Answer to question no. 28 ‘How do you differentiate fibrotic NSIP from UIP’
Patients, as we all know, are complicated!  
While academics have “split” ILD into neat diagnostic labels / patterns we know that in real life our patients commonly have a mixture of histological patterns in their lungs e.g., bit of UIP, bit of NSIP. Unsurprisingly therefore, many  patients fall into the “probable” or “indeterminate” columns of the ATS criteria shown overleaf.
An MDT is essential, weaving together the clinical data (focusing on domestic and environmental exposures, medication, smoking hx, connective tissue disease symptoms and signs) +  imaging + pathology (if available). It is often an exercise in probability rather than certainty. 
With the availability of antifibrotics, and identification of those patients with a  progressive fibrotic phenotype, it could be argued does the precise histological label of fibrotic lung disease really matter (at least in terms of treatment)? 
Clues that might help distinguish NSIP from UIP/IPF.

Clinical features –NSIP patients often have a sub-acute onset (usually shorter than IPF e.g., months vs years). These patients are often younger, onset aged 40-50 years, and sex incidence is equal or slightly more common in women, no correlation with smoking. True “idiopathic” NSIP I think is actually quite rare. Often there are clinical clues e.g., domestic or environmental exposure history, drug therapies etc suggesting  a likely trigger. Physiology is nonspecific e.g., restrictive, impaired gas exchange, desaturation. Imaging findings are discussed above. Disease progression is typically slower than IPF. If a predominantly “inflammatory” pattern is visible e.g., ++ ground glass change, then some clinicians would opt for a short therapeutic trial of oral steroid e.g., 1- 2months, with a  response clearly favouring a more inflammatory than fibrotic pathology.
Radiology
I’d suggest using the table from the American Thoracic Society guidelines (Raghu G et al. Diagnosis of idiopathic pulmonary fibrosis AJRCCM 2018;198;e44-e68).   
If honeycombing is present then this tends to be a key feature of a “UIP” label (remembering of course that a UIP radiological pattern can occur in conditions other than idiopathic pulmonary fibrosis e.g., chronic hypersensitivity pneumonitis, asbestosis) so your history at clinic is important! 
NSIP tends to fall into one of the other columns. Even this is not simple, since we know that histologically some will have more cellular disease (more likely to respond to anti-inflammatory Rx) and some will have more fibrotic disease (more likely to respond to anti-fibrotic Rx). 
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Pathology – although we are doing less biopsies these days, in some patients they are still of value. There are 2 patterns of NSIP, cellular and fibrotic. They look completely different to a UIP pattern. Histological features are fibrosis and inflammation of the alveolar interstitium to varying degrees. The distribution is more uniform than IPF, with more spatial homogeneity and the disease tends to appear in the same phase (temporal heterogeneity). Fibroblastic foci are rare or absent. 
Dr Owen Dempsey (owen.dempsey@nhs.scot)
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