
Case1 (TV95-455) 







What is going on here ?? 



Question 1    TV95-455 

• The changes shown are best described as: 

 

1. Amyloid in diffuse alveolar septal amyloidosis 

2. Fibrin in acute fibrinous and organizing 
pneumonia (AFOP) 

3. Hyaline membranes in diffuse alveolar damage 
(DAD) 

4. Fibrosis usual interstitial pneumonia (UIP) 

5. None of the above 





Here is the history:   TV95-455 

• 70F with RA 

• On methotrexate 

• One week of dyspnea and progressive 
respiratory failure 



Question 2    TV95-455 

• The most likely cause of the changes seen in 
the biopsy is: 

 

1. RA related DAD 

2. Methotrexate reaction 

3. Intercurrent influenza 

4. Pneumocyustis pneumonia 

5. Cannot be determined from the histology 



Additional findings in this case 



DAD is not always uniform in its involvement 

HM’s 



Secondary thrombi are frequently present 

* 



Squamous metaplasia in organizing DAD 



Organizing DAD with edematous alveolar 
septal widening and type 2 cell metaplasia 



Bronchiolar scarring with peribronchiolar 
metaplasia probably related to the RA in this case 



Final Diagnosis    TV95-455 

• DAD c/w MTX toxicity…by exclusion 

– Cultures and special stains negative for organisms 

– Time course of illness c/w drug reaction 

– RA-related DAD remains in the D/D 

Case included in: Imokawa S et.al. Methotrexate pneumonitis: review of the 
literature and histopathologic findings in 9 patients. ERJ 2000; 15: 373-381. 



Injury Patterns in Methotrexate Pneumonitis 
(from Pneumotox.com) 

…and many more clinical 
presentation patterns 



Case No 2 



Current symptoms 

• 24-year-old lady; nurse in pneumology 

• Smoker (20 daily) for 10 y 

• Five-month-long unspecific troubles 

• Night sweat, weight loss, fatigue, SOB 

• Inflammatory markers - ATB 

• US slight hepatosplenomegalia 

• HIV neg; Mantoux neg 

• RTG – bilateral fluidothorax, diffuse bilateral 
small nodules - CT 





Dif.dg 

• Sarcoidosis II. grade 

• TBC 

• Tumor metastasis 

 

• Bronchoscopy BB and TBB 

 











1. Sarcoidosis 

2. TBC 

3. Generalisation of cancer 

4. Mycotic infection 

5. i.v. talcosis 

6. GPA 

DIAGNOSIS ???? 



I.V. talcosis due to drug abuse 

 

„filler embolism“ 

 

 





Pulmonary complications i.v. drug 

• Infections (incl. HIV) and infection-related 

diseases 

• Pneumonia 

• Abscess 

• Septic embolism 

• ARDS (DAD) 

• Pulmonary hypertension 

• Interstitial fibrosing process (ILD) 

• Massive fibrosis 

• Emphysema 



BEWARE OF NURSES! 
- crime story based on TBB 

Pathologists - use easy and cheap methods! 

 Polarization 

Deeper level 



Case 3 (TV07-196) 



What is going on here ?? 



What is going on here ?? 

Organizing pneumonia (OP) 



Organizing pneumonia 

Note the plasma cells and intertitial changes present 



Question 1    TV07-196 

• Organizing pneumonia may be seen in: 

1. Localized nodules 

2. Drug reactions 

3. Organizing infections 

4. Idiopathic interstitial pneumonias 

5. All of the above 

Organizing pneumonia is a very common 
nonspecific pattern in biopsy material 



Here is some history:   TV07-196 

• 68M with a history of cardiac disease on Rx 

• Nonsmoker 

• Several weeks of progressive cough and 
dyspnea 

• Patchy ground glass infiltrates on CT scan 

• Surgical lung biopsy performed 

 



Back to the case- What else is going on ?? 

Lymphoid hyperplasia with germinal centers….. 



Germinal Centers…. 

…and alveolar macrophages 



Alveolar macrophages 



Question 2    TV07-196 

• What diagnosis do you like at this point? 

