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INTRODUCTION
 Inters��al  Lung  Diseases  (ILD)  are  a  
heterogenous  group  of  infiltra�ve  diseases  that  
affect  the  lung  parenchyma.  Although  these  
condi�ons  are  rare,  a  propor�on  of  pa�ents  
with  inters��al  lung  diseases  (ILDs),  have  a  
progressive  course  leading  to  chronic  
progressive  fibrosis  and  decline  in  lung  func�on  
cons�tu�ng  a  diverse  spectrum  of  diseases  
called  progressive  fibrosing  ILD  (PF-ILD).  The  
common  types  of  PF-ILD  include  IPF  (idiopathic  
pulmonary  fibrosis),  sarcoidosis,  chronic  

hypersensi�vity  pneumoni�s,  CTD-associated  
ILDs  (rheumatoid  arthri�s-associated  ILD,  
s y s t e m i c   s c l e r o s i s - a s s o c i a t e d   I L D ,  
polymyosi�s/dermatomyosi�s-associated  ILD,  
microscopic  polyangii�s-associated  ILD  and  
other  CTDs-associated  ILDs),  occupa�onal  
exposure-related  lung  diseases  and  IIPs  

1
(idiopathic  inters��al  pneumonias) .  Figure  1  
shows  types  of  inters��al  lung  disease  (ILD)  
that  may  be  associated  with  a  progressive  

2
fibrosing  phenotype .
 

ABSTRACT
 Progressive fibrosing inters��al lung  disease  (PF-ILD )  is  a  subgroup  of  ILDs  that  
present  a  progressive-fibrosing  phenotype.  Progressive fibrosis is  associated  with  worsening  
respiratory  symptoms,  decline  in  lung  func�on,  limited  response  to  immunomodulator  
therapies  and  worsening  quality  of  life  leading  to  early  mortality.  A  mul�disciplinary  
approach  is  essen�al  for  op�mal  diagnosis  and  management.  Pirfenidone  and  nintedanib  
are  the  only  approved  drugs  that  shows  benefit  in  PF-ILD. KEYWORDS Progressive  fibrosing  
inters��al  lung  disease;  PF-ILD;  diagnosis;  FVC  decline;  nintedanib;  pirfenidone;  efficacy
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FIGURE  1  Types  of  inters��al  lung  disease  (ILD)  
that  may  be  associated  with  a  progressive  fibrosing  
phenotype.  HP:  hypersensi�vity  pneumoni�s;  IPF:  
idiopathic  pulmonary  fibrosis;  IIPs:  idiopathic  
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inters��al  pneumonias .  Copyright  ©ERS  2019.
CLINICAL  SIGNS  AND  SYMPTOMS
 The  typical  presenta�on  of  an  ILD  is  non  
specific  and  includes  vague  respiratory  
symptoms  such  as  dyspnea  on  exer�on  or  
cough.  Since  connec�ve  �ssue  disease  is  a  

frequent  cause  of  ILD,  some  pa�ents  may  have  
symptoms  and  signs  sugges�ve  of  connec�ve  
�ssue  disease.  While  some  may  present  for  
pulmonary  evalua�on  with  a  preexis�ng  
diagnosis  of  connec�ve  �ssue  disease,  
pulmonary  involvement  maybe  the  first  
manifesta�on  in  others.  In  some  pa�ents,  non  
specific  symptoms  such  as  night  sweats,  fever,  
fa�gue  or  weight  loss  maybe  present  
sugges�ve  of  an  underlying  inflammatory  
condi�on. Pa�ents  with  systemic  sclerosis  may  
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have  a  history  of  Raynaud's  phenomenon,  skin  
�ghtness  and  thickening,  telengiectasias,  digital  
pi�ng  and  gastrointes�nal  symptoms  indica�ve  
of  underlying  esophageal  dysmo�lity.  Pa�ents  
with  systemic  lupus  erythematosus  (SLE)  may  
have  malar  rash,  photosensi�vity  skin  reac�on  
or  hair  less.  Pa�ents  with  sarcoidosis  may  
some�mes  have  papular  erup�ons,  lupus  pernio  
and  erythema  nodosum.  Pa�ents  with  
dermatomyosi�s  have  dermatologic  symptoms  
accompanied  by  clinical  signs  such  as  heliotrope  
rash,  Go�ron's  papules  or  “mechanic's  hands”.  
Musculoskeletal  complaints  such  as  arthralgias, 
morning  s�ffness,  joint  swelling,  erythema  and  
digital  deformi�es  may  suggest  underlying  
rheumatoid  arthri�s.  Ophthalmologic  symptoms  
sugges�ve  of  uvei�s  maybe  present  in  SLE  and  
sarcoidosis.  Presence  of  cardiac  symptoms  may  
suggest  an  advanced  disease  wherein  cor  
pulmonale  is  present  or  it  maybe  due  to  
cardiac  involvement  by  the  underlying  disease  
itself.  A  thorough  history  pertaining  to  
medica�ons  used  by  the  pa�ent  may  lead  to  
the  diagnosis  of  a  drug-related  lung  disease.  
Exposure  to  organic  dusts  such  as  moldy  hay,  
bird  feathers  and  droppings  may  lead  to  the  
d iagnos is   of   chronic   hypersens i�v i ty  
pneumoni�s.  A  thorough  occupa�onal  history  
including  all  jobs  held  in  the  past  may  lead  to  

the  diagnosis  of  an  occupa�onal  exposure-
related  lung  disease.
 Physical  examina�on  may  reveal  fine,  
inspiratory,  basilar  “Velcro”  crackles  on  
ausculta�on  and  digital  clubbing  in  some  
pa�ents.  Signs  of  pulmonary  hypertension  and  
right  heart  failure  maybe  present.  Pa�ents  with  
connec�ve  �ssue  disease  may  have  
dermatologic  and  musculoskeletal  signs.  
DIAGNOSIS
 The  diagnosis  of  ILDs  is  usually  
mul�disciplinary  involving  pulmonologists,  
radiologists  and  pathologists.  Comprehensive 
evalua�on  includes  clinical  assessment,  relevant  
clinical  history,  smoking  status,  lung  func�on  
tes�ng,  serologic  tes�ng  for  underlying  
connec�ve  �ssue  disease,  radiological  imaging  
and  lung  biopsy,  if  required.  In  almost  all  cases,  
high-resolu�on  computed  tomography  (HRCT)  

3of  the  chest  is  the  primary  diagnos�c  tool .   
Serological  tes�ng  can  be done if there is clinical 
suspicion of  an  underlying  autoimmune  disease  
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or  autoreac�ve  component . Lung biopsy and 
bronchoscopy are indicated when other 
assessments are inconclusive. Bronchoalveolar 
lavage may be needed for the diagnosis of some 
ILDs.  Figure  2  shows  an  algorithm  published  by  
the  ERS  for  diagnosing  ILDs  that  may  present  a  

5
progressive-fibrosing  phenotype .  

FIGURE  2  Diagnosis  of  fibrosing  inters��al  lung  
diseases  (ILD)  that  may  present  a  progressive  
phenotype.  PFTs:  pulmonary  func�on  test;  
HCRT:  high-resolu�on  computed  tomography;  
B A L :   b ro n c h o a l v e o l a r   l ava g e ;   M D D :  

mul�disciplinary  diagnosis;  PF-ILD:  progressive-
5

fibrosing  ILD .  Copyright  ©ERS  2018.
DEFINITION  OF  PROGRESSIVE  PULMONARY  
FIBROSIS  (PPF):
 In  a  pa�ent  with  ILD  of  known  or  unknown  
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