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Antifibrotic therapy in IPF and PF-ILD
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INPULSIS and ASCEND - 2014
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Effect of disease modifying therapy 

on lung function decline

Lancet 2017;389:1941-52
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After INPULSIS and ASCEND

1.Post hoc analysis, pooled analysis

2.Real world study

3.PF-ILD (progressive fibrosing interstitial lung disease)
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Real world experience of pirfenidone

and nintedanib

Pirfenidone – RECAP, PASSPORT

Nintedanib – INPULSIS- on
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RECAP: Open-label study of the long-tern 

safety of pirfenidone in patients with IPF

Costabel et al. Respiration 2017;94:408–415 

2008-2015
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Costabel et al. Respiration 2017;94:408–415 

RECAP: Adverse events

ADRs occurred in 786 patients (74.3%). Discontinuation of pirfenidone

due to an ADR occurred in 120 patients (11.3%; 4.8 per 100 PEY). 
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RECAP: On-treatment survival from the first 

dose of pirfenidone

Costabel et al. Respiration 2017;94:408–415 



9

Costabel et al. Sardoidosis Vasc Diffuse Lung Dis. 2014;31:198-205

RECAP: FVC changes by Initiation time 
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RECAP: FVC over time by IPF severity 

Costabel et al. Respiratory Research (2019) 20:55 

more advanced :FVC <50% and/or DLco <35%

less advanced :FVC≥50% and DLco≥35%
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PASSPORT-multicentre, prospective , 

observational, post-authorisation study

Cottin et al. ERJ Open Res 2018; 4: 00084-2018

European Medicines Agency (EMA), a 

post-authorisation safety study

Male 80%

Time since IPF diagnosis 1.7±3.0yrs

FVC 66.0±16.1%

FVC <50% 14.9%

2Yr FU
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PASSPORT-Adverse drug reactions 

Cottin et al. ERJ Open Res 2018; 4: 00084-2018
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PASSPORT-Adverse drug reactions 

Cottin et al. ERJ Open Res 2018; 4: 00084-2018
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PASSPORT-Risk factors for discontinuation 

Cottin et al. ERJ Open Res 2018; 4: 00084-2018
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105.5 (P<0.001)

102.1 (P=0.0191)

>90% Pirfenidone

>90% Placebo

≤ 90% Pirfenidone

≤ 90% Placebo
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Full dose vs. Reduced dose 

Dhooria et al.Sarcoidosis Vasc Diffuse Lung Dis 2020;37 (2): 148-157
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Full dose vs. Reduced dose 

Dhooria et alSarcoidosis Vasc Diffuse Lung Dis 2020;37 (2): 148-157
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INPULSIS-ON :Long-term safety and 

tolerability of nintedanib, the open-

label extension study

Crestani et al   Lancet Respiratory Medicine,2019:7(1): 60-68 

Median exposure of 

nintedaib 31.5months 

(0.0-56.3)
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INPULSIS-ON :Most frequent adverse 

events

Crestani et al   Lancet Respiratory Medicine,2019:7(1): 60-68 
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INPULSIS-ON :Annual rate of decline in 

FVC over 52weeks

Crestani et al   Lancet Respiratory Medicine,2019:7(1): 60-68 
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INPULSIS-ON :Change from baseline in 

FVC in INPULSIS-ON

Crestani et al   Lancet Respiratory Medicine,2019:7(1): 60-68 
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Survival with or without antifibrotic treatment 

Kang et al  Scientific Reports (2020) 10:15620 
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Survival with or without antifibrotic treatment  

Kang et al  Scientific Reports (2020) 10:15620 
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Outcomes  with or without antifibrotic treatment  

Kang et al  Scientific Reports (2020) 10:15620 

Our results suggest that antifibrotic treatment may reduce the risks of all-

cause mortality, hospitalization, acute exacerbation, and mortality after 

acute exacerbation in patients with IPF.



