How should patients with progressive pulmonary fibrosis be identified? Consensus findings from a
modified Delphi study
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INTRODUCTION

The term progressive pulmonary fibrosis (PPF) is generally used to describe progressive lung

RESULTS

fibrosis in a patient with a fibrosing interstitial lung disease (ILD) other than IPF. Consensus on variables that are indicators of progression of ILD Most important endeintS for deﬁning progreSSiOn of ILD

A clinical practice guideline published by ATS/ERS/JRS/ALAT in 2022! proposed that PPF be
defined based on at least two of the following occurring in the past year:
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Absolute decline in FVC % predicted >5% and/or DLco % predicted >10% A decline in DLco of 10-15% from baseline is

- Worsening symptoms an indicator of progression of fibrotic ILD in the
absence of an alternative cause

- Radiological progression. A decline in FVC of 10% from baseline is an

In clinical trials, PPF has been defined in a variety of ways.2* indicator of progression of fibrotic ILD in the
absence of an alternative cause
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Decline Decline  Increased Acute Decreased Worsening Increase/ Decreased Decreased Nadir Decreased Onset  Respiratory  Weight
in FVC in DLco fibrosis exacerbation 6-minute symptoms initiation maximum total oxygen quality of  hospitalisation loss
on HRCT walk test of exercise lung saturation of life pulmonary

distance supplemental capacity volume on 6-minute hypertension
oxygen walk

In clinical practice, progression of ILD can be identified
with lesser declines than those specified above, provided
that trends are consistent across many variables
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One or more acute exacerbations after diagnosis
is an indicator of progression of fibrotic ILD in the
absence of an alternative cause

p—
=

Worsening of dyspnoea is an indicator of
progression of fibrotic ILD in the absence
of an alternative cause

Respondents were asked to rank the endpoints from 1 (most important) to 14 (least important).

- We sought consensus among practisi ng r.e.spi ratory physicia ns on the identification of Strongly disagree © Disagree =~ Somewhat disagree =~ Neutral B Somewhat agree M Agree B Strongly agree
progression of fibrosing ILD using a modified Delphi process.

n=131 (survey 2). Consensus on alternative explanations for disease progression in patients with fibrosing ILD
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Consensus on determining progression of ILD Heart failure/heart disease
Pulmonary hypertension
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In the absence of an alternative explanation,
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progression on HRCT (in an agreed timeframe) is n=207 (survey 1) Acute exacerbation
sufficient to determine progression of lung fibrosis Underlying systemic disease

Following a literature review, statements on the prediction, identification and monitoring of B Ves NG

progression of ILD were developed by a panel of physicians with specialist expertise.

Practising respiratory physicians, identified via a country-by-country internet search, were sent a

survey asking them to indicate their level of agreement with the proposed statements on a binary
scale or a 7-point Likert scale (-3 [strongly disagree/not at all important] to 3 [strongly agree/very
important]), or to select answers from a list.
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Consensus on whether “despite usual management” should be included in definition of PPF
n=131 (survey 2)
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Considering PPF as defined in the ATS/ERS/JRS/ALAT guidelines
Strongly disagree = Disagree =~ Somewhat disagree =~ Neutral B Somewhat agree M Agree M Strongly agree or the phenomenon of progressive fibrosis in ILD, ‘despite
adequate management’ or ‘despite usual management’ should

be included in the definition of progression

If CTis used to identify clinically significant
progression, judgement should be made, case by
case, on whether the change is convincing

Consensus was considered to be achieved if =70% of respondents agreed with a statement on
a binary scale or selected the same answer from a list, or, for responses on a Likert scale, if the
median score was < -2 (disagree/not important) or = 2 (agree/important) with an interquartile
range <1.
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There were three rounds of the survey. Statements that were regarded as close to consensus were
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adapted and surveyed in the next round. 10% decline from baseline in FVC fs sufficient to _ 1131 (survey 2) 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Survey 1 was sent to 405 physicians in 32 countries. Surveys 1, 2 and 3 were completed by 207, determine progression of lung fibrosis S | e S ' ' ' ' ' ' ' ' ' '
131 and 94 physicians, respectively. onsidering patients with fibrotic JLL to whom antifibrotic
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Surveys were completed between March 2022 and July 2023. The ATS/ERS/JRS/ALAT guideline on would be a userul part or the denmtio

the definition of PPF! was published between surveys 1 and 2.

Definitely disagree = Disagree =~ Somewhat disagree = Neutral B! Somewhat agree M Agree M Strongly agree
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When considering a decline as determining Consensus was not reached on specific
progression, is an isolated decline at a single periods over which changes in DLco,

time point sufficient or is a trend required for FVC, 6-minute walk distance, exercise

This modified Delphi process provided consensus statements on the identification confirmation? cggaci,ty,qualg%gf life, total Iungvo#;me,
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of ILD progression that were supported by a broad group of clinicians and symptoms can define progress‘igon

may help to inform clinical practice until robust evidence-based guidelines are

available.

A small decline in multiple endpoints (in an
agreed timeframe) indicates progression

n=207 (survey 1) Consensus was reached that progression Consensus was not reached on whether
of ILD is progression irrespective of time there is @ minimum or maximum period
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