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The idiopathic interstitial pneumonias (IIPs) are a group of 
diffuse parenchymal lung diseases (DPLDs), a group also described 

as interstitial lung diseases.  
The IIPs are a heterogeneous group of non neoplastic disorders  

resulting from damage to the lung parenchyma  
by varying patterns of inflammation and fibrosis. 

  

Ορισμός  

Am J Respir  Crit Care Med 2002; 165: 277-304 



The interstitium includes the space 
between 

the epithelial and endothelial 
basement membranes 

and it is the primary site of injury 
in the IIPs.  

 
However, these disorders 

frequently affect also 
the airspaces, peripheral airways, 

and vessels  
along with their respective 

epithelial and endothelial linings 



However, these disorders frequently affect also 
the airspaces, peripheral airways, and vessels  

along with their respective epithelial and endothelial linings 



  
«Ή τοι μεν πρώτιστα «Ή τοι μεν πρώτιστα 

χάος γένετο»χάος γένετο»  
Ησίοδος Θεογονία Ησίοδος Θεογονία   

  

“In the beginning  “In the beginning    

there there was was chaos”chaos”  

  

“Disease“Disease  is an is an orderly process that orderly process that 
continues continues forward and forward and   

requires persistentrequires persistent  effort effort   

            to to be be understood”understood”  

  

"Seek lux et veritas…""Seek lux et veritas…"  

Am J Pathol 1978; 92:577 
 



Ιστορία Ιστορία   

Trans Am Clin Climatol Assoc 1935; 51: 154-163 

…the diagnosis was made of the peculiar form of universal pulmonary fibrosis we 
are describing… 
 
…the most conspicuous alteration is an extraordinary and progressive proliferation 
of fibroblasts within the walls of the alveoli.  
The walls are greatly thickened by this growth of fibrous tissue… 



Ιστορία Ιστορία   

Sheridan and colleagues 1964: chronic disease with an average survival 2-
4 yr 

 

Gaensler and coworkers 1964: established that open lung biopsy could be 
performed safely (ante mortem diagnosis)    N N EnglEngl  J Med 1964; J Med 1964; 270:1319270:1319  

 

P Gross 1962: Hamman-Rich syndrome “acute diffuse interstitial fibrosis 
of the lungs” may in some cases be a chronic fibrosis with an acute 
superimposed exacerbation that is either infectious or non-infectious. 
Loss of integrity of epithelial basement membrane and failure of 
successful re-epitheliazation 

  





A retrospective analysis of 220 cases 
fulfilling criteria for CFA  

attending the Brompton Hospital  
between 1955 and 1973  

has been carried out 
and patients have been followed for 

between four and 21 years. 



(mean survival 3.2 years)  











Am J Respir  Crit Care Med 2002; 165: 277-304 

55%55%  15%15%  

<1%<1%  

3%3%  

25%25%  

<1%<1%  



In the revision of the IIPs classification, the main entities are preserved,  
further subdivided in:  
1. major IIPs including, idiopathic pulmonary fibrosis (IPF), idiopathic 

nonspecific interstitial pneumonia (iNSIP), respiratory bronchiolitis 
interstitial lung disease (RB-ILD), desquamative interstitial pneumonia (DIP), 
cryptogenic organizing pneumonia (COP), and acute interstitial pneumonia 
(AIP),  
 

2. rare IIPs including, idiopathic lymphoid interstitial pneumonia (iLIP), 
idiopathic pleuropulmonary fibroelastosis 
 

3. unclassifiable IIPs  

Papiris SA, Bouros D. Curr Opin Pulm Med 2012 in press  
Colby T. Curr Opin Pulm Med 2012 in press  



Reason for a specific diagnosis Reason for a specific diagnosis   

• Many forms are treatable 
 

• Treatments depend on diagnosis 
 

• Prognosis varies 
 

• Clinical trial eligibility requirements  
 







Idiopathic pulmonary fibrosis Idiopathic pulmonary fibrosis   
DefinitionDefinition  

IPF is defined as a 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. 

