients with unexplained dyspnea on
ity (weak recommendation, very low-quality evidence). exertion and/or cough with evidence of interstitial lung disease [ILD])
Values: This recommendation places a high value on should be carefully evaluated for identifiable causes of ILD. In the

distineuishi tive ti di P IPF and absence of an identifiable cause for ILD, an HRCT demonstrating UIP
istinguishing connective tissue disease from an pattern is diagnostic of IPF. In the absence of UIP pattern on HRCT, IPF
low value on cost.

can be diagnosed by the combination of specific HRCT and histopath-

Remarks: Serologic evaluation should be performed even in ological patterns. The accuracy of the diagnosis of IPF increases with
the absence of signs or symptoms of connective tissue  multidisciplinary discussion (MDD) among ILD experts. *Refer to Table
disease, and should include rheumatoid factor, anti-cyclic 4 for definitions. TRefer to Table 5 for definitions.
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citrullinated peptide, and anti-nuclear antibody titer and
pattern. The routine use of other serological tests such as
antisynthetase antibodies (e.g., Jo-1), creatine kinase and
aldolase, Sjogren’s antibodies (SS-A, SS-B), and sclero-
derma antibodies (scl-70, PM-1) is of unclear benefit, but
may be helpful in selected cases. Patients with IPF may
have a mildly positive antinuclear antibody titer and/or
rheumatoid factor level without any other clinical fea-
tures of connective tissue. Such patients should be
carefully screened for signs and symptoms of connective
tissues disease (e.g., arthritis, Raynaud’s phenomenon,
skin changes, abnormal esophageal motility). In the
absence of additional serologic or clinical evidence to
support a connective tissues diagnosis, the diagnosis of
IPF is appropriate. Repeat serologic and clinical evalua-
tion during follow up may subsequently confirm the
development of a connective tissue disease; in such cases,
the diagnosis should be revised. (Vote: 23 for the use of
serologic testing, none against the use of serologic testing,
no abstentions, 8 absent.)

m Question: Should a multi-disciplinary discussion be used in
the evaluation of suspected IPF?

The diagnosis of IPF is, by definition, multidisciplinary,
drawing on the expertise of experienced clinicians, radiol-
ogists, and pathologists. Proper communication between
the various disciplines involved in the diagnosis of IPF
(pulmonary, radiology, pathology) has been shown to
improve inter-observer agreement among experienced
clinical experts as to the ultimate diagnosis (111, 126).

Recommendation: We recommend that a multi-disciplinary
discussion should be used in the evaluation of IPF (strong
recommendation, low-quality evidence).

Values: This recommendation places a high value on the
accurate diagnosis of IPF and a low value on the access to
and availability of experts for multidisciplinary discussion.

Remarks: It is recognized that a formal multidisciplinary
discussion (MDD) between the treating pulmonologist,
radiologist, and pathologist is not possible for many
practitioners. Effort should be made, however, to pro-
mote verbal communication between specialties during
the evaluation of the case. There are data to suggest that
the accuracy of diagnosis is improved through MDD
among ILD experts compared with MDD among special-
ists in the community setting (126); timely referral to ILD
experts is encouraged. (Vote: 23 for the use of multidis-
ciplinary discussion, none against the use of multidisci-
plinary discussion, no abstentions, 8 absent.)

NATURAL HISTORY OF IPF

The natural history of IPF has been described as a progressive
decline in subjective and objective pulmonary function until
eventual death from respiratory failure or complicating comor-
bidity (127-129). Available longitudinal studies do not allow
a clear assessment of median survival in IPF. Several retrospec-
tive longitudinal studies suggest a median survival time from
2 to 3 years from the time of diagnosis (130-134). However,
recent data from clinical trials of patient with preserved pulmo-
nary function suggest this may be an underestimate (135-137).
There appear to be several possible natural histories for
patients with IPF (Figure 4) (138). For a given patient, the
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Figure 4. Natural history of IPF. There appear to be several possible
natural histories for patients with IPF. The majority of patients experi-
ence a slow but steady worsening of their disease (“Slow progression”).
Some patients remain stable (“Stable”), while others have an acceler-
ated decline (“Rapid progression”). A minority of patients may
experience unpredictable acute worsening of their disease (lightning
bolt), either from a secondary complication such as pneumonia, or for
unrecognized reasons. This event may be fatal or may leave patients
with substantially worsened disease. The relative frequency of each of
these natural histories is unknown.

natural history is unpredictable at the time of the diagnosis. The
majority of patients demonstrate a slow, gradual progression
over many years. Some patients remain stable while others have
an accelerated decline (139). Some patients may experience
episodes of acute respiratory worsening. It is unknown if these
different natural histories represent distinct phenotypes of IPF
or if the natural history is influenced by geographic, ethnic,
cultural, racial, or other factors. Other comorbid conditions
such as emphysema and pulmonary hypertension may impact
the disease course (140-142).

Acute Exacerbation of IPF

Recent observations have suggested that acute respiratory
worsening occurs in a small minority of patients with IPF
annually (approximately 5-10%) (137, 143, 144). These epi-
sodes may occur secondary to common conditions such as
pneumonia, pulmonary embolism, pneumothorax, or cardiac
failure (145, 146). When a cause cannot be identified for the
acute respiratory decline, the term acute exacerbation of IPF
has been used (144, 145, 147-157). It is presently unclear if acute
exacerbation of IPF is simply a manifestation of an unidentified
respiratory complication (such as pulmonary emboli, infection)
contributing to an acute worsening in a patient with IPF or
represents an inherent acceleration in the pathobiological pro-
cesses involved in IPF. Recent data from gene expression
profiling of patients with acute exacerbation of IPF do not
suggest an infectious etiology (158).

Historically, criteria for acute exacerbation of IPF have
included an unexplained worsening of dyspnea within 1
month, evidence of hypoxemia as defined by worsened or
severely impaired gas exchange, new radiographic alveolar
infiltrates, and an absence of an alternative explanation such
as infection, pulmonary embolism, pneumothorax, or heart
failure (143). Acute exacerbation can occur at any point in
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TABLE 7. SELECTED FEATURES ASSOCIATED WITH INCREASED
RISK OF MORTALITY IN IDIOPATHIC PULMONARY FIBROSIS

Baseline factors*
Level of dyspnea’
Dico < 40% predicted
Desaturation < 88% during 6MWT
Extent of honeycombing on HRCT'
Pulmonary hypertension

Longitudinal factors
Increase in level of dyspnea’
Decrease in Forced Vital Capacity by = 10% absolute value
Decrease in Dico by = 15% absolute value
Worsening of fibrosis on HRCT'

Definition of abbreviations: 6MWT = 6-minute-walk test; Dico = diffusion
capacity for carbon monoxide; HRCT = high-resolution computed tomography.

* Baseline forced vital capacity is of unclear predictive value.

 Currently, there is no uniformity in approach to quantification.

the course of IPF and occasionally can be its presenting
manifestation (149, 153, 159, 160). Worsened cough, fever,
and/or increased sputum have been observed (148, 149, 153).
While there are no known risk factors for acute exacerbation
of IPF, there have been reports of acute respiratory de-
compensation after thoracic surgery (161-165) and bron-
choalveolar lavage (149, 166). It is unclear whether or not
these events represent true acute exacerbations or complica-
tions of the respective procedures.

Acute exacerbation of IPF histologically manifests as acute
or organizing diffuse alveolar damage (DAD), or, less com-
monly, organizing pneumonia in zones of relatively preserved
lung tissue away from the most fibrotic regions (143). Anecdotal
experience indicates that sampling issues in some patients may
result in specimens demonstrating only uncomplicated UIP or
the organizing phase of DAD without histologic evidence of
underlying UIP in the sample evaluated (153).

Vital Statistics

Deaths from pulmonary fibrosis increase with increasing age
(18, 167). In addition, there is evidence to suggest increasing
mortality from pulmonary fibrosis over the past two decades
(18, 167). A recent analysis of the death certificate data in the
United States noted a significant increase in mortality from
pulmonary fibrosis from 1992 to 2003 (167). When the most
rigorous definition of IPF was applied, the mortality rate in the
United States in 2003 was 61.2 deaths per 1,000,000 in men and
54.5 per 1,000,000 in women (167). In Japan, the mortality rate
for IPF was estimated to be 33 per 1,000,000 in men and 24 per
1,000,000 in women (22). The mortality burden attributable to
IPF is higher than that of some cancers (168). Recent evidence
suggests that mortality from IPF in the United States is greater
in the winter months (169). The most common cause of death is
progressive lung disease (60% of deaths) (146, 167). Additional
causes of morbidity and mortality in patients with IPF include
coronary artery disease (170), pulmonary embolism, and lung
cancer.

STAGING AND PROGNOSIS

The extent of disease and the severity of functional impairment
of patients with IPF at the time of diagnosis are variable. The
reasons for this are thought to be variation in subjective
perception of symptoms and differences in providers’ aware-
ness. Recent studies have clarified predictors of survival in IPF.
However, the accuracy of these predictors is limited by the
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retrospective nature of some of these studies and variations in
study design.

Terms such as “mild,” “moderate,” “severe,” “early,” and
“advanced” have been suggested for staging disease. Proposed
stages are commonly based on resting pulmonary function test
measurements and/or extent of radiologic abnormalities. How-
ever, it is unknown if these staging approaches are relevant to
clinical decision making. The committee recognizes the impor-
tance of identifying patients with increased risk for mortality
within 2 years to prompt consideration for lung transplantation.
Limited data suggest selected features commonly observed in
clinical practice are associated with increased mortality (see
below and Table 7). Because of variability in the natural history
of IPF, it is unknown if the presence of one of more of these
features identifies a subpopulation of patients with “advanced”
or “end-stage” IPF.

kRl

Demographics

Patients that are older and male have been reported as having
worse prognosis in some but not all studies (15, 131, 171-177).
The effect of smoking has been shown to be associated with
both increased (134, 178) and decreased (131) risk of sub-
sequent mortality. The prognostic value of geographic, ethnic,
cultural, and racial factors is unknown.

Dyspnea

Baseline dyspnea has been shown to correlate with quality of
life and survival in several studies (15, 179-182). A variety of
different metrics for dyspnea have been used, including the
medical research council scale, baseline dyspnea index, quality
of life (QoL) measurement tools with respiratory question-
naires, Borg scale, University of California San Diego shortness
of breath questionnaire, and the clinical-radiological-physiolog-
ical dyspnea score (183-185). It remains unclear which dyspnea
metric is most predictive of outcome in patients with IPF.
Change in dyspnea over time has also been shown to predict
survival (186).

Physiology

Baseline pulmonary function test values have shown mixed
associations with survival in IPF. This may be due, in part, to
comorbid conditions such as emphysema, pulmonary vascular
disease, and obesity, or technical differences in testing. Baseline
FVC is of unclear predictive value (15, 173, 175, 177, 180, 186—
189). Diffusing capacity for carbon monoxide (DLco, single
breath, hemoglobin corrected) is more reliably predictive of
survival at baseline, and a threshold of approximately 40
percent predicted has been associated with an increased risk
of mortality (186, 187, 190, 191). Limited data suggest that
baseline total lung capacity (TLC) and alveolar-arterial oxygen
difference in partial pressures (P(a-a)p,) may be predictive of
survival, but no clear threshold exists (186). Baseline cardio-
pulmonary exercise testing (maximal oxygen uptake) has been
suggested to predict survival (192).

