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Idiopathic pulmonary fibrosis (IPF) is a disease for which the definition has been known for approx-
imately a century. The classifications of interstitial pulmonary diseases begun in the 1960s and took 
final shape in the ATS/ERS joint guideline that was published in 2013 (1).

The approaches related to IPF have significantly changed, particularly after the 2011 guideline (2). 
While a requirement for surgical biopsy emerged for the diagnosis of most cases before the publica-
tion of the latest guideline, this approach changed after the publication of the guideline. Moreover, 
developments in radiological imaging techniques have provided convenience.

With the introduction of the “usual interstitial pneumonia” pattern radiologically, the requirement for 
biopsy disappeared in a considerable number of cases that were suspected of IPF. However, the im-
portance and necessity of a multidisciplinary approach in diagnosing IPF was displayed in this context.

The new diagnosis and treatment guideline also made important changes in the applications of ther-
apies and in the diagnostic approaches. In the guideline, explicit views were stated regarding corti-
costeroids or combinations with corticosteroids, which had been previously widely used, and it was 
emphasized that they must not be used. Instead, an approach emphasizing on particular alternatives 
apart from medical treatment was displayed.

Soon after the publication of the guideline, two active agents were approved for the indication of IPF 
by the U.S. Food and Drug Administration (FDA): pirfenidone, which has been used for treating IPF 
in the Far East, North America, and some European countries since the beginning of the 2000s, and 
nintedanib, which is a new molecule used for treating IPF. These two drugs are expected to be used in 
our country after obtaining the approval of FDA. 

Idiopathic pulmonary fibrosis has been more frequently encountered because of reasons such as lon-
ger life spans, developments in diagnostic technologies, and more widespread factors that can cause 
the disease (although its etiology is unknown, environmental factors and smoking are considered to 
be important factors). Pirfenidone and nintedanib offer exciting benefits such as the 5-year survival 
at the rate of 20% and improvements in the progression and functional parameters of the disease, for 
which we cannot apply a curative treatment to stop deterioration.

Studies conducted on the indications for these two anti-fibrotic drugs included patients with mild and 
moderate IPF, and the changes in forced vital capacity (FVC) were evaluated over a 52-week period. 
The results of the Assessment of Pirfenidone to Confirm Efficacy and Safety in Idiopathic Pulmonary Fi-
brosis (ASCEND) and Clinical Studies Assessing Pirfenidone in Idiopathic Pulmonary Fibrosis: Research 
of Efficacy and Safety Outcomes (CAPACITY) studies (3, 4), which were performed for pirfenidone, and 
also the results of INPULSIS-1 and INPULSIS-2 studies, which were performed for nintedanib (5), are 
highly important.

In the ASCEND and CAPACITY studies, FVC change was considered as the primary endpoint. In the 
ASCEND study, a 116-mL gain was found in patients taking pirfenidone in terms of FVC change com-
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pared with those taking the placebo (3). On the other hand, in the 
CAPACITY study, it was observed that pirfenidone reduced all-cause 
mortality and IPF-induced mortality (4).

In the INPULSIS-1 and 2 studies, FVC was the primary endpoint and 
compared with the control group, the difference per year was found 
to be 125.3 and 93.7 mL, respectively (5). While no difference was ob-
served at the time of the first exacerbation in INPULSIS-1, there was 
a difference at the time of first exacerbation in INPULSIS-2. In terms 
of possible side effects that can develop because of medication, the 
most common ones are diarrhea and nausea. It was found that the 
effects of nintedanib on all-cause mortality and mortality induced by 
respiratory factors were statistically insignificant (6, 7).

Severe cases were not included in these studies. The course of IPF dif-
fers. Some forms of IPF are slowly or rapidly progressive and some in-
volve a changing course with exacerbations. The reason for the occur-
rence of these differences is not yet known. It can be suggested that 
the responses to a treatment given to patients with different courses 
of disease can differ. In the case of obtaining different responses to a 
treatment, the results of the studies would be controversial. We have 
no data on this issue. Exacerbations are important for the course of 
the disease. In the INPULSIS-2 study, Richeldi et al. (5) emphasized 
that nintedanib delayed the time of the first exacerbation.

Both drugs have undesired effects at a non-negligible rate. Gastro-
intestinal side effects are the most common ones. However, photo-
sensitivity associated with pirfenidone can seriously affect patients in 
sunny and hot places, even if preventive measures are taken.

With regard to treatment costs, albeit there are differences in the 
prices of the two active agents in different countries, the treatment 
cost per month is around USD 9000. This fact should be properly 
evaluated with our expectations from treatment.

Single or combined drug therapy in the treatment of IPF will be dis-
cussed more frequently in the forthcoming days. In our country, the 
drugs, including these two agents, can still be supplied with foreign 
drug procedures. Although the indication studies were conducted on 
patients with mild and moderate disease, there are no limitations on 
the prescription in this respect. Accurate presentation of the expecta-
tions at the beginning of treatment and the performance of monitor-
ization procedures and other recommendations apart from medical 
therapy will help inform and increase our expectations from treatment.

In a disease without a curative treatment, the introduction of new 
treatment modalities that slow down the progress of the disease and 

that have effects on functional parameters is promising. In the up-
coming days, we will see the results of studies on combined thera-
pies. Cases should be shared in multi-center studies for gaining more 
experience. In this issue of our journal, the first results of a center for 
patients that were given pirfenidone for the treatment of IPF were 
published in the “letter to editor” section (8). The publication of fur-
ther studies on more patients, together with the results of a longer 
follow-up period will contribute to the creation of national data.

In conclusion, it is pleasing that these two drugs, which have been 
brought into use after having been approved for the indication of IPF, 
give us the hope that something can be done for the medical treat-
ment of IPF. Our part is to share our treatment and follow-up results 
in the appropriate scientific environments.
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