 
 

The definition of IPF requires the exclusion of 
other ILDs associated  with environmental 
exposure, medication, or systemic disease 



Idiopathic pulmonary fibrosisIdiopathic pulmonary fibrosis  
the most common and life threatening ILDthe most common and life threatening ILD  

Vancheri C, et al. Eur Respir J 2010; 35:496Vancheri C, et al. Eur Respir J 2010; 35:496  
Papiris SA, et al. Crit Care 2010; 14: 246Papiris SA, et al. Crit Care 2010; 14: 246  

IPF is a dreadful, chronic and 
irreversibly progressive fibrosing 
interstitial pneumonia leading to 

death in all patients affected 



Idiopathic pulmonary fibrosis  
Clinical presentation  



Idiopathic pulmonary fibrosis Idiopathic pulmonary fibrosis   
Clinical presentationClinical presentation  

Symptoms may precede diagnosis by a median of 1Symptoms may precede diagnosis by a median of 1--2 years 2 years   

In IPF a combination of In IPF a combination of 
inflammatory and fibrotic lung inflammatory and fibrotic lung 

parenchymal damage leads to the parenchymal damage leads to the 
defects in gas mechanics and gas defects in gas mechanics and gas 

exchange  exchange    

and and exertional dyspneaexertional dyspnea, ,   

the most prominent and disabling the most prominent and disabling 
symptom in these patientssymptom in these patients  

  

CoughCough  

  

Finger clubbingFinger clubbing  

  

Inspiratory crackles Inspiratory crackles   









Idiopathic pulmonary fibrosis Idiopathic pulmonary fibrosis   
Risk factorsRisk factors  

Cigarette smokingCigarette smoking  

  

Environmental exposuresEnvironmental exposures  

  

Microbial agentsMicrobial agents  

  

Gastroesophageal refluxGastroesophageal reflux  

  

Genetic factors (familiar and sporadic cases)Genetic factors (familiar and sporadic cases)  



Steele M, et al. Am J Respir Crit Care Med 2005; 172: 1146-1152 



Proc Am Thorac Soc 2006 

Environmental factors likely interact Environmental factors likely interact   
with a genetic variability in epithelial cell functionwith a genetic variability in epithelial cell function  



ProcProc  Am Am ThoracThorac  SocSoc  20082008  

Specific gene products modulate the inflammatory/fibrotic response  
to fibrogenic agents and provide the pathogenic basis for enhanced genetic risk. 



Pulmonary fibrosis affectation Pulmonary fibrosis affectation 
status was significantly associatedstatus was significantly associated  

with telomerase restriction with telomerase restriction 
fragment lengths, even after fragment lengths, even after 
controlling for age, sex, and controlling for age, sex, and 

ethnicity . Overall,ethnicity . Overall,  
25% of sporadic cases and 37% of 25% of sporadic cases and 37% of 

familial cases of pulmonary fibrosisfamilial cases of pulmonary fibrosis  
had telomere lengths less than the had telomere lengths less than the 

10th percentile.10th percentile.  

AJRCCM 2008AJRCCM 2008  



Am J Respir  Crit Care Med 2010; 181: 465-477 



Aspiration of bile acids may 
induce airway fibrosis through 

the production of 
TGF-1 and fibroblast 

proliferation 

20072007  



Am J Respir Cell Mol Biol 2005; 33: 113-120 





RM DuBois. Nat Rev 2010; 9:129 



RM DuBois. Nat Rev 2010; 9:129 



Idiopathic pulmonary fibrosis Idiopathic pulmonary fibrosis   
Diagnosis Diagnosis   

Am J Respir  Crit Care Med 2002; 165: 277-304 



Idiopathic pulmonary fibrosis Idiopathic pulmonary fibrosis   
Diagnosis Diagnosis   

Am J Respir Crit Care Med 2011; 183: 788-824 



Idiopathic pulmonary fibrosis  
Diagnosis  

IPF is defined as a specific form of chronic, progressive fibrosing interstitial pneumonia 
of unknown cause associated with the 

histopathologic and/or radiologic pattern of UIP. 
 