1. Connective disease 

2. Cryptogenic organizing pneumonitis (COP) 

3. Organizing influenza pnemonia 

4. Drug reaction 

5. None of the above 



TV07-196 
• 68M with a history of cardiac disease on Rx… 

…which was long term amiodarone 

 

 

 

 

 

 

• Note the foamy changes in the macrophages 
and type 2 cells 

 

Diagnosis: Changes 
consistent with 
amiodarone toxicity 



Lung Injury Patterns with Amiodarone 
(from Pneumotox.com) 

And many more clinical 
presentation  patterns 
are listed. 

Case presented included in: Larsen BT, et.al. Lymphoid hyperplasia and eosinophilic pneumonia as 
histologic manifestations of amiodarone-induced lung toxicity. Am J Surg Pathol. 2012; 36:509-16. 



Case No 4 



Current symptoms 

• 42-year-old lady; waitress 

• Smoker (20 daily) for 30 y 

• 14 y ago hysterectomy for „cancer“ 

• Five-month-long unspecific troubles 

• Cough (morning), expectoration, SOB 

• Allergy: straw, grass, herbs 

• Bronchoscopy + TBB – not specific 

• BALF: slight lymphocytosis, eosinophilia 

• RTG – diffuse bilateral small nodules - CT 



 





 



Dif.dg 

• ILD - HP 

• TBC 

• Tumor metastasis 

 

• VATS surgical biopsy 

 

















1. HP 

2. Sarcoidosis 

3. Generalisation of cancer 

4. LCH 

5. SRIF 

6. COPD 

DIAGNOSIS ???? 



Combination of smoking-

related changes: 

COPD 

SRIF 

LCH 

 

 



 



 



 



 



 



SRIF Correlations 

• Interpretation is complicated 

• Presence of changes 

– Original work 60% fibrosis over 25% parenchyma 

– Kawabata 6,5% light a 21,1% heavy smokers 

• Clinics: 

– Progression of COPD masks restriction (up 10%) 

• HRCT: 

– Micronodules with GGO bilat 

– Progression of COPD masks interstitial changes 

– Retrospective studies – changes 23% smokers 



Děkuji za pozornost 

Multidisciplinary approach 



SRIF – Meaning & viewing 

• Clinical picture 

• HRCT pattern 

• Prognosis 

• Therapy 

 

• Dif dg other fibrosing ILD 

–UIP, CPFE, fibrosing NSIP, LCH 



SMOKING KILLS! 
 

…and complicates lifes and 

diagnosis 

especially for pathologists 



CASE 5 



What is going on here? 

Organizing pneumonia and…. 

…hemosiderin-laden macrophages 



Higher power… 



Other fields 



CASE 5   QUESTION 1 
• Hemosiderin-laden macrophages can be seen in: 

1. Smokers 

2. Welders 

3. Alveolar hemorrhage 

4. Heart failure 

5. All of the above 

Smoking related changes differ somewhat from hemorrhage 

H&E Smoker H&E DAH DAH BAL 



CASE 5    QUESTION 2 

• The changes in CASE 3 could be seen in: 

1. Diffuse alveolar hemorrhage 

2. Organizing pneumonia in a patient with cardiac 
failure 

3. Organizing hemorrhagic infection 

4. Organizing pneumonia in a welder 

5. All of the above 



NOW FOR SOME CASE HISTORY 

• 20F with shortness of breath, 
hemoptysis, patchy radiologic 
infiltrates, and positive c-ANCA 

• She also had hematuria 



CASE 5   QUESTION 2 

• What is the best diagnosis? 
1. Diffuse alveolar hemorrhage syndrome 

2. Pulmonary-renal syndrome with alveolar 
hemorrhage 

3. ANCA-associated vasculitis 

4. c-ANCA positive diffuse alveolar hemorrhage 

5. Granulomatosis with polyangiitis (GPA) 
 (formerly Wegener’s) 

  

Answers will differ with one’s 
specialty and philosophy 



DIFFUSE ALVEOLAR HEMORRHAGE(DAH) 

• Pulmonary hemorrhage not due to trauma, 
airway disease, tumors, or heart  failure  

