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1. Introduction

There is currently no scientific guidance from the European Medicines Agency (EMA) on the clinical
investigation of medicinal products for the treatment of idiopathic pulmonary fibrosis (IPF). A guidance
document would facilitate development and support marketing authorisation applications for this
condition.

2. Problem statement

IPF is a specific form of chronic, progressive, fibrosing interstitial pneumonia of unknown cause. It occurs
primarily in older adults, is limited to the lungs, and is defined by the histopathologic and/or radiologic
pattern of usual interstitial pneumonia (Raghu, 2022). IPF is characterised by irreversible loss of lung
function due to fibrosis, which manifests as symptoms of increasing cough and dyspnoea and impaired
quality of life. IPF is a rare disease with prevalence ranging from 7 to 1650 per 100 000 persons
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worldwide (Gupta, 2023). In the European Union IPF has been considered as an orphan condition
affecting no more than 5 in 10,000 people (EC Register). There is some evidence that the incidence of
IPF is increasing worldwide (Hutchinson, 2015) but the reason for this is not entirely clear.

The prognosis of IPF is poor despite current treatment options. A meta-analysis of 62 studies (covering
63,307 patients) estimated that the overall 3-year and 5-year cumulative survival rates were 61.8%
(95% CI 58.7-64.9) and 45.6% (95% CI 41,5-49.7), respectively (Zheng, 2022). Further, IPF is
associated with a high disease burden with shortness of breath, fatigue and a persistent, dry cough being
the most prevalent symptoms and severely impaired quality of life (Raghu, 2024).

Pharmacological anti-fibrotic therapies are available in the EU for the treatment of IPF. Non-
pharmacological management of idiopathic pulmonary fibrosis involves oxygen supplementation,
pulmonary rehabilitation, nutrition, and transplantation (Rozenberg, 2020).

3. Discussion (on the problem statement)

The following issues, related to the design of development programmes for the treatment of IPF will be
addressed in the new guidance document:

e Overall design characteristics of studies in the IPF population, including duration of any double-
blind randomised period and the required safety follow up period, also considering:

e The claimed indications (chronic maintenance and/or symptomatic treatment)
e Phase of development (proof of concept, dose finding, confirmatory).

e Relevance and limitations of outcome measures commonly used in IPF development programmes
including:

» Lung function tests such as forced vital capacity (FVC) (expressed as absolute change
from baseline, change in percent predicted or proportion of subjects with a specified
absolute decline in percent predicted), and measures of diffusing capacity (DLCO),

» exercise capacity (six-minute walk test (6MWT)),

» annual rate of acute pulmonary exacerbation,

» respiratory-specific and all-cause hospitalisation rate,

» extent of fibrosis (change in quantitative lung fibrosis on imaging),

» patient-reported outcomes (symptoms, functional status; and quality of life
assessments)

» circulating biomarkers.

» investigation of an effect on mortality (i.e. all-cause mortality and respiratory-cause
mortality) acknowledging the challenges associated with such evaluations in a rare
disease and the high degree of inter-individual variability with respect to disease extent,
disease progression and survival time

e The choice of primary and secondary endpoints for confirmatory and dose finding studies. The
potential place of composite endpoints for the use in IPF development programs may also be
discussed.

e The choice of the comparator considering the intended place of new therapy in the overall
management of patients (i.e. placebo on top of standard of care or active comparator).
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e Key patient selection criteria for IPF studies considering stage of the disease at enrolment (mild,
moderate or severe disease without/with pulmonary hypertension), and progression patterns.

e Standard of care for IPF studies and considerations for inclusion of patients on antifibrotic
therapy.

e Considerations on the route of administration (oral, parenteral or inhalation route).

e Statistical considerations for IPF studies including estimand strategies, stratification factors and
other relevant aspects, taking into account ICH E9(R1) addendum on estimands and sensitivity
analysis.

e The number of pivotal studies recommended for approval also considering the rarity of the
condition.

e The use of registries and real-world data as supporting evidence for IPF development
programmes.

e The required size of the safety database at the time of application submission and approval.
Expansion of this upcoming guidance to also include topics relating to the clinical investigation of

medicinal products for the treatment of progressive pulmonary fibrosis (PPF) is under consideration.

4. Recommendation

The Rheumatology/Immunology Working Party (RIWP) of the Committee for Human Medicinal Products
(CHMP) recommends drafting a new guidance on the clinical investigation of medicinal products for the
treatment of IPF taking into account the issues listed in section 3.

5. Proposed timetable

Release for consultation September 2025 (30 September 2025), deadline for comments (31 December
2025).

6. Resource requirements for preparation

The drafting of the new guidance document will involve experts from the national competent
authorities (NCAs) and working parties. The RIWP should appoint a rapporteur and a drafting group. It
is anticipated that at least one plenary session discussion at the RIWP will be needed.

7. Impact assessment (anticipated)

The aim is to consolidate the current scientific and regulatory view on the design of the clinical
development programmes of medicinal products for the treatment of IPF. Considering also that a
significant number of novel therapeutic approaches are currently being investigated (Koudstaal, 2023),
it is anticipated that the new guidance document will promote the comparability of study results.

8. Interested parties

Pharmaceutical Industry, Academia, EU NCAs and patients and health care professional groups.
Consultation with other working parties or committees will be initiated, as appropriate.
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