Idiopathic Pulmonary FibrosisIdiopathic Pulmonary Fibrosis  

HRCT Images: UIP Pattern  
(Extensive honeycombing) 

A C 

B D 

HRCT Images: UIP Pattern  
(Less severe honeycombing) 

Honeycombing (HRCT)Honeycombing (HRCT)  

Clustered cystic air spacesClustered cystic air spaces  

Well defined wallsWell defined walls  

Typically comparable Typically comparable 
diameters diameters   

          (3(3--10 mm; occasionally as  10 mm; occasionally as  
  large as 2.5 cm)large as 2.5 cm)  

SubpleuralSubpleural  



Idiopathic Pulmonary FibrosisIdiopathic Pulmonary Fibrosis  
  

F E 

HRCT Images: Consistent with UIP pattern (no honeycombing) 







Normal lung  

UIP lung 

Preserved lung 
tissue 

Honeycomb 
spaces 



Chronic 
fibrosis 

Fibroblastic focus 





Exclusion of other known causesExclusion of other known causes  

ComorbiditiesComorbidities  

Medication useMedication use  

Environmental exposureEnvironmental exposure  

Family historyFamily history  

  



Summary of evidence Summary of evidence   

      --Prominent lymphocytosis (>40%) in BAL suggests diagnosis Prominent lymphocytosis (>40%) in BAL suggests diagnosis 
of chronic hypersensitivity pneumonitis    of chronic hypersensitivity pneumonitis      

      --8% of patients with UIP pattern on HRCT may have BAL 8% of patients with UIP pattern on HRCT may have BAL 
findings suggestive of dx other than IPF findings suggestive of dx other than IPF   

        ((OhshimoOhshimo  et al. AJRCCM 2009et al. AJRCCM 2009))  

      --Unclear whether BAL adds significant diagnostic specificity Unclear whether BAL adds significant diagnostic specificity 
to a careful exposure history and clinical evaluationto a careful exposure history and clinical evaluation  



Exclusion of other known causesExclusion of other known causes  





Survival of UIP patients 



Respiratory versus non respiratory causes of death  
in patients with IPF 

Am J Respir Crit Care Med 2011; 183: 431-440 







Dyspnea change at 6 Dyspnea change at 6 momo  Dyspnea change at 12 Dyspnea change at 12 momo  

Am J Respir Crit Care Med 2003; 168: 538Am J Respir Crit Care Med 2003; 168: 538--542542  



Am J Respir Crit Care Med 2003; 168: 538Am J Respir Crit Care Med 2003; 168: 538--542542  



Natural History 
 of IPF 

C
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Time 

Stable 

Slow  
progression 

Rapid 
progression 

Acute 
worsening 

IPF is a fatal lung disease;  
the natural history is variable and unpredictable 



Acute exacerbation of IPF  

• IPF exacerbations constitute the most devastating complication during its course 
 

• IPF exacerbations represent  acute and clinically 
     significant deteriorations of unidentifiable cause,  
     transforming the slow and more or less steady disease decline 
     to the unexpected appearance of acute lung injury/ 
     acute respiratory distress syndrome (ALI/ARDS) ending in death.  
 
• Occasionally, IPF exacerbations may present in a previously apparently healthy 

or minimally symptomatic individual and might represent acute progression of 
an unsuspected or undiagnosed early IPF 

 

Crit Care 2010; 14:246 



sepsis, aspiration, trauma, 
transfusion 

of blood products, pulmonary 
contusion, fat embolization, drug 

toxicity, acute pancreatitis, 
inhalational 

injury,cardiopulmonarybypass. 
Huzy R, et al. Chest 2007; 132:1652 



Incidence and Outcome of AEIncidence and Outcome of AE--IPFIPF  

Taniguchi et al 2010  107 placebo patients diagnosed with IPF 
                                          followed up for 12 mo                                                      4.6% at 12 mo 

Huzy R, et al. Chest 2007; 132:1652Huzy R, et al. Chest 2007; 132:1652  
Taniguchi H, et al. ERJ 2010; 35:821Taniguchi H, et al. ERJ 2010; 35:821  



 

 