Longitudinal change in physiology is clearly an important
predictor of mortality in IPF. A decline in FVC over 6 or 12
months has been reliably associated with decreased survival
(177, 186, 187, 191, 193). Recent data indicate that in IPF,
declines in FVC of 5-10% may be predictive of mortality. A
decline in Drco has also been associated with decreased
survival, although less consistently (186, 187, 191, 193).
Greater than 15 mm Hg change in P(a-a)o, after 12 months
has been shown to be predictive of survival (187). Six-month
change in TLC and P(a-a)o, may also be predictive of survival
(186).



800 AMERICAN JOURNAL OF RESPIRATORY AND CRITICAL CARE MEDICINE VOL 183 2011

HRCT Features

HRCT features of fibrosis and honeycombing are strongly
correlated with FVC and DrLco measurements (194). Several
groups have demonstrated that the extent of fibrosis and
honeycombing on HRCT are predictive of survival in IPF
(109, 195-198).

Composite Scoring Systems

Composite scoring systems have been developed utilizing
physiological and radiographic variables in an attempt to pro-
vide more accurate prognostic information. A composite phys-
iologic index (CPI) has been developed that uses values from
FEVy, FVC, and DL to predict the extent of disease on HRCT
(141, 191). This CPI was a stronger predictor of mortality than
individual measures of lung function such as FEV, FVC, DL,
TLC, Pag,, the clinical-radiographic-physiological scoring system
(CRP) (183) or new CRP scoring systems (15). However, this
composite approach has not been tested in any prospective
clinical trials to date and its clinical utility is unknown.

Six-Minute-Walk Testing

Although the 6-minute-walk test (6MWT) is widely used in
clinical practice, its prognostic value is limited due to lack of
standardization of the procedure in patients with IPF. Some
studies have suggested that desaturation (i.e., a decline in
oxygen saturation to below 88%) during 6MWT is a marker
for increased risk of mortality (188, 199, 200). Shorter walk
distance and delayed heart-rate recovery after walk testing have
been associated with an increased risk of subsequent mortality
(188, 201-203). However, it is unclear if desaturation, distance
walked, and other variables measured during 6MWT in this
population are reproducible (204). A steady-state 6-minute
exercise test using a walking treadmill has been used in patients
with IPF in a recent clinical trial in Japan, but the clinical utility
of this unvalidated test is unclear (144).

Histopathology

Varied histopathologic patterns can be found within individual
patients when multiple biopsies are obtained. A pattern of UIP
and NSIP has been identified in 12 to 26% of patients with
multiple lobe biopsies (115, 116), highlighting the importance of
obtaining biopsies from multiple lobes. The prognosis for
patients with discordant UIP (pattern of UIP and NSIP within
the same patient) appears to be similar to that of patients with
concordant UIP (UIP in all lobes biopsied) (115, 116).

An increased number of fibroblast foci has been associated
with an increased risk of mortality in some studies (134, 175,
205-207). A higher profusion of fibroblast foci has also been
associated with a decline in FVC and Dirco over 6 and 12
months of follow-up (205). The utility of detailed histopatho-
logic scoring systems in the day-to-day clinical management of
patients with IPF has not been evaluated.

Pulmonary Hypertension

The majority of data regarding the presence and significance of
pulmonary hypertension come from patients with IPF under-
going evaluation for lung transplantation. The presence of
pulmonary hypertension (defined as a mean pulmonary artery
pressure of > 25 mm Hg at rest) has been associated with
increased risk of mortality for patients with IPF (140, 142, 176).
In a separate series of 70 patients with IPF, receiver operator
characteristic (ROC) analysis suggested a mean pulmonary
artery pressure of 17 mm Hg as the best discriminator of
mortality (189). These data need to be validated. Echocar-
diographic estimation of pulmonary artery systolic pressures

does not correlate well with right heart catheterization (208-
210). Increased pulmonary vascular resistance has also been
linked to worse survival (211). It is not clear if IPF with
pulmonary hypertension represents a distinct clinical pheno-
type (IPF-PH).

Emphysema

Recent retrospective data suggest that patients with IPF and
coexisting emphysema have a poorer outcome than those
without emphysema (140, 212). Patients with coexisting IPF
and emphysema may require treatment for both conditions.
Limited data suggest that patients with IPF and emphysema are
likely to require long-term oxygen therapy and may have
significant pulmonary hypertension. When controlling for these
differences, the presence of emphysema was not significantly
predictive of survival (140). Thus, it is not clear if IPF with
coexisting emphysema represents a distinct clinical phenotype
(combined pulmonary fibrosis and emphysema) with a distinct
prognosis or whether emphysema in these cases is simply
a comorbidity.

Serum and BAL Biomarkers

There are limited retrospective data on the predictive value of
serum and BAL biomarkers in IPF. However, these are largely
unavailable for routine clinical use. Krebs von den Lungen-6
(KL-6) is a high-molecular-weight glycoprotein, classified as
human MUCI mucin, that is produced by regenerating type 11
pneumocytes (213). Serum levels of KL-6 have been shown to
be elevated in patients with IPF, and these levels may correlate
with increased risk of subsequent mortality (214, 215). Serum
levels of surfactant protein A and D are also elevated in
patients with IPF and are predictive of survival (216-218).
Recent data demonstrate a relationship between serum
CCL18, other chemokines, and serum brain natiuretic peptide
levels and mortality (219-223). Studies of plasma and BAL
matrix metalloproteinase (MMP) levels suggest that MMP1 and
MMP7 are increased in patients with IPF, and MMP?7 levels
may correlate with disease severity (224). BAL levels of SP-A
appear predictive of survival (225, 226). Cellular analysis of
BAL is of unclear predictive value in IPF (226, 227). Pre-
liminary evidence suggests that the presence of circulating
fibrocytes (mesenchymal progenitor cells) is associated with
worse short-term survival (228).

TREATMENT

Pharmacological Therapies

The committee did not find sufficient evidence to support the
use of any specific pharmacologic therapy for patients with IPF.
However, clinical trials of some agents have suggested a possible
benefit. The recommendations detailed below are based on the
evidence-based approach outlined in the introductory section;
these recommendations may change if additional and/or new
data become available in publications subjected to peer review.
The number of votes for, against, abstaining, and absent are
reported for all treatment votes. Most abstentions were a result
of panel members withholding from voting on questions with
which they felt they had a potential conflict of interest.

The strength of a recommendation reflects the extent to
which the committee was confident that desirable effects of
a therapy outweighed its undesirable effects (3). The recom-
mendations against most treatment therapies are strong; there
is insufficient evidence to support the routine use of these
therapies. Other treatment recommendations were weak, re-
flecting the need for better quality data and uncertainty
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regarding the benefits and risks of therapy. The strength of
a recommendation has important implications for patients,
clinicians, and policy makers (Table 3).

Therapies with a weak recommendation against their use may
still be appropriate in selected patients. Clinicians should be
prepared to help patients make an appropriate decision regarding
whether or not to use a specific treatment regimen with weak
recommendation that is consistent with their own goals and values.
For the well-informed patient who strongly desires pharmacologic
treatment, it is suggested that the choice of agent be made from
therapies receiving a weak recommendation against their use.

mens have shown progression of disease in the native
lung (242, 243).

Recommendation: We recommend that patients with IPF
should not be treated with cyclosporine A (strong rec-
ommendation, very low quality evidence).

Values: This recommendation places a high value on pre-
venting side effects and cost and a low value on very low-
quality evidence showing discordant results.

Remarks: (Vote: none for use, 18 against use, 4 abstentions,
9 absent.)

» Question: Should patients with IPF be treated with cortico- = Question: Should patients with IPF be treated with combina-

steroid monotherapy?

No randomized controlled trials have been conducted with
corticosteroid monotherapy (229, 230). Retrospective
uncontrolled studies have reported no survival benefits,
but have suggested that a minority of patients treated
with corticosteroid monotherapy improve their pulmo-
nary function (179, 231, 232); controlled data have found
no survival benefit (14, 233). There is substantial morbid-
ity from long-term corticosteroid therapy (231).

Recommendation: We recommend that patients with IPF
should not be treated with corticosteroid monotherapy
(strong recommendation, very low-quality evidence).

Values: This recommendation places a high value on preven-
ting treatment-related morbidity and a low value on
potential improvement in pulmonary function as based
on very low-quality evidence.

Remarks: (Vote: none for use, 21 against use, 2 abstentions,
8 absent.)

m Question: Should patients with IPF be treated with colchicine?

Colchicine has been shown to inhibit fibroblast proliferation
and collagen synthesis in vitro (234), and early studies in
patients with IPF suggested a potential benefit (235).
Several prospective clinical trials have compared colchi-
cine to various treatment regimens showing no difference
in clinical outcomes (8, 236-238). None of these studies
contained a “no therapy” arm. A retrospective study of
487 patients with IPF compared survival as a function of
treatment program (14). Compared with no therapy, col-
chicine had no impact on survival (see Table 8).

Recommendation: We recommend that patients with IPF
should not be treated with colchicine (strong recommen-
dation, very low-quality evidence).

Values: This recommendation places a high value on the
very low-quality evidence, suggesting no benefit.

Remarks: (Vote: none for use, 21 against use, 2 abstentions,
8 absent.)

m Question: Should patients with IPF be treated with cyclo-
sporin A?

There are limited data on the use of cyclosporin A in the
English language literature. Early reports in small, un-
controlled groups of patients with IPF suggested a possi-
ble benefit (239, 240). More recently, a retrospective
study of 10 patients with IPF showed no apparent benefit
to cyclosporine treatment (241). Two studies of small
groups of post-lung transplant patients with IPF treated
with cyclosporine-containing immunosuppressive regi-

tion corticosteroid and immunomodulator therapy (e.g.,
azathioprine or cyclophosphamide)?

A retrospective study suggested a potential benefit of
treatment with azathioprine plus prednisone in a small
case series (244). A small randomized trial of corticoste-
roid versus corticosteroid and azathioprine showed a trend
toward a survival benefit with combination therapy with
corticosteroid and azathioprine (245) (Table 9). Cortico-
steroid and cyclophosphamide was compared with corti-
costeroid alone, and a survival benefit with cyclophospha-
mide was demonstrated (246). The results of this trial are
confounded by the inclusion of patients that do not meet
recent diagnostic criteria for IPF (1). Two retrospective,
controlled studies of cyclophosphamide have been pub-
lished. The first compared corticosteroid and cyclophos-
phamide therapy to no therapy in 164 patients, and found
no survival difference (172). The second compared corti-
costeroid and cyclophosphamide therapy to corticosteroid
alone in 82 patients, and found a survival benefit with
combination therapy (247).

Recommendation: We recommend that patients with IPF
should not be treated with combination corticosteroid
and immunomodulator therapy (strong recommendation,
low-quality evidence).

Values: This recommendation places a high value on preven-
ting treatment-related morbidity and on recent data suggest-
ing that the addition of acetylcysteine to this regimen slowed
the decline in pulmonary function (see below). It places a
lower value on possible improvement in pulmonary function.

Remarks: The evidence was low quality and there was
a variable degree of uncertainty about the balance of
benefits and harms. (Vote: none for use, 21 against use, 2
abstentions, 8 absent.) The committee was not unanimous
regarding the strength of this recommendation; the
majority voted for a strong recommendation.

m Question: Should patients with IPF be treated with combina-

tion corticosteroid, azathioprine, and acetylcysteine therapy?

