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Early treatment in IPF   

 

• What is the meaning of early treatment  

 

– According to the Disease severity ?    

 

– Timing of treatment after diagnosis ?     



Clinical situation in real field 

• Will you treat following patient with antifibrotic agent ?   

 
– Asymptomatic old patient with subtle radiologic changes 

(detected on routine exam) and minimally decreased lung 
function  

 

– Asymptomatic IPF patient with normal lung function  
(FVC >100 % pred.) 

 

– Asymptomatic IPF patient with near-normal lung function (FVC 
75 % pred. and DLco 70% pred.) 
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Factors that be considered for treatment   

• as a clinician   

– Natural clinical course of IPF 

– Age and expected survival    

– Disease severity (Initial and overtime)  

– Benefit and adverse effect of treatment     

– Comorbidity 



    The variable clinical course of IPF  



Prediction of survival in IPF 

• How can we predict the prognosis of patients 
with IPF ? 

 

– Accumulated data on predictors of survival 
in many studies   

 

– Clinical prediction models     



Am J Respir Crit Care Med Vol 183. pp 431–440, 2011 

Individual predictors of survival in IPF 



 
More consistent predictors of survival   

 

• Age 

• Gender 

• Physiologic parameters 

– Baseline or changes in FVC, DLco 

• Exercise tests (ex. 6MWT)  



 
 

A Multidimensional Index and Staging System for 
Idiopathic Pulmonary Fibrosis.  

 
 

• Patients with IPF 

– Predicting prognosis is a challenge for clinicians  

 

• Objective; 

– To develop a multidimensional prognostic staging system for 

IPF by using commonly measured clinical and physiologic 

variables. 

 

Ann Intern Med. 2012;156:684-691 



 
 

The GAP index and staging system 



GAP index performance 



Age, in real field 

HRCT findings, FVC/DLco and symptoms 

postdiagnosis  
subclinical stage  

postdiagnosis  
clinical stage  

59 years 65 years 

Patient B 



 
 

The GAP index and staging system 
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Summary  

• Interstitial lung abnormalities were associated with 
reduced TLC (-0.444 L; 95% CI, -0.596-0.292; P<0.001) 

 

 

Even, Subtle radiologic abnormality is associated 

with physiologic derangement in PFT 

 

 

Clinical significance of physiologic derangement ?  



 JAMA. 2016;315(7):672-681. doi:10.1001/jama.2016.0518 



4 separate research cohorts 



ILA were associated with a greater risk of all-cause 

mortality 

Mortality Rates by ILA Status 



 Mortality, Interstitial Lung Abnormalities, and Cause of Death for the AGES-Reykjavik Study 



Am J Respir Crit Care Med Vol 189, Iss 7, pp 770–778, Apr 1, 2014 



A schematic demonstrating the potential outcomes of subjects with 
interstitial lung abnormalities (ILA) 







Annual Rate of Decline and Change of FVC 









 
Summary of Recent studies  

 
• Disease progression (on FVC decline) 

– Pirfenidone (+)/ nintedanib (+) 

 

• Mortality  

– Pirfenidone (+)/ nintedanib (-) 

 

• Dyspnea or quality of life 

– Pirfenidone (-)/ nintedanib (-)  



Summary, Annual decline in FVC  

Acetylcystein Pirfenidone Nintedanib Placebo 

FVC (%) 72.2 ±15.9  67.8±11.2  79.5±17.0 
80.0±18.1 

DLco (%) 44.7± 10.8 43.7± 10.5 47.8± 12.3 
47.0± 14.5 

FVC change 
(mL)  

- 180 -122 -95.1 
-95.3  

-190  
-262 
-205 



 

Physiologic predictors 
 
 

Baseline or changes in FVC 

Diffusion capacity  
 



Decline in FVC in IPF without treatment  

; approximately 150 to 200 ml/yr 



Am J Respir Crit Care Med Vol 183. pp 431–440, 2011 

Survival in relation to the magnitude of serial change in FVC 

 at 6 months in patients with IPF (two separate studies)  













Messages from this study  

• The change in pulmonary function in the prior year 
does not predict the change in pulmonary function in 
the subsequent year 

 