• Usually recurrent; may be acute or chronic 

• Typically with dyspnea, hemoptysis, 
airspace infiltrates, and anemia 

• Associated renal disease common 



IMMUNOLOGIC CLASSIFICATION  
OF DIFFUSE ALVEOLAR HEMORRHAGE 

• ANCA-associated:  WG, MPA, pulmonary renal 
syndromes, isolated alveolar hemorrhage 

• Antibasement membrane antibody:  
Goodpasture's syndrome, isolated alveolar 
hemorrhage 

• Immune complex deposition:  Collagen vascular 
diseases, IgA disease, pulmonary renal syndromes, 
isolated alveolar hemorrhage 

• Immunologic mechanism not identified:  IPH, 
isolated alveolar hemorrhage 



CASE 5 

• Diagnosis:  ANCA-positive diffuse alveolar 
hemorrhage (compatible with GPA) 

• Follow-up:  The patient responded to 
standard therapy for GPA and was  
well at follow-up several years later 



Case No 6 



Current symptoms 

• 53-year-old lady; MD  

• Nonsmoker, teetotaller 

• Breeding station for cats (actually 6) 

• 2007 melanoma of left hand 

• Unspecific dyspepsia 

• CT – small cysts of liver and kidney 

• BUT - S6 and near left heart ventricule two 
nodules with contrast accumulation 





Clinical investigations 

• PET-CT 

– Not only two nodules, but multiple bilat! 

• bronchoscopy, TBB, EBUS no cancer 

• Autoantibodies negative, only ANA Ig 1:80 

• Oncoscreening negative 





Dif. dg 

• Primary lung tumor 

• Autoimmune disease 

• TBC, mycotic infection 

• Metastatic spread of tumor (melanoma?) 

 

• VATS with surgical biopsy of nodule. 

 



















1. HP 

2. LIP 

3. Generalisation of cancer 

4. Plasmacytoma 

5. Lymphoma 

6. IgG4 related disease 

DIAGNOSIS ???? 



Nodular lymphoid 

hyperplasia with 

increasednumber of plasma 

cells and some hyaline 

sclerosis. Increased number 

of IgG4+ plasmocytes 

raising concern of IgG4 

systemic sclerosing disease  



 



 



 



 



 





Case 7 (TV13-216) 



TV13-216 

• Surgical lung biopsy for interstitial lung disease 



TV13-216   QUESTION 1 
• Which of the following is true? 

1. It is patchy and shows subpleural predominance 
2. It is patchy and shows centrilobular distribution 
3. It is patchy and includes fibroblast foci 
4. Most of the changes are acute 
5. I have no idea! 



Here is some history   TV13-216 

45 yr. old physician 

3 month history of: cough, dyspnea, and 
 fatigue 

ILD on CXR; No CT at that time 

BAL with 19% lymphs 

Surgical lung biopsy performed:  “Drs -- and 
 Colby feel that this represents “diffuse 
 interstitial pneumonitis with moderate 
 fibrosis, so-called ‘usual type”  = UIP 

Atypical for UIP in IPF 



Very diffuse process with germinal centers and 
increased inflammatory cells 

More to the case… 



With lymphoid follicles with germinal centers 



Increased interstitial inflammatory cells 

Plasma cells 



Fibrosis… but it is not subpeural and paraseptal 
and we see no honeycombing 



Normal area 

Scarring 

Fibroblast foci 

Classic UIP 

For comparison … 



Fibroblast foci are not specific for UIP 



Organizing pneumonia vs fibroblast foci ? 
Process not so patchy in this field 



TV13-216 Follow-up 

• Placed on steroids, 60 mg. per day 

• 1 year later stable on 30 mg prednisone per 
 day with PFTs “about 65% of normal” 

• Alive and stable 22 yrs after biopsy;  no 
 details on functional or radiologic 
 findings 

• Retrospective diagnosis: Fibrotic NSIP, ? In 
 association with CTD. 



TV13-216    QUESTION 2 

• Which diagnosis do you prefer ??              
(There is no correct answer) 

1. Fibrotic NSIP 

2. Fibrotic NSIP with features suggesting CTD 

3. Unclassifiable chronic interstitial pneumonia 

4. Fibrosing interstitial pneumonia with some 
features suggesting CTD 

5. Atypical UIP  

 