Acetylcysteine is a precursor to the antioxidant glutathione,
which may be reduced in the lungs of patients with IPF
(248, 249). A randomized controlled trial comparing the
effect of high-dose acetylcysteine versus placebo in patients
receiving prednisone plus azathioprine has been completed
(250) (Table 10). In this study, the 12-month declines in
vital capacity and diffusing capacity were significantly less
in the acetylcysteine-containing arm (vital capacity: 0.18
liter difference; 95% confidence interval [CI], 0.03-0.32;
P = 0.02; diffusion capacity: 0.75 mmol/min/kilopascal
difference; 95% CI, 0.27-1.23; P = 0.003). There was no
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TABLE 8. COLCHICINE GRADE EVIDENCE PROFILE*

Quality Assessment

Other
No. of Studies Design Limitations Inconsistency Indirectness Imprecision Considerations
Mortality (follow-up median 1.5 yr) 1 Randomized trials ~ No serious No serious Serious® Very serious’ None
limitations* inconsistency
Pulmonary Function (Better indicated 1 Randomized trials  Serious’ No serious Serious' No serious None
by higher values) inconsistency imprecision
Summary of Findings
No. of Patients Effect
Colchicine No colchicine Relative (95% CI) Absolute Quality Importance’
Mortality (follow-up median 1.5 yr) 10/14 10/12 RR, 0.86 117 fewer per 1,000 ®0O0O0 Very low Critical
(71.4%) (83.3%)!l (0.56-1.30) (from 367 fewer
to 250 more)**
Pulmonary Function (Better indicated 14% 12 — 5 @ ®O00 Low Important

by higher values)

Data are from Reference 238.

* The overall quality of evidence rating is listed in the first row and is the one used in the text of the document. The quality rating for outcomes listed in other rows may
differ. How these additional outcomes are rated in terms of quality does not influence the final quality rating as they are to inform, but not to make, decisions.

" Importance rating: the relative importance of the outcome for decision making. The rating “critical” indicates making recommendations on choice of testing and
treatment strategies. The rating “important” indicates that the outcome is important but not critical for making recommendations.

* The use of colchicine in the prednisone arm for less than 2 weeks, and of prednisone at less than 20 mg/day for less than 2 weeks in the colchicine arm was permitted
for reasons other than as treatment of idiopathic pulmonary fibrosis. This would blur treatment effects.

§ The comparison in this trial is corticosteroids, leaving the single effect of colchicine versus no treatment somewhat uncertain.

9 Only 26 patients were enrolled in this trial.

I This data was abstracted from the figure provided in the publication.

** Please note that the baseline mortality risk is high in this trial which would produce large absolute effects based on apparent small relative effects.

t The patient importance of the pulmonary function measures is questionable.

# Summary estimates are not provided here, but all differences were not significant.

5 FVC (percent predicted) was not significantly different for prednisone- versus colchicine-treated subjects (—6.9 and —5.1, respectively, P = 0.385), although both
treatment groups experienced a significant decline from baseline (P = 0.012 and P = 0.027, respectively). The change from baseline Dico (ml/min/mm Hg) was not
significantly different for prednisone- versus colchicine-treated subjects (—2.0 and —1.1, P = 0.529); however, both treatment groups experienced a significant decrease
from baseline (P = 0.031 and P = 0.017, respectively).

observed difference in mortality or other secondary end- costeroid, azathioprine, and oral acetylcysteine section
points including dyspnea, quality of life, exercise physiol- above (250). In this study, the addition of oral acetylcys-
ogy, or radiographic appearance. Limitations of this study teine to corticosteroid and azathioprine was associated
include substantial drop-out (approximately 30%), the un- with a significantly smaller decline in pulmonary function.
clear clinical significance of the observed treatment effect, A previous uncontrolled study of 18 patients treated with
and the lack of a true “no treatment” arm (251, 252). oral acetylcysteine for 12 weeks also demonstrated im-

provements in lung function indices including vital capac-
ity, diffusion capacity, and capillary Pag, (249). Another
previous study randomized 30 patients to aerosolized
acetylcysteine or placebo for 12 months and documented
significant improvement in the extent of ground glass on
computed tomography and reduction in KL-6 levels (253)
(Table 11). No differences in physiologic measurements or
walk distance were found.

Recommendation: The majority of patients with IPF should not
be treated with combination corticosteroid, azathioprine,
and acetylcysteine therapy, but this therapy may be a reason-
able choice in a minority (weak recommendation, low-
quality evidence).

Values: This recommendation places a high value on pre-
venting treatment-related morbidity and a low value on
low-quality data, including the absence of a true “no-

therapy” arm. Recommendation: The majority of patients with IPF should

Remarks: There was considerable debate about this recom- not be treated with acetylcysteine monotherapy, but this

mendation. All committee members agreed more data are therapy may be a reasonable choice in a minority (weak

needed to definitively address this question (vote: 3 for use, recommendation, low-quality evidence).

17 against use, 3 abstentions, 8 absent). This treatment may Values: This recommendation places a high value on the

be appropriate in patients who are willing to accept possible potential cost of therapy and a low value on low-quality

adverse consequences even if expected benefits are small. data, including the absence of a true “no therapy” arm,
Fully informed patients are in the best position to make and indirect evidence of a potential benefit.

decisions that are consistent with the best evidence and that Remarks: There was considerable debate about this recom-

patient’s values and preferences. mendation. All committee members agreed more data

are needed to definitively address this question. The

n destion: Should patients with IPF be treated with acetylcys- committee recognizes that there is a lack of standardiza-

teine monotherapy? tion in the preparation of acetylcysteine available to the

The most recent data for acetylcysteine monotherapy comes public in some countries, and the route of delivery is

from a randomized controlled trial discussed in the corti- different between studies (oral versus aerosolized), which
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TABLE 9. AZATHIOPRINE GRADE EVIDENCE PROFILE*

Quality Assessment

Other
No. of Studies Design Limitations Inconsistency Indirectness Imprecision  Considerations
Mortality (follow-up mean 1 yr; 1 Randomized trials ~ Serious* No serious inconsistency No serious Serious® None
directly assessed) indirectness
Adverse Effects (follow-up 1 Randomized trials No serious No serious inconsistency No serious No serious None
mean 1 yr; study follow up) limitations indirectness imprecision
Forced vital capacity in percent 1 Randomized trials Very serious** No serious inconsistency Very serious’™  No serious None
predicted (follow-up mean 1 yr; imprecision
measured with: percent predicted
FVC; Better indicated by
higher values)
Summary of Findings
No. of Patients Effect
Azathioprine No Azathioprine Relative (95% Cl) Absolute Quality Importance’
Mortality (follow-up mean 1 yr; 4/14 (28.6%) 4/13 (30.8%) HR 1.0 (not provided)? Not calculated-not @® @00 Low Critical
directly assessed) statistically significant
Adverse Effects (follow-up 28/141 (200%) 25/1311 (192.3%) 1 — ® o ® & High Critical

mean 1 yr; study follow up)
Forced vital capacity in percent 14 13 —
predicted (follow-up mean 1 yr;
measured with: percent predicted
FVC; Better indicated by
higher values)

Mean 4.8 higher** ®00O0 Very low  Important

Data are from Reference 245.

* The overall quality of evidence rating is listed in the first row and is the one used in the text of the document. The quality rating for outcomes listed in other rows may
differ. How these additional outcomes are rated in terms of quality does not influence the final quality rating as they are to inform, but not to make, decisions.

T Importance rating: the relative importance of the outcome for decision making. The rating critical indicates making recommendations on choice of testing and
treatment strategies. The rating important indicates that the outcome is important but not critical for making recommendations.

¥ No effect measure was calculated. The RR is approximately 1.

§ Only 27 patients were randomized. The confidence intervals were very wide.

¥ Based on follow-up after 1 year, four patients died in each group. The HR after age-adjustment and follow up for up to 9 yr was 0.26 (0.08-0.88).

I Patients had more than one event.

** Patients crossed over (n = 3) from one to the other group because of “clinical deterioration.” Data were available only for patients who did not die in the first year.

It is not clear how important a change in FVC% is for patients.

# P value 0.87.

may affect the mechanism of action. (Vote: 5 for use, 15
against use, 3 abstentions, 8 absent.) This treatment
may be appropriate in patients who are willing to accept
possible adverse consequences even if expected benefits
are small. Fully informed patients and clinicians are in
the best position to make decisions that are consistent
with the best evidence and that patient’s values and
preferences.

colchicine in patients with less severe physiology also
suggested a possible benefit (237). A recent, definitive trial
tested this hypothesis in more than 800 patients with
physiologically mild disease and demonstrated there was
no difference in overall mortality (14.5% in the IFN-y
group compared with 12.7% in the placebo arm) (136).

Recommendation: We recommend that patients with IPF

should not be treated with IFN-y (strong recommenda-

m Question: Should patients with IPF be treated with inter-
feron-y 1b?

tion, high-quality evidence).
Values: This recommendation places a high value on the
potential risks and cost of therapy.

Interferon-y 1b (IFN-y) is an agent with antifibrotic and Remarks: (Vote: none for use, 17 against use, 6 abstentions,

immunomodulatory properties that has been evaluated in
two large clinical trials after a pilot study suggested
benefit (254) (Table 12). The first clinical trial evaluated
the time to clinical worsening or death in 330 patients
with IPF, randomized 1:1 to receive IFN-y 200 pg three
times a week subcutaneously or placebo, with low-dose
prednisone being allowed as concomitant medication in
both groups (135). The primary endpoint was not differ-
ent between groups; post hoc analysis suggested a trend
toward improved survival with IFN-y in a subgroup of
patients with less severe physiological disease at baseline.
A subsequent open-label study of IFN-y compared with

8 absent.)

m Question: Should patients with IPF be treated with bosentan?

Endothelin-1 (ET-1) is a powerful vasoconstrictor and-

growth factor that is involved in the pathogenesis of
pulmonary hypertension and potentially of IPF. Elevated
endothelin levels in serum and BAL, and exaggerated
expression of endothelin receptors and ET-1 in lung
tissue have been observed in patients with IPF (255).
Bosentan, a dual endothelin receptor A and B antagonist,
was tested in a phase II randomized controlled trial, using
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TABLE 10. COMBINED CORTICOSTEROIDS, AZATHIOPRINE, AND ACETYLCYSTEINE GRADE EVIDENCE PROFILE*

Quality Assessment

Other
No. of Studies Design Limitations  Inconsistency Indirectness Imprecision Considerations
Mortality (follow-up 12 mo; 1 Randomized trials Serious* No serious No serious Serious® None
study follow-up) inconsistency indirectness
Adverse Outcomes 1 Randomized trials**  Serious'" No serious Serious* No serious imprecision None
inconsistency
FVC (follow-up 12 mo'S; 1 Randomized trials Serious Y9 No serious Serious*, Il No serious imprecision*** None''t
measured with: liters; inconsistency
Better indicated by higher
values)
Dico (follow-up 12 mofS; 1 Randomized trials Serious*## No serious Serious#, Il No serious imprecision*** None'
measured with: inconsistency
mmol/min/kPa; Better
indicated by higher values)
Summary of Findings
No. of Patients
Corticosteroids and Effect
Azathioprine and Azathioprine and
Acetylcysteine Corticosteroids Relative (95% CI) Absolute Quality Importance’

Mortality (follow-up 12 mo; RR, 0.82 (0.31-2.15)Y © ® 00 Low Critical

study follow-up)

7/80 (8.8%) 8/75 (10.7%) 19 fewer per 1,000
(from 74 fewer
to 123 more)!