  

at any time during the course of 
disease 

for some patients, may be the 
presenting manifestation of their 
disease 

no clear association with age or 
smoking history or the level of 
pulmonary function 
derangement 

surgical lung biopsy and male 
gender may be a risk factor 

role of treatment- related 
immunosuppression undefined 

 

 

 

 

 

Chest 2009; 136:16Chest 2009; 136:16--2222  



Acute to subacute worsening of 
dyspnea  

Development of new or 
worsening dyspnea generally 
occurs within 30 days 

Cough, fever, and flulike 
symptoms 

Severe hypoxemia and respiratory 
failure requiring mechanical 
ventilation 

 

 

 

  

 

 

  

There is no laboratory test 
specific for IPF exacerbation 

Most of the tests exclude 
treatable causes and document 
severity  

a PaO2/FIO2 ratio of less than 225 
and a decrease over time in PaO2 
of 10 mm Hg or greater 

An increase in BALF neutrophils 

An increase in serum KL-6, 
neutrophil elastase, and lactate 
dehydrogenase (LDH) levels 

An increase in ST2 protein, IL-8, 
and a-defensin levels 

 

 

 

 



Declines of 5–10% (marginal) and 
> 10% (significant) were both 

associated with a worse 
prognosis than stable disease (p< 

0.005) 

Survival did not differ between 
those with stable disease or a 7.5–
15% (marginal) decline. Patients 
with a >15% (significant) decline 
had a worse prognosis than those 
with stable disease or a marginal 

decline (p<0.0005) 
 

ERJ 2010; 35:830ERJ 2010; 35:830--835835  

PFTsPFTs  



Diffuse groundDiffuse ground--glass opacities on plain chest radiographglass opacities on plain chest radiograph  



Am J Respir Crit Care Med 2008;  178:  372–378 

High resolution computed 
tomography (HRCT) generally 

demonstrates bilateral ground-glass 
abnormality with or without areas 
of consolidation, superimposed on 
the bibasilar subpleural reticular 

abnormality, traction bronchiectasis, 
and honeycomb change typical of 
usual interstitial pneumonia (UIP) 

pattern 





Diffuse alveolar damage 
superimposed on underlying 

UIP is the most commonly 
described finding when 
surgical lung biopsy is 

performed 

 

Organizing pneumonia 
without other evidence of 

organizing diffuse alveolar 
damage and extensive 

fibroblastic foci have also 
been described in a few cases 

 

  

Am J Clin Pathol 2003Am J Clin Pathol 2003  

 

Am J Surg Pathol 2007 



Parambil JG, et al. Chest 2005Parambil JG, et al. Chest 2005  
Churg A, et al. Am J Surg Pathol 2007Churg A, et al. Am J Surg Pathol 2007  







Clinically occult infection which precipitates an already Clinically occult infection which precipitates an already 
scarred lung into ALI/ARDSscarred lung into ALI/ARDS  

2008 



Clinically occult aspiration which precipitates an already Clinically occult aspiration which precipitates an already 
scarred lung into ALI/ARDSscarred lung into ALI/ARDS  

NEJM 2000NEJM 2000  



Acute direct stress to the lung with a subsequent Acute direct stress to the lung with a subsequent 
acceleration of the already abnormal acceleration of the already abnormal fibroproliferativefibroproliferative  

process intrinsic to IPFprocess intrinsic to IPF  



Am J Respir Crit Care Med 2009Am J Respir Crit Care Med 2009  





Am J Respir Crit Care Med 2009Am J Respir Crit Care Med 2009  





Gene expression patterns in IPFGene expression patterns in IPF--AEx and IPF samples AEx and IPF samples 
were similar for the genes that distinguish IPF from were similar for the genes that distinguish IPF from 

control lungscontrol lungs  
  

1.1. CCNA2 is overexpressed in IPFCCNA2 is overexpressed in IPF--AExAEx  
  

2.2. IPFIPF--AEx Lungs Exhibit Widespread Epithelial AEx Lungs Exhibit Widespread Epithelial 
ApoptosisApoptosis  

3.3. aa--  Defensin Expression Is Increased in Lungs and Defensin Expression Is Increased in Lungs and 
Peripheral Blood of Patients with IPFPeripheral Blood of Patients with IPF--AExAEx  

