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Diagnosis of IPF 
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CLINICAL CHECKLIST FOR ALTERNATIVE DIAGNOSES 
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CHEST HRCT 

Courtesy Simon LF Walsh, London 

Richeldi L et al, Lancet 2017; 389: 1941-1952 
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DIAGNOSTIC CATEGORIES OF UIP BASED ON CT PATTERNS 

Lynch et al.,Lancet 
Resp Med, 2018; 

6: e7 
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HISTOPATHOLOGICAL CRITERIA FOR UIP IN IPF (UIP-IPF) 

SAME CATEGORIES FOR IMAGING AND PATHOLOGY 
Lynch et al.,Lancet Resp Med, 2018; 6: e7 
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• Tissue specimen larger than transbronchial 
biopsy, but usually smaller than surgical 
biopsy. Also, not typically subpleural. 

• Diagnostic accuracy for all ILD about 80%, 
may be lower for UIP 

• Diagnostic yield and complication rate is 
variable and depend on the experience of the 
operator 

• Experience is higher in Europe 
• Role remains unclear 

Role of cryobiopsy 

Lynch DA et al, Lancet Resp Med 2018 
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PATHWAYS TO A CONFIDENT WORKING MULTIDISCIPLINARY DIAGNOSIS OF IPF 

Lynch et al.,Lancet 
Resp Med, 2018; 
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PATHWAYS TO A CONFIDENT WORKING MULTIDISCIPLINARY DIAGNOSIS OF IPF 

Clinical context of IPF includes all of the following: 
• older than 60 years 
• absence of clinically significant environmental or medication exposure 
• no evidence of connective tissue disease 

Lynch et al.,Lancet 
Resp Med, 2018; 

6: e7 
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PATHWAYS TO A CONFIDENT WORKING MULTIDISCIPLINARY DIAGNOSIS OF IPF 

Clinical context indeterminate for IPF includes any of the following: 
• aged 60 years or younger 
• potentially significant environmental or medication exposure 
• evidence of connective tissue disease 

Lynch et al.,Lancet 
Resp Med, 2018; 

6: e7 
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PATHWAYS TO A CONFIDENT WORKING MULTIDISCIPLINARY DIAGNOSIS OF IPF 
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RECOMMENDATIONS FOR MULTIDISCIPLINARY DIAGNOSIS CONFERENCES 

Lynch et al.,Lancet Resp Med, 2018; 6: e7 
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• Fleischner Society diagnostic criteria 
permit diagnosis of IPF in a wider 
spectrum of patients: 
– with probable UIP CT pattern 
– with indeterminate CT patterns 

• if a lung biopsy is performed or  
• if a confident working diagnosis can be made 

Summary 

Lynch DA et al, Lancet Resp Med 2018 
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Therapy of IPF 
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CONCEPTUAL MODEL OF IPF ACROSS AN INDIVIDUAL’S 
LIFE COURSE  

Richeldi L et al, Lancet 2017; 389: 1941-1952 
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STATE OF THE ART 

Lederer DJ and Martinez FJ, N Engl J Med 2018 



   Pneumo Update Europe 2018 Lederer DJ and Martinez FJ, N Engl J Med 2018 



   Pneumo Update Europe 2018 Lederer DJ and Martinez FJ, N Engl J Med 2018 



   Pneumo Update Europe 2018 Lederer DJ and Martinez FJ, N Engl J Med 2018 



   Pneumo Update Europe 2018 Lederer DJ and Martinez FJ, N Engl J Med 2018 



   Pneumo Update Europe 2018 Raghu et al., JAMA. 2018;319(22):2299-2307   

ATS 2018 San Diego 
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PENTRAXIN 

• PTX-2 (aka Serum Amyloid P) is an 
innate immune regulatory plasma 
protein. 

• PTX-2 binds Danger-Associated 
Molecular Patterns (DAMPs), 
which have specificity for 
damaged tissue. 

• PTX-2 binds to monocyte and 
macrophage FcγR, blocks 
fibrocyte and profibrotic / 
proinflammatory macrophage 
production. 