Approximately RR 1.0 —

Mean 0.18 higher

(0.03 to 0.32 higher)

© ®00 Low Critical
@® ® OO0 Low Critical

Adverse Outcomes 322/80 (402.5%)% 303/75 (404%)%
FVC (follow-up 12 moYY; 71 68 —
measured with: liters;
Better indicated by higher
values)
Dico (follow-up 12 mo¥Y; 71 68 —
measured with:
mmol/min/kPa; Better
indicated by higher values)

Mean 0.75 higher ® ®00 Low

(0.27 to 1.23 higher)

Important

Data are from Reference 250.

* The overall quality of evidence rating is listed in the first row and is the one used in the text of the document. The quality rating for outcomes listed in other rows may
differ. How these additional outcomes are rated in terms of quality does not influence the final quality rating as they are to inform, but not to make, decisions.

" Importance rating: the relative importance of the outcome for decision making. The rating “critical” indicates making recommendations on choice of testing and
treatment strategies. The rating “important” indicates that the outcome is important but not critical for making recommendations.

* Drop out from this study was high. Furthermore, reevaluation of inclusion of patients on the basis of lack of confirmation of usual interstitial pneumonia pattern and
histological findings led to exclusion to patients after randomization. Of 180 randomized, only 155 were included in the mortality analysis.

5 No explanation was provided.

Y The P value was 0.69 for this comparison.

I'No absolute effect was calculated because the relative estimate has very wide confidence intervals and is not statistically significant.

** We have not evaluated observational studies that compare this triple therapy with no therapy or azathioprine and corticosteroids with no therapy in this
comparison.

Tt Similar concerns regarding drop out or lack of inclusion apply to the accounting for adverse outcomes.

# This study compared a combination of acetylcysteine plus corticosteroids plus azathioprine to corticosteroids plus azathioprine alone. It is possible that
acetylcysteine did not act on the actual disease progression of IPF but rather prevented toxicity from what was considered standard treatment (which was not evaluated
in well-done clinical studies).

5 Note that many patients had more than one adverse event.

99 There was important drop out of patients in this study. At 1-year follow-up approximately 30% of initially randomized patients were available for follow-up. A total
of 71 and 68 patients in the acetylcysteine and placebo group, respectively, provided data for the 1-year follow-up results, with the last observation carried forward in the
FVC analyses. A total of 53 and 51 patients in the two groups actually provided FVC data after 1-year follow-up. In part, deaths in the two groups are responsible for the
use of the last observation carried forward.

I There also is concern about how direct the outcomes FVC and Dico related to patient important outcomes, such as quality of life, function, and mortality.

*** |t is not clear how important the observed difference in pulmonary function in the analysis based on the last observation carried forward is. However, we did not
downgrade further.

1t is unlikely that additional trials have been performed but were not published.

# There was important dropout of patients in this study. At 1-year follow-up, approximately 30% of initially randomized patients were available for follow-up. A total
of 68 and 63 patients in the acetylcysteine and placebo group, respectively, provided data for the 1-year follow-up results, with the last observation carried forward in the
DLco analyses. A total of 48 and 47 patients in the two groups actually provided D¢ data after 1-year follow-up. In part, deaths in the two groups are responsible for the
use of the last observation carried forward.

the change of the modified 6MWD as the primary suggested that in patients who underwent surgical lung

endpoint (137) (Table 13). The primary endpoint was
not reached. There were trends favoring bosentan in
a predefined endpoint of time to disease progression or
death, dyspnea, and quality of life. A post hoc analysis

biopsy for diagnosis of IPF, bosentan had a beneficial
effect on the predefined endpoint of time to disease
progression or death and quality of life (256). The nature
of these analyses limits the ability to interpret the results.
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TABLE 11. AEROSOLIZED ACETYLCYSTEINE MONOTHERAPY GRADE EVIDENCE PROFILE*

Quality Assessment

No. of Other
Studies Design Limitations Inconsistency Indirectness  Imprecision  Considerations

Randomized trials No serious limitations No serious inconsistency No serious Serious? None
indirectness

Quality of Life (follow-up 12 mo; 1
measured with SF36; better
indicated by higher values)

Exercise Capacity (follow-up 1 Randomized trials No serious limitations No serious inconsistency  Serious® Serious* None
12 mo; measured with
6-minute-walk test; better
indicated by higher values)

Adverse Effects (follow-up 1 Randomized trials  Serious! No serious No serious Serious* None

12 mo; better indicated by indirectness
lower values)

Vital Capacity (% of predicted) 1
(follow-up 12 mo; better
indicated by lower values)

Oxygen Saturation (follow-up 1
12 mo; measured with: Sap;
better indicated by higher values)

inconsistency

Randomized trials No serious limitations No serious Serious** Serious? None
inconsistency

Randomized trials No serious limitations No serious Serious? Serious* None
inconsistency

Summary of Findings

No. of Patients Effect

N-acetylcysteine  Bromhexine Hydrocholoride  Relative (95% Cl) Absolute Quality Importance’

Quality of Life (follow-up 12 mo; 10 12 — —5 ® ® ®O Moderate Critical
measured with SF36; better
indicated by higher values)

Exercise Capacity (follow-up 10 12 —
12 mo; measured with
6-minute-walk test; better

indicated by higher values)

MD 66.4 higher ©® &OO Low Critical
(37.9 lower to
170.7 higher)

Adverse Effects (follow-up 10 12 — — ® @00 Low Critical
12 mo; better indicated by
lower values)

Vital Capacity (% of predicted) 10 12 — MD 2.4 higher ® & 00 Low Important
(follow-up 12 mo; better (6.9 lower to
indicated by lower values) 11.7 higher)

Oxygen Saturation (follow-up 10 12 — MD 7.1 higher ® ®00 Low Important
12 mo; measured with: Sap; (5.45 to
better indicated by higher values) 8.75 higher)

Data are from Reference 253.

* The overall quality of evidence rating is listed in the first row and is the one used in the text of the document. The quality rating for outcomes listed in other rows may
differ. How these additional outcomes are rated in terms of quality does not influence the final quality rating as they are to inform, but not to make, decisions.

" Importance rating: the relative importance of the outcome for decision making. The rating “critical” indicates making recommendations on choice of testing and
treatment strategies. The rating “important” indicates that the outcome is important but not critical for making recommendations.

* Small sample size with wide confidence intervals leading to uncertainty about the actual magnitude of any effect.

¥ No signficant differences on the SF36 and direction of change inconsistent among instruments indic.

¥ Oxygen saturation is a surrogate for patient important outcomes and the direct relation unclear.

I'Unclear if adverse events were specifically measured, however, authors report that none were observed.

** Pulmonary function is a surrogate for patient important outcomes and the direct relation unclear.

Importantly, a successor study is ongoing to investigate m Question: Should patients with IPF be treated with etanercept?
whether bosentan benefits patients with IPF who have

undergone surgical lung biopsy. Etanercept is a recombinant soluble human tumor necrosis

factor (TNF) receptor that binds to TNF and neutralizes

Recommendation: We recommend that patients with TPF its activity in vitro (257). TNF has been implicated in the

should not be treated with bosentan (strong recommen-
dation, moderate-quality evidence).

Values: This recommendation places a high value on the
potential risks and cost of therapy and a low value on
trends in secondary outcome measures.

Remarks: The evidence was moderate quality and there was
a variable degree of uncertainty about the balance of
benefits and harms. (Vote: none for use, 10 against use, 13
abstentions, 8 absent.) The committee was not unanimous
regarding the strength of this recommendation; the
majority voted for a strong recommendation.

pathogenesis of pulmonary fibrosis (258, 259). A recent
randomized controlled study of etanercept for patients
with IPF failed to show a difference in the primary
endpoint of change in FVC over 48 weeks, although the
study was underpowered. Nonsignificant trends were
observed in Drco, 6MWT parameters, or patient-cen-
tered outcomes (260) (Table 14).

Recommendation: We recommend that patients with IPF
should not be treated with etanercept (strong recommen-
dation, moderate-quality evidence).
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TABLE 12. INTERFERON-GAMMA 1B GRADE EVIDENCE PROFILE*

Quality Assessment

Other
No. of Studies Design Limitations Inconsistency Indirectness Imprecision Considerations
Mortality (follow-up 3t Randomized trials No serious No serious No serious No serious None
48-96 wk; Study follow up) limitations® inconsistency indirectness imprecision?
Influenza-like lliness 3 Randomized trials No serious No serious No serious No serious None
(follow-up 48-96 wk) limitations inconsistency indirectness imprecision
Fever (follow-up 48-96 wk) 3 Randomized trials No serious No serious No serious No serious None
limitations inconsistency indirectness imprecision
Fatigue (follow-up 48-96 wk) 3 Randomized trials No serious No serious No serious No serious None
limitations inconsistency indirectness imprecision
Any Adverse Events (follow-up 3 Randomized trials No serious No serious No serious No serious None
48-96 wk) limitations inconsistency indirectness' imprecision
Summary of Findings
No. of Patients Effect
IFN-y No IFN-y Relative (95% CI) Absolute Quality Importance’
Mortality (follow-up 95/722 (13.2%) 63/452 (13.9%) RR, 0.94 (0.69-1.28)l 8 fewer per 1,000 @ ® ®® High Critical
48-96 wk; (from 43 fewer
Study follow up) to 39 more)
Influenza-like lliness 232/713 (32.5%) 57/443 (12.9%) RR, 2.31 (1.78-3.01)** 169 more per 1,000 @ ® ® @ High Critical
(follow-up 48-96 wk) (from 100 more
to 259 more)
Fever (follow-up 48-96 wk) 209/713 (29.3%) 41/443 (9.3%) RR, 3.22 (2.35-4.41)** 205 more per 1,000 ® ® ® @ High Critical
(from 125 more
to 316 more)
Fatigue (follow-up 48-96 wk) 221/713 (31%) 98/443 (22.1%) RR, 1.35 (1.10-1.67)** 77 more per 1,000 @ ® ® ® High Critical
(from 22 more
to 148 more)
Any Adverse Events (follow-up 710/722 (98.3%) 439/452 (97.1%) RR, 1.01 (0.99-1.03) 10 more per 1,000 @ ® P @ High Important

48-96 wk) (from 10 fewer

to 29 more)

Data are from References 135, 136, and 254.

* overall quality of evidence rating is listed in the first row and is the one used in the text of the document. The quality rating for outcomes listed in other rows may
differ. How these additional outcomes are rated in terms of quality does not influence the final quality rating as they are to inform, but not to make, decisions.

" Importance rating: The relative importance of the outcome for decision making. The rating “critical” indicates making recommendations on choice of testing and
treatment strategies. The rating “important” indicates that the outcome is important but not critical for making recommendations.

¥ Studies had different length of follow-up.

% In the study by Ziesche and coworkers the methods of randomization, concealment, and other study characteristics were not well described. However, we did not
downgrade the quality of evidence, because the results had little impact on the overall results.

