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Benefit and clinical characteristics after the use of
nintedanib in idiopathic pulmonary fibrosis

Abstract

Introduction: Nintedanib is an approved antifibrotic agent for the treatment of idiopathic
pulmonary fibrosis. (FPI) as monotherapy. To date, the evidence supports its effectiveness
in this type of patients.

Methodology: We present the case of a Mexican patient of 69 years with Idiopathic
Pulmonary Fibrosis (IPF) treated with nintedanib for 52 weeks as monotherapy in a
university hospital.

Results: Before the 52 week period. There was a clear decrease in the patient’s forced vital
capacity (FVC) from 70% (2.14L) to 60% (1.83L). The treatment with nintedanib was
initiated for a period of 12 months at a dose of 150 mg VO every 12 hrs. Lung function
stabilized increasing from 60% (1.83L) to 70% (2.14L), the treatment was well tolerated.
Only with presence of mild adverse effects without repercussions.

Conclusion: We describe the successful case of a patient with Idiopathic Pulmonary
Fibrosis after 52 weeks of treatment with Nintedanib, well tolerated with improved lung
function, until now the antifibrotic therapy represents a safe and therapeutically option as
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monotherapy.

Introduction

Idiopathic pulmonary fibrosis (IPF) is a chronic and progressive
lung disease characterized by a progressive worsening of lung function
and an unfavorable prognosis. Recently, significant progress has been
made in the treatment of this disease, and two different pleiotropic
antifibrotic agents, pirfenidone and nintedanib, both received a
conditional recommendation for use in patients with IPF based on
the results of several multicenter studies demonstrating that they are
effective to reduce lung damage. Both treatments are administered
orally.' In this case, we describe Nintedanib, an indolinone derivative,
is a tyrosine kinase inhibitor that targets multiple tyrosine kinases,
including the vascular endothelial growth factor receptor, the
fibroblast growth factor receptor, and the receptor growth factor
derived from platelets); it is known that these receptors are involved
in the pathogenesis of IPF. It has been shown that Nintedanib inhibits
the intracellular signaling pathways involved in proliferation,
migration and differentiation of fibroblasts, and collagen synthesis
and has demonstrated anti-inflammatory and anti-inflammatory
activity in animal models of pulmonary fibrosis.? ¢ Safety, tolerability
and pharmacokinetics have been previously evaluated in Japanese
patients with IPF.'® Gastrointestinal toxicity was the most common
adverse effect and appeared to be more frequent with the treatment.
Here, we report the case of a 69-year-old Mexican patient treated with
nintedanib after the progression of the disease as a monotherapy.””’

Report of a case

A78-year-old man withno history ofimportance started with chronic

cough, dyspnea mMRC 4, coughing in accesses and desaturation of
84%. Paraclinical studies and thorax tomography were performed,
which showed data compatible with Idiopathic Pulmonary Fibrosis in
January 2018. Start treatment with acetylcysteine, bronchodilators and
oxygen. Figure 1 shows a high resolution computerized tomography
at the time of diagnosis. During a period of 1 month, there was a clear
decrease in the patient’s forced vital capacity from 70% (2.14L) to 60%
(1.83%) with 10% absolute reduction. After medical consensus, it was
decided to start treatment with Nintedanib at a standard dose (150 mg
every 12 hrs) for one month and it was well tolerated. In the second
month it started with nausea, vomiting and dehydration that required
hospitalization for 24 hrs with alteration of liver function tests (grade
3 toxicity). It was decided to continue the treatment with Nintedanib at
a dose of 100 mg every 12 hrs for 2 more weeks with good tolerance.
After improvement of liver function tests, continue with a standard
dose of 150 mg every 12 hours continuously, the treatment was well
tolerated and compliance was good. In the fourth month, the patient
stabilized the CVF from 60% (1.89L) to 70% (2.14L). The patient’s
body weight was 70 kg at the time of diagnosis, currently weighs 62
kg after 12 months of treatment, has not had new episodes of toxicity.
Laboratory evaluations indicate that the patient has not experienced
any abnormality in the hematological parameters.Therapy with
nintedanib has been satisfactory for the patient, lung function and
partial toxicity, no dose reductions or treatment interruptions of any
of the medications have been necessary. Of importance to the patient,
pulmonary function evaluations have demonstrated the stabilization
of lung function as indicated by forced vital capacity that stabilized
after 4 months (Figure 2). In February of 2019 he has completed 13
months of treatment with stable FVC in 73%. (2.23L)
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Figure 1| Chest tomography with changes compatible with idiopathic
pulmonary fibrosis.
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Figure 2 Spirometric changes during the administration of Nintedanib.

Discussion

The current treatment of idiopathic pulmonary fibrosis has been
described as initial in patients with incipient disease and to prevent
progression of the disease, in our case the patient initially presented
a FVC according to age and weight, with continuous symptoms and
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progression rapid to the month of diagnosis, the new guidelines have
allowed us to start treatment by a flow chart and tomographic by
the severity of the disease without the need for biopsy, the patient’s
studies were approved by a committee of experts, because of this the
patient could initiate treatment for the loss of 10% of CVF, so far
it has only presented an occasional secondary adverse effects to the
treatment already described and from there it has had a “tolerance” to
the excellent treatment. This demonstrates the importance of an early
diganostic and timely treatment in patients with IPF.

Conclusion

This paper describes the clinical characteristics of patients with
IPF when receiving timely treatment with Nintedanib with adequate
tolerance and stability of lung function tests. Giving the patient a
better quality of life.
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