  

 
  
  

  

  



Taken together, these results indicate the central role of the 
pulmonary epithelium in IPF-AEx and suggest a potential role 

for a-defensins as peripheral blood biomarkers in IPF-AEx 

Results do they support a role for an active infection during 
the last phase of the syndrome 

 It is entirely possible that by the time the patients experienced 
the final deterioration all evidence of response to an infection or 

infected tissue was destroyed. In this context the finding of 
increased a-defensins levels and the evidence of epithelial 

injury may be interpreted as remnants of an infectious process 
that triggered the acute lung injury but was cleared by the time 

the lungs were harvested. 

 



Papiris SA, et al. Crit Care 2010; 14:246 



•It seems likely that the most effective approach to treatment would be  
to target multiple fibrosis pathways simultaneously 

•Given the similarities between ARDS and AE-IPF, treatment approaches targeting 
patients with ARDS could be beneficial to patients with AE-IPF 

Management of IPF  







For Immediate Release 
Friday, October 21, 2011  
Contact: 
NHLBI Communications Office 
301-496-4236  
Commonly used three-drug regimen for idiopathic pulmonary fibrosis found harmful 
NIH stops one treatment arm of trial; other two treatments to continue 

 

The interim results from this study showed that compared to placebo, those assigned 
to triple therapy had greater mortality (11 percent versus 1 percent), more 

hospitalizations (29 percent versus 8 percent), and more serious adverse events (31 
percent versus 9 percent) and also had no difference in lung function test changes. 
Participants randomly assigned to the triple- therapy arm also remained on their 
assigned treatment at a much lower rate (78 percent adherence versus 98 percent 

adherence). 

mailto:nhlbi_news@nhlbi.nih.gov














Eur Heart J 2009; 30(20):2493-2537 















  

  

SixtySixty--four cases of interstitial pneumonia were identified four cases of interstitial pneumonia were identified that that 
could not be classified into one of three main categoriescould not be classified into one of three main categories  of of 

idiopathic interstitial pneumonia idiopathic interstitial pneumonia   

It should not be considered a specific disease, however, because It should not be considered a specific disease, however, because 
it may it may have varying etiologieshave varying etiologies  including underlying connective including underlying connective 
tissue diseases, organic dust or other exposures, and prior acute tissue diseases, organic dust or other exposures, and prior acute 

lung injury; less often, it may reflect a nonlung injury; less often, it may reflect a non--representative representative 
biopsy of another process. biopsy of another process. Better prognosisBetter prognosis  





Idiopathic NSIP is a distinct clinical entityIdiopathic NSIP is a distinct clinical entity  



Infiltrative bilateral opacities in all cases 
  

V.Cottin. Am J Respir Crit Care Med 1998; 158:1286-1293 





Crackles and inspiratory squeaks   in the majority of cases  







Fibrotic NSIP  vs UIP 
Reticular abnormality can be seen in many other diseases including UIP, 

hypersensitivity pneumonitis and sarcoidosis 







If consolidation is present think of another diagnosis If consolidation is present think of another diagnosis   
(OP, (OP, eosinophiliceosinophilic  pneumonia, DAD) or of acute exacerbationpneumonia, DAD) or of acute exacerbation  



UIP versus fibrotic NSIP 





1. Esophageal abnormalities  
2. Pleural, pericardial effusion or 

thickening 
3. Bone and joint disease 







Ιδιοπαθής NSIP: τεκμηρίωση της διάγνωσης 

Απαραίτητη η ιστολογική τεκμηρίωση με βιοψία 
πνεύμονα (θωρακοσκοπική ή ανοικτή) 

 

Συνδυασμός πάντοτε των αποτελεσμάτων με τα 
κλινικά και ακτινολογικά δεδομένα  

 

Nicholson AG. Classification of idiopathic interstitial pneumonias: making Nicholson AG. Classification of idiopathic interstitial pneumonias: making 
sense of the alphabet soup. Histopathology 2002; 41:381sense of the alphabet soup. Histopathology 2002; 41:381--9191  

























Klingerman SJ, et al. Radiographics 2009; 29:73-87 







+Absence of  
criteria for another  

CTD 











Are existing data sufficient to make such Are existing data sufficient to make such   
recommendations?recommendations?  