¥ The panel did not downgrade for imprecision, although the confidence intervals remain wide despite the two larger studies that have been conducted. One of the
underlying reasons for not downgrading is that in the context of the downsides of therapy the still-conceivable benefit (based on the confidence intervals) of therapy
likely does not outweigh the harms.

I'No patient (a total of 18 patients were reported) in the study by Ziesche and colleagues had died after 1 year of follow-up. These data were pooled using a fixed
effect model with data from the studies by King and coworkers and by Raghu and colleagues. Ziesche and coworkers reported no death in either group.

** The study by Ziesche and colleagues was not included as this outcome was not reported separately.

T It is questionable whether counting of any adverse event is direct enough for decision making. It can lead to blurring the effect of important adverse effects.

Values: This recommendation places a high value on the
potential risks and cost of therapy and a low value on
possible improvement in secondary outcome measures.

Remarks: The committee recognizes that due to the un-
derpowered nature of this trial, no definitive conclusion
regarding efficacy can be drawn. (Vote: none for use, 18
against use, 4 abstentions, 9 absent.)

demonstrated and felt to be due to reduced mortality
during hospitalization for acute exacerbations or disease
progression. Significant limitations of the study included
the absence of blinding, differential drop-out rates, failure
to exclude pulmonary embolism as a potential cause of
deterioration, and suboptimal documentation of the qual-
ity of anticoagulation during outpatient phases.

Recommendation: The majority of patients with IPF should
not be treated with anticoagulants, but this therapy may
be a reasonable choice in a minority (weak recommen-
dation, very low-quality evidence).

Values: This recommendation places a high value on the
potential risks and cost of therapy and a low value on very
low quality data showing a benefit.

Remarks: There was considerable debate about this recom-
mendation. The evidence was very low quality and there
was a variable degree of uncertainty about the balance of

m Question: Should patients with IPF be treated with anticoag-
ulants?

Anticoagulation therapy has been evaluated for the treat-
ment of IPF in a Japanese unblinded, randomized con-
trolled trial that compared corticosteroids plus anticoagu-
lation (unfractionated or low-molecular-weight heparin
during follow-up when re-hospitalized and warfarin during
outpatient treatment) to corticosteroids alone (152) (Table
15). A survival benefit in the anticoagulation arm was
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TABLE 13. BOSENTAN GRADE EVIDENCE PROFILE*
Quality Assessment
Other
No. of Studies Design Limitations Inconsistency Indirectness Imprecision  Considerations
Mortality or Disease Progression 1 Randomized trials No serious limitations No serious No serious Serious* None
inconsistency indirectness
Exercise Capacity (follow-up 1 Randomized trials No serious limitations No serious Serious® No serious None
median 12 mo; in meters) inconsistency imprecision
Summary of Findings
No. of Patients Effect
Bosentan No Bosentan Relative (95% CI) Absolute Quality Importance’

Mortality or Disease Progression  38/71 (53.5%) 43/83 (51.8%) RR, 1.03 (0.77-1.39) 26 more per 1,000 (from 518 @ & ® O Moderate Critical

Exercise Capacity (follow-up 71 83
median 12 mo; in meters)

fewer to 518 fewer)

Mean 18 meters higher? @ ® ®O Moderate Critical

Data are from Reference 137.

* The overall quality of evidence rating is listed in the first row and is the one used in the text of the document. The quality rating for outcomes listed in other rows may
differ. How these additional outcomes are rated in terms of quality does not influence the final quality rating as they are to inform, but not to make, decisions.

" Importance rating: the relative importance of the outcome for decision making. The rating “critical” indicates making recommendations on choice of testing and
treatment strategies. The rating “important” indicates that the outcome is important but not critical for making recommendations.

* We downgraded for imprecision because of few events and wide confidence intervals overall for this outcome.

§ Six-minute-walk distance is of questionable importance to patients.
¥ Confidence interval for difference not provided in the study.

benefits and harms. (Vote: 1 for use, 20 against use, 2
abstentions, 8 absent.) This treatment may be appropriate
in patients who are willing to accept possible adverse
consequences even if expected benefits are small. Fully
informed patients are in the best position to make decisions
that are consistent with the best evidence and that patient’s
values and preferences.

m Question: Should patients with IPF be treated with pirfeni-
done?

Pirfenidone is a pyridone compound with pleiotropic, anti-
inflammatory, antifibrotic, and antioxidant properties,
with antagonism of TGF-B1 effects. Pilot studies sug-
gested benefit to this drug (261, 262). A subsequent
randomized controlled trial (RCT) from Japan compar-
ing pirfenidone with placebo was stopped prematurely
after a secondary endpoint—acute exacerbation—was
found significantly more frequently in the placebo group
as compared with the active treatment arm (144) (see
Table 16). Although the data set was incomplete due to
premature interruption of the trial, there was a sugges-
tion of beneficial treatment effect on oxygen saturation
during 6-minute steady-state exercise test (which was
the primary endpoint) and a significantly diminished
decline of vital capacity in the active treatment com-
pared with the placebo arm. A second RCT from Japan
comparing pirfenidone to placebo found a reduction in
the rate of decline in vital capacity over 52 weeks in the
pirfenidone arm (=90 ml vs. —160 ml, P value 0.04)
(263). There was also a difference in progression-free
survival (defined by death or > 10% decline in vital
capacity) favoring the pirfenidone group (P = 0.03).
However, there were significant limitations to this trial.
These included highly selective enrolment of patients
who demonstrated desaturation on an unvalidated exer-
cise study. In addition, the primary endpoint of the study
(that was the rationale for the selected patient popula-
tion) was changed before unblinding.

The results of two additional international RCTs of
pirfenidone have been recently reviewed by the United
States Food and Drug Administration (USFDA), and
a detailed report is available (264-267). One trial (PIPF-
004) met the primary endpoint of absolute change from
baseline in percent-predicted FVC with an effect size of
4.4% favoring pirfenidone over placebo. The other trial
(PIPF-006) did not meet this same primary endpoint.
Some secondary efficacy variables were numerically
supportive, but inconsistent between trials. A survival
benefit was not established for all-cause on-treatment
mortality. Pirfenidone was associated with significant
gastrointestinal adverse events, liver laboratory abnor-
malities, photosensitivity, and rash.

Recommendation: The majority of patients with IPF should
not be treated with pirfenidone, but this therapy may be
a reasonable choice in a minority (weak recommendation,
low- to moderate-quality evidence)

Values: This recommendation places a high value on side
effects and cost and a lower value on the possible small
reduction in pulmonary function decline.

Remarks: The number of votes for this recommendation
reflects the voting of the entire committee membership
(other than the librarians) because the pirfenidone voting
was updated subsequent to the face-to-face meeting elec-
tronically as detailed in METHODS. Thus the total number of
votes for this recommendation is more than the votes made
for other recommendations by participants present at the
face-to-face meetings (electronic vote: 4 for use, 10 against
use, 17 abstentions, none absent). This treatment may be
appropriate in patients who are willing to accept possible
adverse consequences even if expected benefits are small.
Fully informed patients are in the best position to make
decisions that are consistent with the best evidence and
that patient’s values and preferences. The committee
acknowledges that the methodology used in making
recommendations for or against the use of therapies in
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TABLE 14. ETANERCEPT GRADE EVIDENCE PROFILE*

Quality Assessment

Other
No. of Studies Design Limitations Inconsistency Indirectness Imprecision Considerations
Death or Disease Progression 1 Randomized trials  No serious No serious Serious? No serious None
(follow-up 48 wk; study follow up) limitations®$ inconsistency imprecision|l
Pulmonary function (follow-up 48 wk; 1 Randomized trials  No serious No serious Very serious**  No serious None
better indicated by higher values) limitations' inconsistency imprecision
Adverse outcomes (follow-up 48 wk) 1 Randomized trials  No serious No serious Very serious®®  No serious None
limitations* inconsistency imprecision
Summary of Findings
No. of Patients Effect
Ertanercept No Ertanercpt Relative (95% CI) Absolute Quiality Importance’
Death or Disease Progression 23/45 (51.1%) 22/40 (55%) RR, 0.91 (0.61-1.36) 49 fewer per 1,000 & ® @O Moderate Critical
(follow-up 48 wk; study follow up) (from 214 fewer
to 198 more)
Pulmonary function (follow-up 45 40 — MD 0.1 lower' ® ®00 Low Important
48 wk; better indicated by higher values)
Adverse outcomes (follow-up 48 wk) 42/46 (91.3%) 37/41 (90.2%) RR, 1.01 (0.88-1.16) 9 more per 1,000 @® @O0 Low Critical

(from 108 fewer
to 144 more)

Data are from Reference 260.

* The overall quality of evidence rating is listed in the first row and is the one used in the text of the document. The quality rating for outcomes listed in other rows may
differ. How these additional outcomes are rated in terms of quality does not influence the final quality rating as they are to inform, but not to make, decisions.

" Importance rating: the relative importance of the outcome for decision making. The rating “critical” indicates making recommendations on choice of testing and
treatment strategies. The rating “important” indicates that the outcome is important but not critical for making recommendations.

* Of 88 patients randomized, three were excluded from the anlaysis before unblinding. One of those three patients did not receive any study medication, and two

were excluded because of issues related to study conduct at one site.

% The overall quality of evidence is based on the quality of the outcome death or disease progression. The other outcomes are equally showing no important benefit

and thus are going in the same direction.

¥ We did not separate death from disease progression, although death is clearly a more important outcome than disease progression, and there is indirectness related

to the outcome disease progression (defined as decline in FVC% of more than 10%).

I'We did not downgrade for imprecision given that the lack of benefit on all outcomes suggests no overall benefit against either the potential harms or benefits for the

outcome death or disease progression.
** FVC% is very indirect with respect to patient importance.

' No confidence interval around the mean difference was reported. At 48 weeks of follow-up, patients in the etanercept group experienced a mean decline of 0.1 (SD,
0.3) L from baseline actual FVC, compared with a mean decline of 0.2 (SD, 0.3) L experienced by patients in the placebo group (P = 0.1076). For the outcome DicoHb,
atients in the etanercept group experienced a mean decline of 0.9 (SD 2.6) ml/min/mm Hg from baseline in absolute measures of DLcoHb, compared with a mean
decline of 1.7 (SD 2.9) ml/min/mm Hg experienced by patients in the placebo group (P = 0.158).

* This outcome is reported for 87 patients, including the 2 patients who were withdrawn from the assessment of the other outcomes.

5 The outcomes are mixed, including very mild to very serious events.

this evidence-based guideline differs from that used by
regulatory agencies.

Therapies without Recommendations: Newer Data Published
Subsequent to Final Formal Face-to-Face Discussions
(see MEeTHODS)

Sildenafil. Sildenafil (an oral phosphodiesterase 5 inhibitor
that has been shown to safely reduce pulmonary vascular
pressures in patients with IPF [268]) has been studied in small
cohorts of patients with IPF and pulmonary hypertension, and
has demonstrated improved walk distance and pulmonary
hemodynamics over 8 to 12 weeks (269, 270). Patients with
IPF and a severely reduced Drco are at increased risk for
pulmonary vascular disease (271). Based on these observa-
tions, a phase III randomized controlled trial of sildenafil in
patients with IPF and a severely reduced Drco (< 35%
predicted) has recently be completed and published online
(272) (Table 17). One hundred eighty subjects were random-
ized to sildenafil (20 mg three times daily) or placebo for 12
weeks, with a subsequent 12-week open label phase in which
all patients received active drug. The primary endpoint was
categorical change of 20% in 6-minute-walk distance at 12

weeks. Key secondary endpoints were dyspnea, quality of life,
gas exchange (e.g., Pap,) and pulmonary function (e.g., DLco).
There was no difference in the primary endpoint between
active therapy and placebo (10.1% versus 6.6%, P = 0.39).
There were statistically significant differences in the change in
dyspnea, Pagp,, DLco, and quality of life favoring sildenafil.
There were no differences in serious adverse events or
mortality over 24 weeks. A second study randomized 29
subjects with IPF to sildenafil or placebo (273). Unlike the
first study, there was no requirement for advanced disease; the
average DLco in this study group was 42% predicted. The
primary endpoint was the change in 6-minute-walk distance at
6 months. There was no significant difference in the primary
endpoint. There was also no difference in change in exertional
dyspnea.

