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>200 different types  



I -PF 

•Idiopathic pulmonary fibrosis (I PF)  
•chronic 
•fibrosing interstitial pneumonia 
  of unknown cause that is associated 
 
•radiological and histologic features of usual 
  interstitial pneumonia (UIP) 
 
•progressive worsening of dyspnea and lung 
  function 
•poor prognosis 



Histo-UIP 



HRCT-UIP pattern 



    Pathogenesis-PF 

                                 cells, 2022    



Incidence and prevalence 

State of the art 2023, ERS 



ILD 

2022 

IPF 



Pulmonary fibrosis    > 200 entities 

+ Post COVID-19 

+ post ARDS syndrom 
+ Radiation 

+ Familial PF 



The relative prevalence of histological  patterns in IIP in CTDs 

Lung pattern IIP 
Rheumatoid 
arthritis 

Systemic 
sclerosis 

SLE 
Polymyositis– 
dermatomyositis 

Sjögren 
syndrome 

Usual  interstitial pneumonia +++ ++ + + + ± 

Nonspecific interstitial pneumonia ++ ++ +++ ++ ++ ++ 

Desquamative interstitial pneumonia 
and/or RB-ILD 

+ ± ± ± ± ± 

Organizing pneumonia ++ + ± ± ++ ± 

Lymphocytic  interstitial pneumonia ± ± ± ± ± ++ 

Pleuroparenchymal fibroelastosis ± ? ? ? ? ? 

Diffuse  alveolar damage + + ± + + ± 

Abbreviations: ?, prevalence unknown; ±, rare; +, infrequent; ++, frequent, but not clearly in the majority of cases; +++, 
common, clearly in the majority of cases; CTD, connective tissue disease;  IIP, idiopathic interstitial pneumonia; RB-ILD, 
respiratory  bronchiolitis-associated interstitial lung disease; SLE, systemic lupus erythematosus. 

       Histological classification of interstitial pneumonias in CTD 

                       Wells AU, Denton CP.  Interstitial lung disease in connective tissue disease - mechanisms and management. 

                                                                                                                                                                         Nat Rev Rheumatol. 2014 



    Is ILD essential in autoimmune diseases? 

1-year 
mortality 

39% 

3.8% 

5-year 
mortality 

13.9% 
18.2% 

10-year 
mortality 

60.1% 

34.5% 

RA-ILD 

RA no ILD 
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Time to follow-up (years) 

Hyldgaard et al. Ann Rheum Dis 2017 

RA-ILD 
SSc-ILD 

Hoffmann Vold et al. AJRCCM 2019 

* 8 fold-higher mortality 



 

18-32% 
PF Wijsenbeek et al., 2019 





Diagnosis 

Clinical 

Imaging 

Histology 



• Medical history 

       family medical history 

       prior medication use 

       exposures at home, work and other places 

       close attention to signs of CTD 

•  antinuclear antibodies 

    C-reactive protein  

    erythrocyte sedimentation rate rheumatoid 
arthritis-associated autoantibodies 

     autoantibodies associated with myositis, 

     scleroderma, Sjögren’s syndrome and vasculitis 

State of the art 2023, ERS 



Antibodies  

SLE 
Sjogren 

Myositis 

Systemic 
sclerosis 

MCTD 

RA 

Psoriasis Bechterew 

Gout 

Stills   ANCA vasculitis; 

GPA, MPA, EGPA 

  TA/PMR 

Takayasu
s 

 Behcet 

IgA vaskulitis 

HUV 

PAN 

ANA 
ANCA 

Anti-CCP 



Imaging 

  UIP pattern 



CTD –UIP    DM/Scleroderma  overlap 

American Journal of Respiratory and Critical Care Medicine Volume 205 Number 9 | May 1 2022 



Scleroderma NSIP  

9 years later Scleroderma UIP  

PPF 

American Journal of Respiratory and Critical Care Medicine Volume 205 Number 9 | May 1 2022 



Histology? 
 