Brown KK, Brown KK,   
PATS 2007PATS 2007  



Respir Med 2010; 104 Suppl 1: S59Respir Med 2010; 104 Suppl 1: S59--6969  

Patients with significant worsening of PFTs the last 6 to 12 months → CYC 
 

Mycophenolate mofetil 
 

Lung Transplantation  



The importance of differentiating NSIP from IPF lies in The importance of differentiating NSIP from IPF lies in 
the management of the individual patientthe management of the individual patient  

Limited treatment options for both diseasesLimited treatment options for both diseases  

Management beyond medication prescription:Management beyond medication prescription:  

→look for autoimmune rheumatic disease→look for autoimmune rheumatic disease  

→look for drug or organic dust exposure→look for drug or organic dust exposure  

→ discuss outcome→ discuss outcome  

→monitor pace of change of severity of disease→monitor pace of change of severity of disease  

  

New guidelines… New guidelines…   

new data and probably new hope…new data and probably new hope…  

  

ConclusionsConclusions  



Trans Am Clin Climatol Assoc. 1935; 51: 154–163.  





Αcute interstitial 

 pneumonia  < 1%< 1% 



AIP is a rapidly progressive  
and histologically distinct form of interstitial pneumonia.  

 
The pathology is described as an organizing form  

of diffuse alveolar damage (DAD) indistinguishable from the 
histologic pattern found  

in acute respiratory distress syndrome (ARDS)  
caused by sepsis and shock 

 
Τhe term AIP is reserved for cases of unknown cause  



Acute Interstitial Pneumonia Acute Interstitial Pneumonia   



Acute interstitial pneumoniaAcute interstitial pneumonia  

ALI/ARDS of unknown causeALI/ARDS of unknown cause  

Mean age=50 yearsMean age=50 years  

M/F=1/1M/F=1/1  

Not affected by smokingNot affected by smoking  

Severe respiratory failure necessitating mechanical ventilation in Severe respiratory failure necessitating mechanical ventilation in 
less than 3 weeksless than 3 weeks  

Diffuse cracklesDiffuse crackles  

History of a viral like illnessHistory of a viral like illness  

BAL: BAL: siderophagessiderophages, ↑ neutrophils and lymphocytes, ↑ neutrophils and lymphocytes  

Supportive treatmentSupportive treatment  

Prognosis poor (mortality >50%)Prognosis poor (mortality >50%)  

In patients who survive, progression to fibrosisIn patients who survive, progression to fibrosis  

  



Mueller-Mang Ch. Et al. Radiographics 2007; 27:595-615 





< 1week 1-3 weeks > 3 weeks 





 exclusion of other diseases  

 indications for DAD  

 
Cluster of atypical epithelial  
cells with wide, vacuolated 
 cytoplasm and amorphous 
 extracellular and intracellular 
 material  
(fragments of hyaline 
 membranes) 

 

 

ΤΒΝΒ  Controversy 

Open lung biopsy  ‘Gold standard’ 

Bonnacorsi A, ERJ 2003 

ATS/ERS consensus, AJRCCM 2002 

BAL 



Diffuse Alveolar Damage  



Papiris SA, et al. Crit Care 2010; 14:246 





Acute Interstitial Pneumonia Acute Interstitial Pneumonia   
  



Treatment of AIPTreatment of AIP  

 No proven treatment 

 

 Best supportive care (as for ARDS) 

 

 Lack of controlled treatment trials 

 

 Transplantation? 