Imatinib. Imatinib mesylate is a tyrosine kinase inhibitor
with activity against platelet-derived growth factor receptors.
This has led to the investigation of imatinib as an antiprolfer-
ative agent in several diseases, including IPF. In a phase II
randomized controlled trial of imatinib, 121 patients with
recently diagnosed (< 36 mo), progressive disease with pre-
served pulmonary function (FVC > 55%, DLco > 35%) were
randomized to oral imatinib (600 mg once daily) or placebo for
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TABLE 15. ANTICOAGULATION GRADE EVIDENCE PROFILE*
Quality Assessment
Other
No. of Studies Design Limitations Inconsistency Indirectness Imprecision  Considerations
Mortality (follow-up 1 Randomized trials ~ Very serioust  No serious inconsistency ~ No serious indirectness Serious® None
median 12 mo)
Summary of Findings
No. of Patients Effect
Anticoagulation No Anticoagulation Relative (95% CI) Absolute Quality Importance’
Mortality (follow-up 5/23 (21.7%) 20/33 (60.6%) RR, 0.36 (0.16-0.82) 388 fewer per 1,000 @000 Very low Critical

median 12 mo)

(from 109 fewer
to 509 fewer)

Data are from Reference 152.

* The overall quality of evidence rating is listed in the first row and is the one used in the text of the document. The quality rating for outcomes listed in other rows may
differ. How these additional outcomes are rated in terms of quality does not influence the final quality rating as they are to inform, but not to make, decisions.

" Importance rating: the relative importance of the outcome for decision making. The rating “critical” indicates making recommendations on choice of testing and
treatment strategies. The rating “important” indicates that the outcome is important but not critical for making recommendations.

# No explanation was provided.

% The confidence intervals are wide. In the context of bleeding risk and other burden from anticoagulant therapy, the panel downgraded for imprecision.

up to 96 weeks (274). The primary endpoint was a composite
measure of disease progression defined by a greater than 10%
decline in FVC or death. No difference in this endpoint was
observed (hazard ratio, 1.05; 95% CI, 0.56-1.96; P = 0.89).
There were no meaningful differences in secondary endpoints.
Imatinib was associated with a higher incidence of adverse
event-related dropouts (22% versus 10%).

Nonpharmacologic Therapies

The committee recommends the use of several nonpharmaco-
logic therapies in appropriate patients with IPF.

m Question: Should patients with IPF and resting hypoxemia
receive long-term oxygen therapy?

There are no data that directly inform the use of long-term
oxygen therapy in patients with IPF. One study has
retrospectively compared survival in a cohort of patients
with IPF, many of whom (27%) received oxygen therapy
(14). In multivariate analysis, no survival benefit was
demonstrated with oxygen use. This study was limited by
its retrospective design. There is limited evidence demon-
strating improvement in exercise capacity in patients with
resting hypoxemia using oxygen (275). Indirect evidence
from two large randomized trials in obstructive lung disease
has demonstrated a clear survival benefit with long-term
oxygen therapy (276, 277). Variable definitions of hypox-
emia were used in these studies (Pag, of 55-65 mm Hg).

Recommendation: We recommend that patients with IPF
and clinically significant resting hypoxemia should be
treated with long-term oxygen therapy (strong recom-
mendation, very low-quality evidence).

Values: This recommendation places a high value on evi-
dence from other chronic lung diseases and a low value on
inconvenience to patients and cost.

Remarks: The committee was divided over the strength of
this recommendation. There was a degree of uncertainty
about the balance of benefits and inconvenience to
patients/cost. The strong recommendation was driven by
physiological rationale, ethical concern over withholding
supplemental oxygen in a patient demonstrating clinically

significant resting hypoxemia (commonly defined by
a resting Spo, of < 88%), and extrapolation from data
in COPD. The committee is not able to specify a Pag,
cutoff for use of supplemental oxygen; for now this must
be determined at the discretion of the treating physician.
It is unknown if supplemental long-term oxygen therapy
in patients who demonstrate only exertional hypoxemia
improves survival. However, limited data suggest im-
proved walk distance with supplemental oxygen in these
patients (188). (Vote: 18 for use, none against use, 4
abstentions, 9 absent.)

m Question: Should appropriate patients with IPF undergo lung
transplantation?

Five-year survival rates after lung transplantation in IPF are
estimated at 50 to 56% (278, 279). A single-center study of
46 patients referred for lung transplantation with IPF
demonstrated a reduced risk of death at 5 years in patients
receiving lung transplantation (280). Additional evidence
suggests that patients with pulmonary fibrosis undergoing
lung transplantation have favorable long-term survival
compared with other disease indications (279). There are
no clear data to guide precise timing of transplantation,
although criteria have been proposed based on diffusion
capacity and or the presence of progressive disease (190). It
is unclear if the survival benefit is different in single- versus
double-lung transplant recipients (281).

Recommendation: We recommend that appropriate patients
with IPF should undergo lung transplantation (strong
recommendation, low-quality evidence).

Values: This recommendation places a high value on low-
quality evidence showing a survival benefit and lower
value on cost and procedural risk.

Remarks. The committee recognizes that there is variability
among lung transplantation programs regarding eligibility
and timing of listing for transplantation. There are major
limitations to the published retrospective studies of lung
transplantation for IPF. Most importantly, the patient
populations in these studies include patients with other
forms of fibrotic lung disease. Discussion of lung trans-
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TABLE 16. PIRFENIDONE GRADE EVIDENCE PROFILE*

Quality Assessment

No. of Other
Studies Design Limitations Inconsistency Indirectness Imprecision Considerations
Mortality (follow-up 72 wk) 4 Randomized trials No serious No serious No serious Serious® None¥
limitations inconsistency indirectness®
Acute Exacerbation (follow-up 72 wkl') 4 Randomized trials Serious** No serious No serious Serious® Nonef
inconsistency indirectness
Vital Capacity (follow-up 72 wk; measured 4 Randomized trials No serious No serious Very serious* No serious Nonef
with: SMD based on FVC% predicted, limitations'" inconsistency imprecision
VC and FVC; better indicated by
higher values)
Photosensitivity (follow-up 72 wk) 4 Randomized trials No serious No serious No serious No serious Nonef
limitations inconsistency indirectness imprecision
Anorexia 4 Randomized trials No serious No serious No serious No serious Nonef
limitations inconsistency indirectness imprecision
Fatigue 3 Randomized trials No serious No serious No serious No serious Nonef
limitations inconsistency indirectness|l/ imprecision
Stomach Discomfort 4 Randomized trials No serious No serious Serious*** No serious None
limitations inconsistency imprecision
Dico (better indicated by lower values) 4 Randomized trials No serious No serious Serious '™ No serious None
limitations inconsistency imprecision***
Oxygen Saturation (follow-up 9 mo; 2 Randomized trials No serious No serious Serious% No serious None
better indicated by higher values) limitations inconsistency imprecision
Summary of Findings
No. of Patients Effect
Pirfenidone No Pirfenidone Relative(95% CI) Absolute Quality Importance
Mortality (follow-up 72 wk) 30/526 (5.7%) 39/486 (8%) RR, 0.77 (0.49-1.21) 18 fewer per 1,000 @® ® ®O Moderate Critical
(from 41 fewer
to 17 more)
Acute Exacerbation (follow-up 72 wkl') 10/526 (1.9%) 14/486 (2.9%) RR, 0.69 (0.2-2.42) 9 fewer per 1,000 ® @00 Low Critical
(from 23 fewer
to 41 more)
Vital Capacity (follow-up 72 wk; 521 485 — SMD 0.23 higher @ 00 Low Important?
measured with: SMD based on (0.06 to 0.41 higher)
FVC% predicted, VC and FVC;
better indicated by higher
values)
Photosensitivity (follow-up 72 wk) 130/526 (24.7%) 30/489 (6.1%) RR, 5.3 (1.46-19.24) 99 264 more per 1,000 SO ®® High Important
(from 28 more
to 1,119 more)
Anorexia 78/526 (14.8%) 18/489 (3.7%) RR, 3.57 (2.15-5.93) 9 95 more per 1,000 @ @ @ & High Important
(from 42 more
to 181 more)
Fatigue 120/417 (28.8%)%9 72/382 (18.8%) RR, 2.54 (0.53-12.18) 290 more per 1,000 @ @ @ @ High Important
(from 89 fewer
to 2,107 more)
Stomach Discomfort 54/526 (10.3%) 10/489 (2%) RR, 4.2 (2.17-8.11) 65 more per 1,000 @® ® ®O Moderate Important
(from 24 more
to 145 more)
Dico (better indicated by 526 486" — Not pooled @ @ ®O Moderate Important
lower values)
Oxygen Saturation (follow-up 171 135 — MD 0.53 higher @ ® ®O Moderate Important

9 mo; better indicated by
higher values)

1.01

lower

to 2.06 higher)

Data are from References 144 and 263-267.

* The overall quality of evidence rating is listed in the first row and is the one used in the text of the document. The quality rating for outcomes listed in other rows may
differ. How these additional outcomes are rated in terms of quality does not influence the final quality rating as they are to inform, but not to make, decisions.

" Importance rating: the relative importance of the outcome for decision making. The rating “critical” indicates making recommendations on choice of testing and

treatment strategies. The rating “important” indicates that the outcome is important but not critical for making recommendations.

* The studies used slightly different doses of pirfenidone.
§ There are sparse data, leading to imprecison. The number of events and patients in the studies is too small to show an effect or exclude with confidence that no

important effect on mortality is achieved. The confidence intervals are wide.

Y The number of studies is small and publication bias is difficult to detect given the small number of studies.

I Two trials (004 and 006) with follow-up of 72 weeks.

** One trial (Azuma and colleagues) stopped early because of perceived benefit in relation to exacerbations.
't Data were imputed in studies 004 and 006.
# |t is not clear how important a change in FVC% is for patients. In one trial vital capacity and not FVC was measured.
% The study period data for PFT data were used. The SMD was used because there were no standard deviations given for the absoulte difference in FVC (only for FVC in

percent predicted). The FVC data used here are derived from the prespecified imputed data in the FDA document for studies 004 and 006 (Table 8).

99 Data for 004 and 006 were not provided separately and for the meta-analysis it was assumed that this is one study for this outcome.
11t is not clear whether this outcome was continuous and how severe it was (whether it was sporadic or transient).

*** No explanation was provided.

" Dico is not a patient-important outcome.
# |t is not clear which patients had Dico measured and the data provided in the publications do not allow for pooling of the results.
5% The importance of this outcome measure for patients and the relation to patient-important outcomes is uncertain.



