
Nintedanib is a specific tyrosine kinase inhibitor2,3

Angiogenesis and fibrosis-related kinases 

VEGFR 

1 / 2 / 3 

PDGFR 

α / β

FGFR

1 / 2 / 3 

IC50 [nM] 34 / 21 / 13 59 / 65 69 / 37 / 108 

Src family kinases - inflammation and proliferation 

Src Lck Lyn

IC50 [nM] 156 16 195

Other kinases

FLT-3 CSF1R
Additional 

20 kinases 

IC50 [nM] 26 5 <100 nM*

2. Hilberg F., et al. Cancer Res 2008;68:4774–4782.

3. Hilberg F., et al. J Pharmacol Exp Ther 2018;364:494–503.

*IC50 on an enzymatic level with no cellular activity currently described
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Annual rate of decline in FVC over 52 weeks in INPULSIS
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Annual rate of decline in FVC over 96 weeks in subgroups by 
patient characteristics at start of INPULSIS®-ON
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Nintedanib inhibits downstream signaling pathways
in the pathogenesis of IPF



Mechanisms known to be involved in the pathogenesis and 
progression of fibrosing interstitial lung diseases
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Pirfenidone
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Clinical phenotypes of IPF

Lancet 2011; 378: 1949–61

➢ Unmet need for IPF patients
➢ Oxygen support
➢ Environmental threats
➢ Pulmonary rehabilitations
➢ Nutrition and microbiome



Disease severity staging system for IPF in Japan

Respir Investig. 2015 Jan;53(1):7-12



Revised system to improve discriminative ability in stages I and II

Revised Japanese severity staging system
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The proportions of patients with FVC < 50% predicted and DLco < 40% predicted
in the 10 years from diagnosis of ILD associated with RA
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Airway remodeling can be initiated by either aberrant epithelial cell 
(genetic mutations) or exposure to external irritants 
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Potential involvement of cell senescence in both COPD and IPF 
pathogenesis
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Pathogenic scheme of IPF and COPD
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Idiopathic pulmonary fibrosis: Proposed 
Mechanisms and Managements
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Disease-modifying therapy in IPF

Lancet. 2017 May 13;389(10082):1941-1952



Updates on PF-ILD

• Concepts on IPF

• Case Discussion

• PF-ILD

• Drug Managements

• Prognosis factors

• Conclusions



Conclusions

• Progressive fibrosing interstitial lung diseases are of different 
etiologies, and responses to treatments

– Carefully chosen disease modify therapy may help to reduce the 
disease progressions and clinical impacts

• Nintedanib reduces the rate of ILD progression, as measured 
by FVC decline, in patients who have a chronic fibrosing ILD 
and progressive phenotype, irrespective of the underlying ILD 
diagnosis