• Mortality and decline in pulmonary function occur 
with greatest frequency the first year after 
presentation 



 
Inclusion criteria for INPULSIS and ASCEND trials  

Inclusion criteria  
ASCEND 

(nintedanib)  
INPULSIS 

(pirfenidone)  

 Duration of  
clinical symptoms  

Clinical symptoms consistent  
with IPF >12 months  

No information  

 Duration of diagnosis  6-48 months  <5 years  

 Age  40-80 yrs  >40 years  

 FVC  50-90% predicted  >50%  

 FEV1/FVC ratio  Postbronchodilator FEV1/FVC <0.8  FEV1/FVC <0.7  

 Bronchodilator response  
Change in pre and  

postbronchodilator response  
No information  

<10%  

 DLCO  DLCO: 30-90% predicted  DLCO: 30-79%  

 Natural history  No improvement in preceding year  No information  

 6 MWT distance  >150 m  No information  



IPF/CPFE 여부 Non-CPFE CPFE p 

(N=103) (N=36) 

Sex      0 

  - Female   56 (54.4%) 5 (13.9%) 

  - Male     47 (45.6%) 31 (86.1%) 

Age          69.8 ± 11.0 72.2 ±  9.4 0.25 

Smoking      0 

- Non-smoker 59 (58.4%) 5 (14.3%) 

- Smoker 42 (41.6%) 30 (85.7%) 

Pack-years 12.3 ± 18.3 37.5 ± 24.0 0 

proBNP       613.5 ± 2543.2 455.0 ± 1267.0 0.745 

FVC          13.9 ± 110.9 2.9 ±  0.7 0.349 

FVC pred(%) 75.7 ± 18.0 85.9 ± 16.7 0.007 

FEV1         13.8 ± 112.6 2.2 ±  0.5 0.337 

FEV1 pred(%) 92.0 ± 26.2 98.7 ± 19.7 0.202 

FEV1/FVC(%)  84.3 ±  7.1 80.1 ±  9.5 0.033 

DLco(%) 65.7 ± 31.2 69.4 ± 16.4 0.419 

Data from Bucheon St. Mary’s Hospital  



Limitation of two studies 

• The patients with IPF for >4 or 5 years  
– Excluded from both clinical trials 

– No data in patients with longstanding IPF 

• little information about the use of these drugs in 
patients with more severe disease (FVC <50% pred.) 

 

 

• There is no information about not-early treatment for 
IPF 

• There are more evidences for early treatment     

 



More direct evidence  
for early treatment in IPF ?  

But, I still need more some to justify 
my early treatment for IPF patient  



Post-hoc  subgroup analyses of patients  
with baseline FVC ≤90% versus >90% of pred.  

pooled data from the two INPULSIS®trials, unpublished  

Baseline characteristics 



Annual rate of decline in FVC 



Proportion of patients with an acute exacerbation  
and hazard ratio for time to first event 



Time to first acute exacerbation 



Change from baseline in SGRQ total score  
at week 52 



Safety and tolerability 



Messages from this subgroup analyses 

• The annual rate of decline in FVC in the placebo 
groups was similar in patients with marginally impaired 
lung function and in patients with more advanced lung 
function impairment 

 

• Nintedanib slowed the decline in lung function 
independent of degree of lung function impairment 

 

• The effect of nintedanib on time to first acute 
exacerbation and change in SGRQ total score was 
consistent between the subgroups 



Summary I 

• At present, we don’t have the definition of early 
treatment and any direct evidence for early treatment 
in IPF  

 

• Even interstitial lung abnormalities were associated 
with clinical outcome (mortality) 

 

• Age, important predictor for prognosis   

– Early treatment a patient with younger age may be 
more beneficial  



Summary II  

• We don’t have powerful tools to predict the clinical 
course of individual patient with IPF  

– It means the Risk of “wait and see”  

 

• Recent two landmark trials suggested data of early 
treatment rather than delayed treatment 

– Study population: so called mild to moderate 
subgroup and not-longstanding IPF patients     

 

• Indirect evidence for early treatment  

– From subgroup analyses    

 



My conclusions  

Considering  

the poor prognosis of IPF  

and lack of alternative therapies,  

It makes sense to introduce therapy  

as early as possible 