American Thoracic Society Documents 811

TABLE 17. SILDENAFIL GRADE EVIDENCE PROFILE*

Quality Assessment

Other
No. of Studies Design Limitations Inconsistency Indirectness Imprecision  Considerations
Mortality (Copy) (follow-up 12-24 wk) 2 Randomized trials No serious No serious No serious Very serious® None
limitations inconsistency* indirectness
Exacerbations (follow-up mean 12 wk) 19 Randomized trials No serious No serious No serious Very serious! None
limitations inconsistency indirectness
Quality of Life (SGRQ) (follow-up mean 1 Randomized trials No serious No serious No serious Serious** None
12 wk; better indicated by lower values) limitations inconsistency indirectness
FVC (follow-up 12-24 wk; better indicated 2 Randomized trials No serious No serious Serious' Serious** None
by lower values) limitations inconsistency
Dyspnea Change Scores Borg (follow-up 2 Randomized trials No serious No serious No serious Serious** None
12-24 wk; better indicated by lower limitations inconsistency indirectness
values)
Dico (better indicated by lower values) 2 Randomized trials No serious No serious Serious® Serious** None
limitations inconsistency
Six-Minute-Walk Distance (better indicated 2 Randomized trials No serious No serious Serious¥Y Serious** None
by lower values) limitations inconsistency
Oxygen Saturation (better indicated by 2 Randomized trials No serious No serious Seriousl/l Serious** None
lower values) limitations inconsistency
Summary of Findings
No. of Patients Effect
Sildenafil No Sildenafil Relative (95% CI) Absolute Quality Importance’
Mortality (Copy) (follow-up 12-24 wk) 2/103 (1.9%) 4/106 (3.8%) RR 0.51 (0.1-2.72) 18 fewer per 1,000 @® ® OO0 Low Critical
(from 34 fewer to
65 more)
Exacerbations (follow-up mean 12 wk) 1/89 (1.1%) 3/91 (3.3%) RR0.34 (0.04-3.22) 22 fewer per 1,000 @® ® OO0 Low Critical
(from 32 fewer to
73 more)
3.3% 22 fewer per 1,000
(from 32 fewer to
73 more)
Quality of Life (SGRQ) (follow-up mean 89 91 — MD 4.09 lower @® ® ®O Moderate  Critical
12 wk; better indicated by lower values) (7.31 to 0.87
lower)
FVC (follow-up 12-24 wk; better indicated 103 106 — SMD 0.07 higher ® 00 Low Critical
by lower values) (0.2 lower to
0.34 higher)
Dyspnea Change Scores Borg (follow-up 103 106 — MD 0.18 lower ® ® ®O Moderate  Important
12-24 wk; better indicated by lower (0.61 lower to
values) 0.25 higher)
Dico (better indicated by lower values) 103 106 — SMD 0.01 lower @© ®00 Low Important
(0.33 lower to
0.31 higher)
Six-Minute-Walk Distance (better indicated 103 106 — MD 2.75 lower ® ®00 Low Important
by lower values) (50.99 lower to
45.5 higher)
Oxygen Saturation (better indicated by 103 106 — SMD 0.04 lower ® ®00 Low Important
lower values) (0.82 lower to
0.74 higher)

Data are from References 272 and 273.

* The overall quality of evidence rating is listed in the first row and is the one used in the text of the document. The quality rating for outcomes listed in other rows may
differ. How these additional outcomes are rated in terms of quality does not influence the final quality rating as they are to inform, but not to make, decisions.

" Importance rating: the relative importance of the outcome for decision making. The rating “critical” indicates making recommendations on choice of testing and
treatment strategies. The rating “important” indicates that the outcome is important but not critical for making recommendations.

# No events in the trial by Jackson.

% Only six events in total.

¥ Reported in only one of the two trials. The follow-up period was very short.

I"Only four events observed in an overall relatively small sample size.

** There are very few patients in these trials—the continuous outcome measure may mask that there are few patients.

T It is not clear how important a change in FVC% or FVC is for patients.

# Dyspnea is a fairly direct outcome, and this outcome measure has been validated.

% Dico is not a patient important outcome.

99 There is some question whether 6-minute-walk distance is a patient-important outcome or not.

I The importance of this outcome measure for patients and the relation to patient important outcomes is uncertain.
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plantation is encouraged in appropriate patients at the
time of diagnosis, and detailed evaluation for lung trans-
plantation should occur in a timely manner at the first
sign of objective deterioration. (Vote: 21 for use, none
against use, 1 abstention, 9 absent.)

m Question: Should patients with respiratory failure due to IPF
receive mechanical ventilation?

There are several small studies of mechanical ventilation in
patients with IPF and respiratory failure, all of which show
a high hospital mortality rate (149, 282-291). The inclusion
criteria varied among studies, with some only including
patients with respiratory failure of unknown etiology (149,
287). A representative study of 23 patients with IPF and
respiratory failure who required mechanical ventilation
reported a hospital mortality rate of 96% (286). The only
survivor underwent lung transplantation 6 hours after in-
tubation. A systematic review of mechanical ventilation in
patients with IPF and respiratory failure reports a similarly
poor hospital mortality of 87% among the 135 reported
cases (292).

Recommendation: The majority of patients with respiratory
failure due to IPF should not receive mechanical ventila-
tion, but mechanical ventilation may be a reasonable
intervention in a minority (weak recommendation, low-
quality evidence).

Values: This recommendation places a high value on the
high mortality observed in this patient population and on
reducing unnecessary suffering.

Remarks: Clinicians need to evaluate each patient carefully
before making the decision to not pursue mechanical
ventilation. Given the high mortality associated with me-
chanical ventilation in IPF, this therapy should only be used
after discussion with patients and their caregivers regarding
goals of care. Whether or not to receive mechanical
ventilation in this situation is a value-laden decision that
is best made by the patient, clinician, and family ahead of
time (ideally during a previous clinic visit). Noninvasive
positive pressure ventilation may be appropriate in some
patients. In rare circumstances, mechanical ventilation may
be appropriate as a bridge to lung transplantation. (Vote: 2
for use, 19 against use, 2 abstentions, 8 absent.)

m Question: Should patients with IPF receive pulmonary re-
habilitation?

Pulmonary rehabilitation programs involve aerobic condi-
tioning, strength and flexibility training, educational lec-
tures, nutritional interventions, and psychosocial support.
Pulmonary rehabilitation has recently been studied in
patients with ILD. Two controlled trials of pulmonary
rehabilitation in IPF have demonstrated an improvement
in walk distance and symptoms or quality of life (293, 294).
Other uncontrolled studies have found similar findings
(295-298). The beneficial effects of pulmonary rehabilita-
tion may be more pronounced in patients with worse
baseline functional status (295).

Recommendation: The majority of patients with IPF should
be treated with pulmonary rehabilitation, but pulmonary
rehabilitation may not be reasonable in a minority (weak
recommendation, low-quality evidence).

Values: This recommendation places a high value on
moderate-quality data demonstrating improvement in

functional status and patient-centered outcomes and
a low value on cost and uncertainty regarding duration
of benefit.

Remarks: The long-term benefit of pulmonary rehabilitation
remains unclear. The committee recognizes that the
components of pulmonary rehabilitation may need to be
tailored to this patient population. (Vote: 19 for use, none
against use, 3 abstentions, 9 absent.)

TREATMENT OF SELECTED COMPLICATIONS AND
COMORBID CONDITIONS

There is an increasing awareness of complications and comorbid
conditions frequently associated with IPF. These include acute
exacerbation of IPF, pulmonary hypertension, gastroesophageal
reflux disease, obesity, emphysema, and obstructive sleep apnea
(299). It is unknown if treating these comorbidities influences
clinical outcomes. There are no data on which to make
recommendations for treatment of obesity, emphysema, and
obstructive sleep apnea in the setting of IPF.

m Question: Should patients with acute exacerbation of IPF be
treated with corticosteroids?

Although high-dose corticosteroids are commonly prescribed
for the treatment of acute exacerbation of IPF (143, 144,
147-149, 152, 153, 155, 157, 300), there are no controlled
trials on which to judge efficacy. Cyclosporin A and
anticoagulation have also been used without conclusive
results (152, 241, 301).

Recommendation: The majority of patients with acute
exacerbation of IPF should be treated with corticoste-
roids, but corticosteroids may not be reasonable in a
minority (weak recommendation, very low-quality evi-
dence).Values: This recommendation places a high value
on anecdotal reports of benefit and the high mortality of
acute exacerbation of IPF.

Remarks: Specific recommendations regarding the dose, route,
and duration of corticosteroid therapy cannot be made.
Intravenous corticosteroids up to a gram per day have been
reported in a few case series. There was consensus that
supportive care is the mainstay of therapy for acute
exacerbation of IPF. (Vote: 14 for use, 5 against use, 1
abstention, 11 absent.)

m Question: Should pulmonary hypertension be treated in
patients with IPF?

There are limited data on the treatment of pulmonary
hypertension (generally defined by the presence of a mean
pulmonary artery pressure of > 25 mm Hg on right heart
catheterization) in patients with IPF. A single dose trial of
intravenous and aerosolized epoprostenol in eight patients
with ILD and pulmonary hypertension (one had IPF)
demonstrated improved pulmonary hemodynamics but
worsened shunt flow and oxygenation (302). A retrospec-
tive study of long-term therapy with intravenous epopros-
tenol or oral bosentan in 19 patients with ILD and
pulmonary hypertension (eight with IPF) suggested im-
provement in 6-minute-walk distance and quality of life
over 6 months (303). A single dose of sildenafil has been
shown to improve pulmonary hemodynamics without in-
creasing shunt flow or worsening oxygenation (268). Two
small, uncontrolled prospective studies of sildenafil in
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patients with IPF and pulmonary hypertension demon-
strated improved walk distance and pulmonary hemody-
namics over 8 to 12 weeks (269, 270).

Recommendation: Pulmonary hypertension should not be
treated in the majority of patients with IPF, but treatment
may be a reasonable choice in a minority (weak recom-
mendation, very low-quality evidence).

Values: This recommendation places a high value on cost and
the potential for drug-related morbidity, and a low value
on very low-quality data suggesting a possible benefit in
selected patients.

Remarks: In patients with moderate to severe pulmonary
hypertension documented by right heart catheterization
(i.e., mean pulmonary artery pressure > 35 mm Hg), in
line with the interpretation of a weak recommendation,
a trial of vasomodulatory therapy may be indicated. The
committee recognizes the need for clinical trials of vaso-
modulatory therapies in this patient population. (Vote: 8
for use, 14 against use, 1 abstention, 8 absent.)

m Question: Should asymptomatic gastroesophageal reflux dis-
ease be medically treated in patients with IPF?

Abnormal acid gastroesophageal reflux (GER) is highly
prevalent in patients with IPF, and up to one half of
patients are asymptomatic (19, 53, 304). Abnormal GER is
a risk factor for aspiration, which is a known cause of
pneumonitis, and may contribute to chronic airways in-
flammation and fibrosis (305-307). Two retrospective case
series describe stabilization of pulmonary function and
oxygen requirements with medical and surgical manage-
ment of gastroesophageal reflux (19, 308).

Recommendation: Asymptomatic gastroesophageal reflux
disease should be medically treated in the majority of
patients with IPF, but treatment may not be reasonable
in a minority (weak recommendation, very low-quality
evidence).