Smoking related Interstitial Pneumonias  



Cigarette smoking and interstitial lung diseaseCigarette smoking and interstitial lung disease  

Cigarette smoking mayCigarette smoking may  

  

be the be the primary causeprimary cause    ((RBRB--ILD, DIP, PLCH)ILD, DIP, PLCH)  

  

influenceinfluence  the risk and the clinical course (IPF, RAthe risk and the clinical course (IPF, RA--
ILD)ILD)  

  
precipitateprecipitate  the acute course (AEP, pulmonary hemorrhage the acute course (AEP, pulmonary hemorrhage 
syndromes)syndromes)  

  

confer protection confer protection (sarcoidosis,(sarcoidosis,  HP)HP)  

Patel RR, et al. Drugs 2008; 68: 1511Patel RR, et al. Drugs 2008; 68: 1511--15271527  



Cigarette smoking and diffuse lung disease 
Respiratory bronchiolitisRespiratory bronchiolitis--interstitial lung diseaseinterstitial lung disease  

  

RBILD RBILD is a clinicopathological entity is a clinicopathological entity   
characterized by the characterized by the presence of presence of   

pigmented macrophagespigmented macrophages  and mild and mild   
interstitial inflammatory changes interstitial inflammatory changes   

centering on respiratory bronchiolescentering on respiratory bronchioles  
and neighbouring alveoli. Alveolar and neighbouring alveoli. Alveolar   
septa  in the peribronchiolar region septa  in the peribronchiolar region   

may be mildly thickened but may be mildly thickened but withoutwithout  
fibrosis.fibrosis.  

Ryu JH, et al. Eur Respir J  2001; 17: 122Ryu JH, et al. Eur Respir J  2001; 17: 122--132132  UnknownUnknown  



Respiratory BronchiolitisRespiratory Bronchiolitis--ILDILD    



Attili AK, et al. Radiographics 2008Attili AK, et al. Radiographics 2008  



Cigarette smoking and diffuse lung diseaseCigarette smoking and diffuse lung disease  
Desquamative Interstitial PneumoniaDesquamative Interstitial Pneumonia  

Desquamative interstitial pneumonia Desquamative interstitial pneumonia   
is characterized histologically by the is characterized histologically by the   

diffuse exudation of pigmented macrophages  diffuse exudation of pigmented macrophages  
within alveolar spaceswithin alveolar spaces  

  

Nagarjun Rao R et al. Ann Diagn Pathol 2008Nagarjun Rao R et al. Ann Diagn Pathol 2008  
  

Ryu JH, et al. Eur Respir J  2001Ryu JH, et al. Eur Respir J  2001  
Patel RR, et al. Drugs 2008Patel RR, et al. Drugs 2008  

  
  
  
  

60%60%--90%90%  

ModerateModerate  

30%30%--50%50%  



DIP DIP Ακτινογραφία θώρακος Ακτινογραφία θώρακος   



Desquamative interstitial pneumoniaDesquamative interstitial pneumonia  



MastoraMastora  I, et al. Radiology 2001; 218: 695I, et al. Radiology 2001; 218: 695--702702  



Attili AK, et al. Radiographics 2008Attili AK, et al. Radiographics 2008  
Caminati A, et al. Proc Am Thor Soc 2006Caminati A, et al. Proc Am Thor Soc 2006  



Vassalo R, et al Chest 2003Vassalo R, et al Chest 2003  

14 patients with PLCH, RB/DIP14 patients with PLCH, RB/DIP--
like changes are exceedingly like changes are exceedingly 
common may be sufficiently common may be sufficiently 

severesevere  
to cause the appearance of groundto cause the appearance of ground--

glass attenuation on HRCT, glass attenuation on HRCT,   
and correlate with the cumulativeand correlate with the cumulative  

exposure to cigarettes smoked. exposure to cigarettes smoked.   
  

The Overlap Between Respiratory Bronchiolitis and The Overlap Between Respiratory Bronchiolitis and 
Desquamative Interstitial Pneumonia in Desquamative Interstitial Pneumonia in   

Pulmonary Langerhans Cell Histiocytosis Pulmonary Langerhans Cell Histiocytosis   
HighHigh--Resolution CT, Histologic, and Functional CorrelationsResolution CT, Histologic, and Functional Correlations  



RBRB--ILD / DIPILD / DIP  

RB occurs as an incidental finding in smokers, so it is 
impossible to know whether it is the main problem or there is 

some other lesion not been sampled 

A surgical lung biopsy is required to 
make a confident diagnosis of DIP.  

