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• The effects of nintedanib have been investigated in placebo-controlled trials in patients with idiopathic pulmonary 
fibrosis (IPF),1 progressive fibrosing ILDs other than IPF,2 and ILD associated with systemic sclerosis (SSc-ILD).3

• In all these trials, nintedanib reduced the rate of decline in FVC (mL/year) over 52 weeks, with side-effects that were 
manageable for most patients.1-3

AIM
• To characterise the safety and tolerability of nintedanib in patients with fibrosing ILDs using pooled data from four 

clinical trials.

• In clinical trials in patients with progressive fibrosing ILDs, the adverse events associated with 
nintedanib were manageable for most patients. 

• Gastrointestinal adverse events, particularly diarrhoea, were the most frequent adverse events 
associated with nintedanib, but were managed without treatment discontinuation in most patients.
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Safety and tolerability of nintedanib in patients with fibrosing interstitial lung diseases (ILDs): 
pooled data from four trials
Claudia Valenzuela,1 Shervin Assassi,2 Francesco Bonella,3 Toby M Maher,4 Lazaro Loaiza,5 Inga Tschoepe,6 Leticia Orsatti,5 Martin Kolb7

1Hospital Universitario de la Princesa, Universidad Autonoma de Madrid, Madrid, Spain; 2Division of Rheumatology and Clinical Immunogenetics, University of Texas McGovern Medical School, Houston, Texas, USA; 3Center for Interstitial and Rare Lung Disease, Ruhrlandklinik University Hospital, Duisburg-Essen University, Essen, Germany; 
4Keck School of Medicine, University of Southern California, Los Angeles, California, USA; 5Boehringer Ingelheim International GmbH, Ingelheim am Rhein, Germany; 6Elderbrook Solutions, Bietigheim-Bissingen, Germany; 7McMaster University and St. Joseph’s Healthcare, Hamilton, Ontario, Canada.

REFERENCES
1.  Richeldi L et al. N Engl J Med 2014;370:2071–2082.
2.  Flaherty KR et al. N Engl J Med 2019;381:1718–1727.
3.  Distler O et al. N Engl J Med 2019;380:2518–2528.
4.  Raghu G et al. Am J Respir Crit Care Med 2011;183:788–824.
5.  van den Hoogen F et al. Ann Rheum Dis 2013;72:1747–1755.

ACKNOWLEDGEMENTS AND DISCLOSURES
These trials were funded by Boehringer Ingelheim International GmbH (BI). The authors meet criteria for authorship as recommended by the International Committee of Medical Journal Editors (ICMJE). The authors did not receive payment for the development 
of this poster. Editorial support and formatting assistance were provided by Elizabeth Ng of FleishmanHillard, London, UK, which was contracted and funded by BI. BI was given the opportunity to review the poster for medical and scientific accuracy as well as 
intellectual property considerations. CV has received advisory and lecture fees from BI and Hoffmann-La Roche; and advisory fees from Bristol-Myers Squibb and Galapagos. 

Adverse events were coded according to preferred terms in the Medical Dictionary for Regulatory Activities (MedDRA). 
Data are % of patients with ≥1 such adverse event. Adverse events reported in >10% of patients in the nintedanib or placebo 
group are shown. 

Adverse events were coded according to preferred terms in the MedDRA. Data are % of patients with ≥1 such adverse event reported 
over 52 weeks. Adverse events leading to dose reduction in ≥1% of patients in the nintedanib or placebo group are shown. Only 
permanent dose reductions were considered, except for the INBUILD trial where all dose reductions were considered. 
ALT, alanine aminotransferase; AST, aspartate aminotransferase. 

Adverse events were coded according to preferred terms in the MedDRA. Data are % of patients with ≥1 such adverse event. 
Adverse events leading to treatment discontinuation in ≥1% of patients in either nintedanib or placebo group are shown. ALT, 
alanine aminotransferase. 
*MedDRA preferred term ‘IPF’. †MedDRA preferred term ‘ILD’.

Most frequent adverse events

Adverse events of interest

METHODS
• Data were pooled from the Phase III INPULSIS-1 and -2, INBUILD and SENSCIS trials.