HRCT is the gold standard for the 

diagnosis of ILD in CTD patients 

• Lung biopsy usually not required 

 
• cryobiopsy 

• surgical 

 

 

• Place for BAL is unclear 



Diagnostic algorithm 



natural history of PF 

State of the art 2023, ERS 
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Comorbidities 

 
• Respiratory and nonrespiratory comorbidities  

• impact survival 

 

• COPD/Combined pulmonary fibrosis and 
emphysema (CPFE) 

• lung cancer 

• pulmonary hypertension 

 State of the art 2023, ERS 



Patients with certain types of fibrosing ILDs have the potential to 
develop  

a progressive phenotype  

HP, hypersensitivity pneumonitis; ILD, interstitial lung disease; IPF, idiopathic pulmonary fibrosis; NSIP, non-specific interstitial 
pneumonia  
1. Cottin V et al. Eur Respir Rev 2019;28:180100; 2. Wells AU et al. Eur Respir J 2018;51:1800692; 3. Raghu G et al. Am J 

Respir Crit Care Med 2011;183:788–824 

• Characterized by worsening of lung function, respiratory symptoms and quality of life, as well 
as early mortality 

 

• Because of the commonalities in clinical behavior and pathogenesis, it has been proposed that 
fibrosing ILDs with a progressive phenotype may be ‘lumped’ together for the purposes of 
clinical research and treatment 

Progressive 

fibrosing 

autoimmune  

ILD 

Progressive 

fibrosing HP 

Progressive 

fibrosing 

NSIP 

IPF Other 

progressive 

fibrosing 

ILDs 

Most typical example of progressive fibrosing ILD; all IPF 
patients by definition have a progressive disease3 

20-30% 



 





Progressive Fibrosing - Interstitial Lung Disease  

PF-ILD 

• multifactorial etiology 
 
• IPF 
 
• connective tissue disease-associated ILD (CTD-ILD), 
            
• Fibrotic hypersensitivity pneumonitis (FHP) 
  
• Unclassifiable idiopathic interstitial pneumonia (uIIP) 

 
•  idiopathic non-specific interstitial pneumonia (NSIP) 

 
                                                                                                                        
                                                                                             Cottin et al., 2019 

 



Progressive Fibrosing - Interstitial Lung Disease  

PF-ILD 

 

• HRCT-documented increase in the extent of PF 

• decline in lung function 

•  worsening respiratory symptoms and quality of life 

•  high risk of early mortality despite available 
treatments 

•  clinical course similar to that of idiopathic   

     pulmonary fibrosis (IPF)                                            
                                                                                                           Cottin et al., 2018  



Radiological Criteria for PPF 

• increased traction bronchiectasis and 
bronchiolectasis, 

• new ground-glass opacity with traction 

    bronchiectasis 

•  new fine reticulation 

• increased coarseness of reticular abnormality  

• new or increased honeycombing 

•  increased lobar volume loss 



Radiological Criteria for PPF 

Wong et al., Resp research 2020 



Physiological Criteria for PPF 

• Absolute decline in FVC of >5% 

    within 1 year of follow-up. 

• Absolute decline in DLCO (corrected 

   for Hb) of >10% within 1 year of follow-up. 





Prognostic Predictive Characteristics 

in Patients With Fibrosing Interstitial Lung Disease: 

Wang et al., frontiers in Pharmacology, 2022 



Progressive Fibrosing Interstitial Lung Disease- 
Survival 

Wang et al., frontiers in Pharmacology, 2022 



Diagnosis-Management-Treatment 

2023 



Novel therapeutic strategies for IPF treatment 
 
 (1) stop fibrosis progression by hampering aberrant ECM deposition and eliminating 
defective cells (antifibrotic and senolytic drugs) and 
 
 (2) bring back the lung to a healthy condition by promoting alveolar regeneration   
(regenerative therapies). 

cells, 2022  



ευχαριστώ πολύ για την πρόσκληση και την προσοχή σας 