Values: This recommendation places a high value on
very low-quality evidence suggesting a possible benefit,
and a low value on cost and potential increased risk
of pneumonia and osteoporosis with acid suppression
therapy.

Remarks: This recommendation does not extend to the
potential treatment of non-acid reflux and surgical treat-
ment with fundoplication. Treatment of abnormal GER in
patients with IPF warrants further studies and clinical trials.
(Vote: 15 for use, 8 against use, no abstentions, 8 absent.)

PALLIATIVE CARE

Palliative care focuses on reducing symptoms and providing
comfort to patients, rather than treating patients’ disease.
Specific goals for palliative care include relief from physical
and emotional suffering and consideration for psychological and
spiritual support for patients and caregivers. Such care will need
to be individualized. Palliative care should be considered an
adjunct to disease-focused care.

Worsening of symptoms such as cough and dyspnea are
common and difficult to treat. Limited data suggest that
corticosteroids and thalidomide may be beneficial for chronic
cough in IPF (309, 310). Chronic opioids may be used for severe
dyspnea and cough; careful monitoring for side effects should
be performed (10). Advanced directives and end-of-life care
issues should be addressed in the ambulatory setting in all
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patients with IPF, particularly those with severe physiologic
impairment and comorbid conditions. In patients who are bed-
bound due to IPF, hospice care should be considered.

MONITORING THE CLINICAL COURSE OF DISEASE

Monitoring of patients with IPF is necessary to proactively
identify patients with progressive disease, to appreciate wors-
ening of symptoms and oxygenation, and to detect the de-
velopment of disease or treatment complications. In addition,
careful assessment of the clinical course is useful in helping
patients understand their disease course and in initiating timely,
appropriate therapeutic interventions, including consideration
of lung transplantation.

Monitoring for Progressive Disease

Disease progression may be manifested by increasing respiratory
symptoms, worsening pulmonary function test results, progres-
sive fibrosis on HRCT, or acute respiratory decline.

In the absence of another identifiable cause, the presence of
any of the following changes is consistent with progressive disease:

e Progressive dyspnea (objectively assessed)

e Progressive, sustained decrease from baseline in absolute
FvC

e Progressive, sustained decrease from baseline in absolute
DLco (corrected for hemoglobin)

e Progression of fibrosis from baseline on HRCT

e Acute exacerbation

e Death from respiratory failure

These parameters were developed based on data from clinical
trials (see STAGING AND ProGNosIs). While progressive dyspnea is
an important subjective variable, objective assessment of dyspnea
is encouraged (e.g., with dysnpea scores, assessment of dyspnea
by validated tools such as University of California San Diego
shortness of breath questionnaire). Further studies are needed to
validate the inclusion of dyspnea assessment and other variables.
Evidence from several clinical cohorts to date confirms that
a change in absolute FVC of 10% (with or without a concomitant
change in DLco) or a change in absolute DL of 15% (with or
without a concomitant change in FVC) is a surrogate marker of
mortality and is evidence of, in the absence of an alternative
explanation, disease progression (177, 186, 187, 191, 193). Smaller
(5-10%) but progressive, sustained changes in FVC may also
represent progression of disease (311). The committee was
unable to specify the absolute minimum magnitude of FVC
and DLco change required for determination of disease pro-
gression, but isolated changes of less than 5% in FVC and less
than 10% in DrLco should be interpreted with caution. Changes
in this range are more likely to overlap with the intrinsic
variability of the test (312-316). On average, progression of
disease is monitored over periods of 3 to 6 months, but sustained
changes in symptoms, physiology, and radiology over shorter
periods of time may also identify disease progression.

Of the above parameters, pulmonary function testing pro-
vides the most standardized approach to objective monitoring
and quantification of disease progression. Evidence suggests
that progressive fibrosis leads to gradual decline in pulmonary
function and worsening symptoms (317). The placebo arms of
several large, randomized controlled treatment trials in IPF
have suggested an average annual decline in FVC of approxi-
mately 0.2 liters in the overall population of patients with IPF
with mild to moderate pulmonary function abnormalities at the
time of enrollment (135, 137, 144, 260). The rate of decline in
individual patients is widely variable.
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A decline in absolute DLcg in the absence of an alternative
explanation is consistent with progressive disease, although such
a decline may also reflect changes in the pulmonary vasculature
and coexistent pulmonary hypertension. Using our current
techniques, longitudinal measurement of other clinical and
physiological variables (e.g., TLC, P(a-a)o,) and 6-MWT vari-
ables have significant limitations and are not recommended for
routine use in monitoring for disease progression at this time.
Monitoring for desaturation during 6MWT is useful, however,
in patients with significant exercise intolerance to assess the
need for supplemental oxygen.

The physiological effect of comorbidities such as coexisting
emphysema on the predictive values of serial changes in
pulmonary function is unclear, but is likely to be a confounding
factor (318). The committee recognizes that the presence of
significant emphysema impacts FVC measurement, and thus
changes in FVC alone may not be as reliable an indicator of
disease progression in these circumstances (319-321). Under
these circumstances, a combination of FVC and DiLco may be
useful in assessing progression of disease.

The committee recommends that FVC and DLco measure-
ments be performed during routine monitoring in accordance
with ATS/ERS standards to follow trends (312-316). While it is
appropriate to routinely monitor disease course with FVC and
DLco measurements at 3- to 6-month intervals, a subset of
patients with rapid progression or acute worsening may not have
demonstrated progression during the preceding interval (145).
The optimal time interval for repetition of FVC and DL has
not been formally investigated. A flexible approach to monitor-
ing for disease progression is required with a lower threshold for
earlier repetition of FVC and Dico in the presence of pro-
gressive dyspnea or other features of a more rapidly progressive
course.

Monitoring for Worsening Symptoms

Identifying patients with worsening respiratory symptoms (e.g.,
dyspnea) has important management implications. Patients
experiencing worsening respiratory symptoms require evalua-
tion for progressive disease, assessment of oxygenation at rest
and with exertion, and prompt detection of secondary compli-
cations (e.g., development of deep venous thrombosis and
pulmonary embolus). In addition, some patients may benefit
from symptom-based therapies. There are several research tools
available for the quantification of dyspnea. It is unclear if any of
these tools have clinical utility.

Monitoring for Worsening Oxygenation

Oxygen saturation by pulse oximetry should be measured at rest
and with exertion in all patients regardless of symptoms to assure
adequacy of oxygenation and identify the need for supplemental
oxygen at baseline and during follow-up evaluation. Careful
attention to the pulse oximetry tracing and signal is required to
overcome potential problems related to poor circulation and
inadequate signal quality. Generally, desaturation below 88%
during a formal 6MWT or equivalent has been used to prescribe
supplemental oxygen (322). Such measurements should be
performed at baseline and during follow up at 3- to 6-month
intervals. Formal cardiopulmonary exercise testing does not have
a defined role and is not recommended for routine monitoring.

Monitoring for Complications and Comorbidities

Comorbidities including pulmonary hypertension, pulmonary
embolism, lung cancer, and coronary artery disease are known
to occur in IPF. While the development of these comorbidities
may influence survival, the role of routine screening to identify
such complications in patients with IPF (e.g., annual HRCT for
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lung cancer surveillance) is unknown. Thus, a recommendation
for routine screening cannot be made. In patients demonstrating
progressive disease, the identification of pulmonary hyperten-
sion may impact consideration for lung transplantation in
eligible patients, and evaluation is indicated. Echocardiography
is inaccurate in estimating pulmonary hemodynamics in patients
with fibrotic lung disease and should not be relied upon to assess
the presence and severity of pulmonary hypertension (208, 210,
271). Brain natiuretic peptide levels have been shown to
correlate with the presence of moderate to severe pulmonary
hypertension, but have not been thoroughly validated as
a screening tool (220, 221). A clinical prediction model has also
been proposed but requires independent validation (323). At
the present time, right heart catheterization is required to
confirm the presence of pulmonary hypertension.

Since some patients with connective tissue disease (e.g.,
younger women) may present with isolated pulmonary abnor-
malities characteristic of IPF prior to overt manifestations of
systemic disease, appropriate serological monitoring for connec-
tive tissue disease should be considered in such patients when
symptoms arise.

For patients manifesting acute respiratory worsening, the
possibility of acute exacerbation of IPF should be entertained,
and prompt evaluation for alternative etiologies of acute
worsening such as pulmonary embolus, pneumothorax, respira-
tory infection, or aspiration should be undertaken.

Monitoring for complications associated with pharmacologic
therapy will need to be tailored to the known side effect profiles
of the specific treatment regimen.

SUMMARY OF CLINICAL MANAGEMENT OF IPF

The committee has integrated its recommendations into a sche-
matic pathway for clinical management based on these consid-
erations (Figure 5).

FUTURE DIRECTIONS

This document represents the current state of the art in the
evidence-based management of IPF. It will require amendment
as new evidence emerges. Since evidence-based recommenda-
tions were only feasible for the diagnosis and treatment
sections, future research needs to focus on the other areas in
particular (e.g., natural history, biomarkers, monitoring).

The definition and diagnosis of IPF may require modification
as more is learned about the pathogenesis and biology of the
disease. For example, the measurement of differential gene
expression using microarrays might provide insights on novel
disease-specific patterns that will help to improve diagnostic
specificity or identify distinct phenotypes within IPF that have
clinically relevant differences.

Prognosis in IPF remains difficult and is limited by the lack of
comprehensive approaches to identifying multivariable predictive
models. Such an effort is critically important and would inform
issues such as staging of disease and identification of additional
surrogate endpoints (i.e., biomarkers) for clinical trials. The
committee encourages the use of large, well-described cohorts
for this purpose. For example, the combination of small changes
in multiple physiological endpoints (e.g., FVC and DiLcp) may
prove useful measures of disease progression. The clinical
significance of changes in small magnitudes of pulmonary
function tests needs to be determined in future studies. Variables
assessed during the 6OMWT (e.g., walk distance, walk speed, time
to desaturation) warrant additional study.

Additional high-quality, prospective, controlled, clinical tri-
als of new therapies for IPF are required. The committee
believes that successful treatment of IPF will require a combi-
nation of therapies targeting multiple pathways involved in
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fibroproliferation. Future clinical trials should incorporate
endpoints of proven clinical value, utilize sophisticated study
design and statistical methodology, investigate the impact of
potential preventive measures (e.g., treatment of gastroesoph-
ageal reflux), and consider combinations of promising therapies
that work through distinct mechanisms. Although improved
survival is an important endpoint in clinical trials, mortality is
not the only appropriate outcome measure in the committee’s
opinion. Endpoints for future clinical trials should be carefully
chosen based on the clinical characteristics of the study popula-
tion (e.g., extent and severity of disease, presence of emphysema,
pulmonary hypertension, etc.) and the target of therapy. A
discussion among clinical investigators and regulatory agencies
is needed to reach a consensus on clinically significant and
meaningful endpoints in clinical trials of IPF.

Finally, it is hoped that with continued collaboration be-
tween basic and clinical scientists, the goals of finding the
cause(s) of IPF, detecting disease in preclinical and early stages,
improving outcomes and quality of life, prolonging survival,
and, ultimately, curing IPF will be realized. Genetic studies and
preventive and regenerative strategies, including stem cell
transplant research and gene therapy, hold promise and should
be aggressively pursued.
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