INPULSIS trials1

n Age ≥40 years
n Diagnosis of IPF based on 2011 ATS/

ERS/JRS/ALAT guidelines 4

n Fibrotic pattern on HRCT consistent  
with usual interstitial pneumonia (UIP)

n FVC ≥50% predicted 
n DLco 30-79% predicted

SENSCIS trial3

n Age ≥18 years 
n Diagnosis of SSc based on ACR/  

EULAR 2013 classification criteria5   
with first non-Raynaud symptom ≤7 
years before screening

n Predominant features on HRCT  
consistent with SSc-ILD

n Fibrotic ILD of ≥10% extent on HRCT 
n FVC ≥40% predicted
n DLco 30–89% predicted

INBUILD trial2

n Age ≥18 years 
n Clinical diagnosis of diffuse fibrosing ILD 

other than IPF 
n Reticulation with traction  

bronchiectasis (with or without honey -
combing) on HRCT

n Progressive ILD defined by worsening in 
lung function, symptoms, or imaging

n Fibrotic ILD of ≥10% extent on HRCT 
n FVC ≥45% predicted
n DLco 30-80% predicted 

Key inclusion criteria

• In each trial, subjects were randomised to receive nintedanib 150 mg bid or placebo. Dose reductions to 100 mg bid 
and treatment interruptions were allowed to manage adverse events.

• Adverse events were reported by the investigators irrespective of causality and were coded according to the Medical 
Dictionary for Regulatory Activities (MedDRA) version 23.0. All adverse events reported over 52 weeks (or until 28 days 
after last trial drug intake in patients who discontinued trial drug before week 52) were analysed.

• Based on the mechanism of action of nintedanib, major adverse cardiovascular events (MACE), myocardial infarction, 
bleeding, and hepatic adverse events were considered of particular interest.
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ERS is neither responsible for nor endorses the data and information presented on this poster.

• Mean (SD) exposure to nintedanib was 10.3 (3.5) months. Mean (SD) exposure to 
placebo was 11.1 (2.7) months.

Based on fatal adverse events in MedDRA system organ classes “cardiac disorders” and “vascular disorders”; any fatal and non-fatal 
events in the subordinate standardised MedDRA query “myocardial infarction” (broad definition); any fatal and non-fatal stroke events 
(based on selected preferred terms); and the MedDRA preferred terms “sudden death”, “cardiac death” and “sudden cardiac death”. 

Major adverse cardiovascular events (MACE)
Nintedanib

Placebo

3.1
2.6

Based on narrow standardised MedDRA query “myocardial infarction”. 

Myocardial infarction
Nintedanib

Placebo

1.1
0.7

Based on standardised MedDRA query “haemorrhage terms (excluding laboratory terms)” (narrow definition). 

Bleeding adverse events 
Nintedanib

Placebo

10.7
9.5

Based on standardised MedDRA query “haemorrhage terms (excluding laboratory terms)” (narrow definition). Serious adverse events 
were defined as events that resulted in death, were life threatening, resulted in hospitalisation or prolongation of hospitalisation, resulted 
in persistent or clinically significant disability or incapacity, were a congenital anomaly or birth defect, or were deemed serious for any 
other reason.

Serious bleeding adverse events
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Placebo

1.2
1.2

Based on standardised MedDRA query “liver related investigations, signs and symptoms” (broad definition). 

Hepatic adverse events
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Placebo

17.2
4.1

ULN, upper limit of normal. ALT, alanine aminotransferase. AST, aspartate aminotransferase.  
Two patients in the placebo group and one in the nintedanib group had elevations in ALT and/or AST ≥3×ULN and elevation in bilirubin ≥2×ULN.

Elevations in ALT and/or AST ≥3×ULN
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Based on MedDRA preferred terms included in standardised MedDRA query “haemorrhage terms (excluding laboratory terms)” (narrow 
definition). Adverse events reported in ≥1% of patients in the nintedanib or placebo group are shown.

Mean (SD) age, years

Male, %

Mean (SD) body mass index, 
kg/m2

Mean (SD) time since 
diagnosis of ILD, years

Current or former smoker, %

Mean (SD) FVC % predicted

Mean (SD) DLco % predicted