2525

Moon  et al .AnnalsATS.202005-451OC 

Longitudinal Changes in Clinical Features, 

Management, and Outcomes of Idiopathic

Pulmonary Fibrosis: A Nationwide Cohort Study
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Moon  et al .AnnalsATS.202005-451OC 

Longitudinal changes in the use of 

pharmacologic agents
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Moon  et al .AnnalsATS.202005-451OC 

Longitudinal changes in the use of 

pharmacologic agents
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Summary of real world data of antifibrotic

therapy in IPF 

✓ Antifibrotic therapy 는 IPF 에서 FVC 의악화를감소시키며그효

과는투여시기나병의중증도와무관하다. 더나아가생존을연장

시킬수도있다.

✓ nintedanib 과 pirfenidone의효과와부작용은 3상연구와비슷하

다.

✓ Full dose 에비해 reduced dose 는효과가적으므로약제부작용

에대해적극적으로치료할필요가있다. 그러나 reduced dose 라

할지라도계속복용하는것이중단하는것보다더좋은예후를보

인다.

✓ 약제부작용이있을때약을잠시 중단하거나용량을줄이는등의

적극적인대처는약의중단을줄일수있다. 
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PF-ILD
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Cotin v. Et al. Eur Respir Rev 2019; 28: 180100

The terminology“progressive fibrosing ILDs” has 

been coined to describe ILD in patients who, 

independent of the classification of the ILD, at 

some point in time exhibit a progressive 

fibrosing phenotype.

Definition of PF ILD 
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Wongkarnjana et. al. Curr Opin Pulm Med 2020, 26:436–442 

Criteria for disease progresion
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Cotin v. Et al. Eur Respir Rev 2019; 28: 180100

Types of ILD

:Most likely to have a progressive-fibrosing phenotype
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Wijsenbeek et al. CURRENT MEDICAL RESEARCH AND OPINION 2019, VOL. 35, NO. 11,2015–2024 

. 

Non-IPF ILDs developing PF-ILD
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Progressive decline of lung function 

in RA-ILD

Zamora-Legoff et al Arthritis Rheumatol. 2017 March ; 69(3): 542–549. 

UIP

NSIP

A third of patients required supplemental oxygen, 40% developed DLCO <40%

predicted and 22% developed FVC <50% predicted by 5 years after ILD diagnosis. 
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ILDs in Rheumatoid arthritis and survival 

Fischer et al. Clinical Rheumatology (2019) 38:2673–2681 

RA with ILD

RA without ILD

NSIP

UIP
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Specific phenotypes of disease progression 

in SSc-ILD

Guler Ann Am Thorac Soc Vol 15, No 12, pp 1427–1433, Dec 2018 

N=171

N=25

N=19
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Fischer et al. Clinical Rheumatology (2019) 38:2673–2681 

Cause of death in pts with SSc

:The European Scleroderma Trials and Research (EUSTAR)
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Wongkarnjanaet al. Curr Opin Pulm Med2020, 26:436–442. 

Overlapping pathogenesis of PF-ILD
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Wijsenbeek  et al. N Engl J Med 2020;383:958-68
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Wijsenbeek  et al. N Engl J Med 2020;383:958-68
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150mg bid 
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INBUILD: Decline from baseline in FVC 
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INBUILD: The distribution of participants

N=173

N=81

N=114

N=125
N=170
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INBUILD: subgroup analysis

Wells. et al. Lancet Respir Med. 2020 May;8(5):453-460. 
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SENSIS-Nintedanib in SSc-ILD

✓ November 2015 - October 2017 

✓ ≥18 years of age 

✓ Oonset of the first non-Raynaud’s symptom≤  7 years 

✓ HRCT ≤ 12 months before screening

✓ Fibrosis affecting at least ≥10% of the lungs

✓ FVC≥ 40% and Dlco 30-89%

✓ PD ≤ 10 mg /day

✓ MMF or MTX at a stable dose ≥ 6M 
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Maher TM, et al. BMJ Open Resp Res2018;5:e000289. 
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Maher TM, et al. Lancet Respir Med. 2020 Feb;8(2):147-157. 
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Maher TM, et al. Lancet Respir Med. 2020 Feb;8(2):147-157. 

Change in FVC (mL) measured

by daily home spirometry
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Wijsenbeek  et al. N Engl J Med 2020;383:958-68



Thank you!