TBB is usually non-diagnostic. 



Therapeutic managementTherapeutic management  



Lymphoid interstitial 

pneumonia  < 1%< 1%  



Lymphoid interstitial pneumonia (LIP) is rare and  
its clinical course incompletely described 

LIP was originally described  
by LIEBOW and CARRINGTON  

as a benign lymphoproliferative disorder limited to the lungs and 
characterized by diffuse infiltration of the alveolar septa  

by dense collections of lymphocytes 
admixed with plasma cells and other cellular elements  





Lymphoid interstitial pneumoniaLymphoid interstitial pneumonia    















Non idiopathic LIP  

Idiopathic LIP  



Swigris J, et al. Chest 2002; 122:2150-2164 







Papiris S, et al. Res Med 2007; 101:84-92 



A surgical lung biopsy is required to confidently distinguish LIP from 

pulmonary lymphoma, diffuse or nodular lymphoid hyperplasia and 

other interstitial diseases such as HP and NSIP. 

In conclusion, lung MZCL associated with pSs is 
characterized by an important dissociation between 

clinical expression and radiological pattern 

Res Med 2007; 101:84-92 







Cryptogenic organizing pneumoniaCryptogenic organizing pneumonia  

A non infectious “pneumonia”A non infectious “pneumonia”  

Equal sex distributionEqual sex distribution  

Mean age of onset 50Mean age of onset 50--60 years60 years  

Non/ex smokers: smokers =2:1Non/ex smokers: smokers =2:1  

Short duration of symptoms (<3 mo)Short duration of symptoms (<3 mo)  

Cough, dyspnea, fever, weight loss, chills, myalgiasCough, dyspnea, fever, weight loss, chills, myalgias  

CracklesCrackles  

No finger clubbingNo finger clubbing  

↑ESR, CRP, neutrophils↑ESR, CRP, neutrophils  

BAL: mixed pattern ↑ lymphocytes, ↑ neutrophils and BAL: mixed pattern ↑ lymphocytes, ↑ neutrophils and 
eosinophils eosinophils   



Cryptogenic organizing pneumoniaCryptogenic organizing pneumonia  







BOOP - COP 



ERJ 2006;ERJ 2006;  
28:42228:422--446446  
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Cryptogenic organizing pneumonia: Cryptogenic organizing pneumonia:   
clinical courseclinical course  

The majority: excellent response to corticosteroid The majority: excellent response to corticosteroid 
treatmenttreatment  

Frequent relapses at treatment taperingFrequent relapses at treatment tapering  

Spontaneous recovery in a minoritySpontaneous recovery in a minority  

Some cases progress to respiratory failure Some cases progress to respiratory failure   

  refractory to tx and death refractory to tx and death   

  







Histopathological classification schemes Histopathological classification schemes   
provide the underpinning provide the underpinning   

for separatingfor separating  
  idiopathic interstitial pneumonias idiopathic interstitial pneumonias   
Into clinically meaningful groupsInto clinically meaningful groups  



The new classification of IIPs is in progressThe new classification of IIPs is in progress  

IIPs are rare conditionsIIPs are rare conditions  

Not all patients should undergo surgical lung biopsyNot all patients should undergo surgical lung biopsy  

When typical radiologic features do no not exist, When typical radiologic features do no not exist,   

  a surgical biopsy is a surgical biopsy is invaluableinvaluable  

It is particularly important to reIt is particularly important to re--evaluate the patient in evaluate the patient in 
search of a specific etiology when search of a specific etiology when   

  NSIP, DAD, and LIP are found on NSIP, DAD, and LIP are found on biopsybiopsy  

 It is recommended that all patients be considered for It is recommended that all patients be considered for 
recruitment to high quality clinical trials recruitment to high quality clinical trials   

  

Take home messagesTake home messages  



The multidisciplinary approach is   

the “gold standard” of diagnosis and treatment  

of idiopathic interstitial pneumonias 



Σας ευχαριστώ πολύ 