Raghu et al., JAMA. 2018;319(22):2299-2307   
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Phase III Filed Phase II Phase I 2019 2021 2020 2022+ 

Phase of Development (2018) Estimated launch date 

SAR156597 
Sanofi 

Lebrikizumab 
Roche 

TD139 
Galecto Biotech 

Tipelukast (MN-001) 
MediciNova 

GSK3008348 
GlaxoSmithKline 

KD025 
Kadmon 

GLPG1690 
Galapagos 

PRM-151 
Promedior 

FG-3019 
Fibrogen 

BG00011 
Biogen 

PBI-4050 
ProMetic 

Anti-IL13 Mab Anti-IL4/IL-13 Mab 

Rh serum amyloid 
p 

Selective 
autotaxin inhibitor 

Anti-CTGF Mab 

LTD4 / PDE-3,-4 / 
5-LOX antagonist 

Anti-Integrin αvβ6 
Mab 

Anti-integrin αvβ6 
antagonist 

ROCK-2 inhibitor CTGF ligand 
inhibitor 

Galectin-3   
inhibitor 
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The concept of PF-ILD 
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PROGRESSIVE 

FIBROTIC 
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PROGRESSIVE 

• Signs of progressive fibrosing lung disease: 
• Symptoms 
• Lung function 
• Imaging (HRCT) 
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FIBROTIC 

• Signs of fibrosing lung disease at HRCT: 
• Honeycombing 
• Traction bronchiectasis 
• Volume loss 
• Reticulation 
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ANNUAL RATE OF DECLINE IN FVC BY HRCT 
CRITERIA 
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Nintedanib 150 mg bid Placebo 

Raghu G et al, AJRCCM 2017; 195: 78-85 



   

INBUILD® 
(NCT02999178) 

 
Efficacy and safety of nintedanib in 
patients with progressive fibrosing 

ILDs 



   Pneumo Update Europe 2018 

INBUILD TRIAL: DESIGN 

Flaherty et al, BMJ Open Respir Res 2017;4:e000212 



   Pneumo Update Europe 2018 

POSSIBLE ILD DIAGNOSES 

Idiopathic nonspecific interstitial 
pneumonia 

Unclassifiable IIP 

Other IIP 

Hypersensitivity pneumonitis 

Rheumatoid arthritis-associated ILD 

Mixed connective tissue disease 

Systemic sclerosis-associated ILD 

Other CTD-ILD 

Exposure-related ILD 

Sarcoidosis 

Other fibrosing ILD 

Trial indication:  
List of possible underlying ILD diagnoses (check only one box) 

Flaherty et al, BMJ Open Respir Res 2017;4:e000212 
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INCLUSION CRITERIA: PROGRESSIVE 
DISEASE 

Meeting ≥1 of these criteria for disease progression in the 24 
months before screening, despite treatment with (unapproved) 
medications used in clinical practice to treat ILDs: 

• Relative decline in FVC ≥10% predicted 

• Relative decline in FVC ≥5–<10% predicted and worsened 
respiratory symptoms 

• Relative decline in FVC ≥5–<10% predicted and increased extent 
of fibrotic changes on chest imaging 

• Worsened respiratory symptoms and increased extent of fibrotic 
changes on chest imaging 

Flaherty et al, BMJ Open Respir Res 2017;4:e000212 
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INBUILD TRIAL: PATTERNS ON HRCT  

A. Definite honeycomb lung destruction with basal and 
peripheral predominance 

B. Presence of reticular abnormality and traction bronchiectasis 
consistent with fibrosis with basal and peripheral 
predominance 

C. Atypical features are absent, specifically nodules and 
consolidation. Ground glass opacity, if present, is less 
extensive than reticular opacity pattern 

A + B + C 
A + C 
B + C 

UIP-like 
fibrotic 
pattern 

only 

Flaherty et al, BMJ Open Respir Res 2017;4:e000212 
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INBUILD TRIAL: EFFICACY ENDPOINTS 

Primary endpoint 
• Annual rate of decline in FVC (mL/year) assessed over 

52 weeks 
• There will be two co-primary analysis populations:  

– all patients  
– patients with a UIP-like fibrotic pattern only on HRCT 
The patient population will be enriched such that 2/3 of 
patients will have a UIP-like fibrotic pattern on HRCT (at 
least 400 patients) 

Flaherty et al, BMJ Open Respir Res 2017;4:e000212 
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Lancet Resp Med 2018; 6: 154-160 

Eur Respir J 2018; 51: 1800692 
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Take-Home Message 

• New diagnostic criteria for IPF are 
emerging (ATS/ERS/JRS/ALAT 
guidelines soon to be released). 

• Therapy of IPF is a fast moving field. 
• The concept of PF-ILD is being 

created and possibly validated in 
clinical trials. 
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