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Diagnosis 

Lung, (right upper and lower lobe), wedge resection :         

  -  Fibrosing interstitial pneumonia  

      with (1) subpleural  predominancy 

 (2) spatial and temporal heterogeniety  

 (3) microscopic honeycomb change         

 (4) moderate fibroblastic foci 

 (5) moderate lymphoplasmacytic infiltration   

  and lymphoid aggregates         

 c/w usual interstitial pneumonia  

  



Am J Respir Crit Care Med 188(6) 733-748 



Usual Interstitial Pneumonia (UIP) 

• Patchy fibrosis 

- More pronounced beneath the pleura  

  and along interlobular septa 

• End stage fibrosis alternates with areas of relatively 
spared parenchyma and areas of intermediate fibrosis 

• Temporal heterogeneity  

  in form of fibroblast foci 

- Loose myxoid fibroblastic tissue juxtaposed 
 adjacent to dense collagen fibrosis 



Spatial heterogeniety: patchy involvement of subpleura and interlobular septa 



Temporal heterogeniety  
   : young fibroblast and smooth muscle metaplasia (old fibrosis) 



Microscopic honeycomb change 



 2002 ATS/ERS IIP 
Classification 

2011 ATS/ERS/JRS/ALAT 
statement 

Distinct type of chronic fibrosing 
interstitial pneumonia of 
unknown cause limited to the 
lungs and associated with a 
surgical lung biopsy showing a 
histological patterns of UIP 
 

Specific form of chronic, 
progressive fibrosing, interstitial 
pneumonia of unknown cause, 
occurring primarily in older adults, 
limited to the lungs and associated 
with the histopathologic and/ or 
radiologic pattern of UIP 

Am J Respir Crit Care Med 183(2) 788-824 



Clear evidence of scarring, architectural distortion,  
+/- honeycomb change 
 
Presence of fibroblastic foci 
 
Presence of patchy involvement of lung parenchyme 
 
Absence of features against a diagnosis of UIP 
 



2014  
Explanted lung 





























Diagnosis 

• Lung, explantation; 

 - Diffuse interstitial pneumonia 

  with 1) marked microscopic honeycomb change 

   2) marked fibroblastic foci  

   3) atypical type II pneumocytes hyperplasia  

   4) marked interstitial lymphoplasmacytic     

                     infiltration  and lymphoid aggregation 

   5) focal ring fibrosis    

                6) absence of hyaline membrane 

 c/w  usual interstitial pneumonia with focal organizing 
phase of acute lung injury pattern. 

 



Acute exacerbation of UIP/IPF 

Mixed pattern of UIP and Diffuse alveolar damage  



Diagnostic Criteria 

Previous or concurrent diagnosis of Idiopathic Pulmonary Fibrosis * 

Unexplained worsening or development of dyspnea within 30 days 

High-resolution computed tomography with new bilateral ground glass 
abnormality and/or consolidation superimposed on Usual Interstitial 
Pneumonia pattern† 

No evidence of infection by endotracheal aspirate or bronchoalveolar 
lavage‡ 

Exclusion of alternative causes, including: 
 Left heart failure 
 Pulmonary embolism 
 Identifiable cause of acute lung injury§  

   (drug, pneumothorax, infection)  

Patients with idiopathic clinical worsening who fail to meet all five criteria due to missing data 

should be termed “suspected acute exacerbations.” 

Am J Respir Crit Care Med 2007 :176(7):636-43 



• Diffuse alveolar damage (DAD) superimposed  
    on underlying UIP is the most commonly  
    described finding  

 
• DAD was seen in 72%  
    - in all but one associated with underlying UIP.   
• Organizing pneumonia without other evidence  
      of organizing DAD is seen in 12%  
• Four specimens have been characterized  
   as showing “active” (1) or “extensive” (3) fibroblast fo

ci  
 

Histologic data on AE of UIP/IPF 



Histologic finding  on  AE of UIP/IPF 

Arch Pathol Lab Med 2012: 136:1234-1241 
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• Subpleural fibrosis 

• Heterogeniety 

• Microscopic honeycomb 
change 

• Fibroblastic foci 

일단은 UIP pattern인데,, 

Lymphoid aggregation 과 germinal 
center 를 갖는 lymphoid follicle 이 

많이 보이네…. 

• 환자의 혈액 검사 상 
autoantibody 상태는? 

• 환자는 류마티스 증상은 없나? 

아무것도 없네..???? 

그래도  

진단은 내야겠지? 



Diagnosis 

Lung, (right upper and lower lobe), wedge resection :         

  - Fibrosing and cellular interstitial pneumonia  

      with  (1) subpleural  predominancy 

          (2) spatial and temporal heterogeniety  

          (3) microscopic honeycomb change         

          (4) moderate fibroblastic foci 

          (5) moderate lymphoplasmacytic infiltration   

              and lymphoid follicles  

          (6) chronic pleuritis        

             c/w usual interstitial pneumonia,  

             r/o connective tissue disease - 

             associated interstitial pneumonia. 

 



2012.12월 PIP joint pain & swelling 

RF(+), anti-CCP(+)  

   (2011년 VATS시행 당시에는 negative) 

 류마티스 내과에서 RA로 진단받음. 



Idiopathic interstitial pneumonia (IIP) 
with connective tissue disease 

1) Interstitial lung disease in established connective 
tissue disease (CTD-ILD) 

2) Undifferentiated CTD ( UCTD) 

3) Lung dominant CTD  ( LD-ILD) 

4) Interstitial disease with features of autoimmunity 
(IPAF) 



RA SLE SSc PM/DM SjS 

UIP  ++? +/- + + +/- 

NSIP ++? +? +++ ++ ++ 

LIP/FB ++ +/- - - ++ 

OP + +/- +/- ++ +/- 

DAD  +  ++ +/-  +/-  -  

DIP/ RB +/-*  -  +*  -  -  

The prevalence of interstitial pneumonias in 
patients with connective tissue disease 

++ = frequent, + = not infrequent, +/- = rare;  
? = prevalence currently uncertain;  
* = Probable incidental to pulmonary symptoms 





CHEST 2009:136:23-30 





Idiopathic interstitial pneumonia (IIP) 
with connective tissue disease 

1) Interstitial lung disease in established connective 
tissue disease (CTD-ILD) 

2) Undifferentiated CTD ( UCTD) 

3) Lung dominant CTD  ( LD-ILD) 

4) Interstitial disease with features of autoimmunity 
(IPAF) 



“LD-CTD” 
(UCTD, Autoimmuen featured ILD) 

Lung dominant connective tissue disease 
(CTD) may,  

or may not, evolve into well-defined CTD 

? 

Am J Respir Crit Care Med. 2007;176:691-697, Courtesy of SJ Park 



Diagnostic criteria of lung dominant CTD 

Histologic features 
(a)Lymphoid aggregates with 

germinal center 
(b)Extensive pleuritis 
(c)Prominent plasamcytic 

infiltration 
(d)Dense perivascular collagen 

Fischer A et al, Chest. 2010;138(2):251-6 



Eur Respir J 2015; 46: 976–987 







* 

* 

* 

* 

* 

Unpublished data, Song et al 2015, Courtesy of SJ Park 

Pathologic Score 



Median survival duration, month, 
median (IQR) 

48.7 (27.7-105.5) vs. 40.4 (15.1-77.5) 

p 0.015 

IPF/hAF 

IPF/UIP 

Unpublished data, Song et al 2015, Courtesy of SJ Park 

Survival 
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