
   

Interstitial Lung Diseases 

Luca Richeldi, Italy 

Pneumo Update Europe 2017 
9-10 June, Vienna 



   Pneumo Update Europe 2017 

Idiopathic Pulmonary 

fibrosis 



   Pneumo Update Europe 2017 

https://www.blf.org.uk/support-for-you/idiopathic-pulmonary-fibrosis-ipf/statistics 



   Pneumo Update Europe 2017 

https://www.blf.org.uk/support-for-you/idiopathic-pulmonary-fibrosis-ipf/statistics 



   Pneumo Update Europe 2017 

https://www.blf.org.uk/support-for-you/idiopathic-pulmonary-fibrosis-ipf/statistics 



   Pneumo Update Europe 2017 Richeldi L et al, Lancet 2017; 389: 1941-1952 



Raghu ‘99 

King ‘11 

King ‘09 

Raghu ‘04 

Demedts ‘05 

Azuma ‘05 

Ziesche ‘99 

Douglas ‘98 

King ‘08 

Noble ‘11 

Noble ‘11 

Taniguchi ‘10 Raghu ‘08 

Kubo ‘05 

STEP IPFnet ‘10 

ACE-IPF ‘12 

PANTHER ‘12 

Raghu ‘12 

Shulgina ’12 

Daniels ‘10 

INPULSIS 1 ‘14 

INPULSIS 2 ‘14 

PANTHER ‘14 

Richeldi ‘11 

ASCEND ‘14 

RCTs in IPF 
Behr ‘16 

Raghu ‘16 



   Pneumo Update Europe 2017 Richeldi L et al, Lancet 2017; 389: 1941-1952 



   Pneumo Update Europe 2017 Richeldi L et al, Lancet 2017; 389: 1941-1952 



   Pneumo Update Europe 2017 

EFFECT OF DISEASE-MODIFYING THERAPY ON 

LUNG FUNCTION DECLINE  

Richeldi L et al, Lancet 2017; 389: 1941-1952 
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RADIOLOGICAL AND HISTOPATHOLOGICAL 

CHANGES THAT OCCUR DURING AN ACUTE 

EXACERBATION OF IPF  

Richeldi L et al, Lancet 2017; 389: 1941-1952 
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Nintedanib 150 mg bid (n=638) Placebo (n=423) 

Patients with ≥1 acute exacerbation, n (%) 31 (4.9) 32 (7.6) 

Placebo 

Nintedanib 150 mg bid 

HR 0.64  

(95% CI; 0.39, 1.05) 

p=0.0823 

TIME TO FIRST ACUTE EXACERBATION 
(INVESTIGATOR-REPORTED) IN POOLED 

DATA 

Richeldi L et al, NEJM 2014; 370: 2071-82  
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TIME TO FIRST CONFIRMED OR SUSPECTED ACUTE 
EXACERBATION PER ADJUDICATION (PRESPECIFIED 

SENSITIVITY ANALYSIS OF POOLED DATA) 

 

  

Nintedanib 150 mg bid (n=638) Placebo (n=423) 

Patients with ≥1 acute exacerbation, n (%) 12 (1.9) 24 (5.7) 

Placebo 

Nintedanib 150 mg bid 

HR 0.32  

(95% CI; 0.16, 0.65) 

p=0.0010 

Richeldi L et al, NEJM 2014; 370: 2071-82  
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FVC ≤70% predicted – placebo 
FVC ≤70% predicted – nintedanib FVC >70% predicted – nintedanib 

FVC >70% predicted – placebo 

No. of patients 

FVC ≤70% predicted – nintedanib 207 205 203 198 195 191 190 186 183 179 177 174 169 160 

FVC >70% predicted – nintedanib 431 427 424 411 410 404 399 398 397 391 385 379 368 332 

FVC ≤70% predicted – placebo  154 152 148 144 144 142 137 133 132 130 126 118 116 106 

FVC >70% predicted – placebo  269 267 267 264 263 261 256 256 254 251 250 249 243 235 

TIME TO FIRST ACUTE EXACERBATION 
(INVESTIGATOR-REPORTED) 

HR 0.52 
(0.28, 0.99) 

HR 1.00 
(0.44, 2.30) 

Costabel U, et al. Am J Respir Crit Care Med 2015 
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SEASONALITY OF IPF ACUTE EXACERBATIONS 

Collard HR, et al. ERJ 2017; 40:  pii: 1601339 
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RISK OF IPF ACUTE EXACERBATIONS 

• Patients with more severe lung function impairment 

• During the winter season 

• Up to 15-20% per year risk without background therapy 

• Vaccination 



   Am J Respir Crit Care Med Vol 192, Iss 2, pp e3–e19, Jul 15, 2015  
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AGAINST FOR 
STRENGTH STRONG CONDITION

AL 

STRONG CONDITION

AL 

EVIDENCE L/VL M/H L/VL M/H L/VL M/H L/VL M/H 

Nintedanib 

Pirfenidone 

Raghu G et al, AJRCCM 2015; 192: e3 
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 Evidence network for mortality 
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Modified from Rochwerg B et al, BMC Medicine 2016; 14: 18 



   Pneumo Update Europe 2017 Modified from Rochwerg B et al, BMC Medicine 2016; 14: 18 

SURFACE UNDER CUMULATIVE RANKING 

CURVE 

1.0 

0.8 

0.6 

0.4 

0.2 

0 

1.0 0.8 0.6 0.4 0.2 0 

S
U

C
R

A
 v

a
lu

e
 f

o
r 

m
o

rt
a
li
ty

 

SUCRA value for severe adverse events 
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STRATIFICATION BY TOLLIP 

GENOTYPE 

Oldham JM et al, AJRCCM 2015; 192: 1475 

CC GENOTYPE TT GENOTYPE 

HR 3.23 

95% CI 0.79-13.16 

P=0.10 

HR 0.14 

95% CI 0.02-0.83 

P=0.03 
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