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Mackintosh JA, Wells AU, Cottin V, Nicholson AG, Renzoni EA. Interstitial pneumonia with autoimmune features: 
challenges and controversies. Eur Respir Rev. 2021 Dec 22;30(162):210177. 

A significant proportion of patients with ILD has features suggestive of an autoimmune 
disease without fitting into defined rheumatological entities 

Park et al AJRCCM 2007; 175: 705-711



IPAF: interstitial pneumonitis with autoimmune 
features

• Proposed classification criteria:

– ILD with no alternative cause

– Incomplete features of a defined  CTD

– At least one feature from at least two of three domains:

• Clinical 

• Serologic

• Morphologic

CTD, connective tissue disease; ILD, interstitial lung disease; IPAF, interstitial pneumonitis with autoimmune features
Fischer A et al. Eur Respir J 2015;46:976–87



ACA, anti-centromere antibody; ANA, antinuclear antibodies; CCP, cyclic citrullinated peptide; CT, computed tomography; ENA, extractable nuclear antigen; LIP, lymphocytic interstitial pneumonia; OP, organizing 
pneumonia; NSIP, nonspecific interstitial pneumonia; LIP, lymphocytic interstitial pneumonia; RF, rheumatoid factor; ULN, upper limit of normal

Morphologic domain

CT pattern of OP, NSIP, NSIP/OP or 

LIP
Histologic pattern as above or 
germinal centers or diffuse 
lymphoplasmacytic infiltrate
Unexplained multi-compartment 
involvement

‒Pleural

‒Airways

‒Pericardial

‒Vasculopathy

Clinical domain

• Distal digital tip ulceration

• Mechanic’s hands

• Inflammatory arthritis

• Palmar telangiectasias

• Raynaud’s

• Unexplained digital edema

• Gottron’s sign

Serologic domain
• ANA≥1:320 or any titer of 

anti-nucleolar or ACA

• RF >2 ULN

• Anti-CCP and specific CTD 

autoantibodies, including 

myositis specific antibodies:

• Anti-dsDNA

• Anti-Ro/anti-La

• Scl70, Sm, RNP

• Anti synthetases (Jo1, 

Pl7, Pl12, EJ, OJ, KS)

• Anti Pm-Scl, MDA5
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Unresolved issues in the current IPAF criteria

Mackintosh JA, Wells AU, Cottin V, Nicholson AG, Renzoni EA. Interstitial pneumonia with autoimmune features: challenges and controversies. Eur Respir Rev. 
2021 Dec 22;30(162):210177. 

• UIP





IPAF with UIP: 68%

Characterization of patients with IPAF

CTD, connective tissue disease; ILD, interstitial lung disease; IPAF, interstitial pneumonia with autoimmune features; IPF, idiopathic pulmonary fibrosis; UIP, usual interstitial pneumonia 
Oldham JM et al. Eur Respir J 2016; 47:1767–75

IPAF patients N=136
52% females; mean age 
63.4
54% smoking history



AJR Am J Roentgenol. 2017 Jun;208(6):1229-1236. 



Kim HC et al Respirology. 2020 Jun;25(6):636-643.



Forrest plot of the effect of a usual interstitial pneumonia (UIP) pattern on all-cause mortality of IPAF

Kamiya H, Panlaqui OM. BMJ Open. 2019 Dec 
11;9(12):e031444. 



Kamiya H, Panlaqui OM. BMJ Open. 2019 Dec 
11;9(12):e031444. 

On multivariable analysis, only age remained predictive of mortality



Clin Exp Rheumatol. 2023 Jan;41(1):15-23. 

60% of IPAF subdivided 
into:
-Myositis like
-SSc-like
-SLE Like
-RA-like
-Sjogren-like
-Unclassifiable 

• 78% female
• Mean age 59.8 ± 11.4
• FVC 69%; DLCO 49%
• UIP 44.1%; NSIP or OP 22%



Clin Exp Rheumatol. 2023 Jan;41(1):15-23. 



Clin Exp Rheumatol. 2022 Jul;40(7):1324-1329.

• Prospective study 

• Patients with  UIP and one IPAF 
criterion (UIPAF) compared to 
IPF pts

• All patients reviewed by 
pulmonologist and 
rheumatologist; 
rheumatologist review at least  
once yearly 

• 152 IPF vs 38 UIPAF

6 RA
1SSc
1ASS
1PM
1SLE
1 GPA

1 PM
1 pSS



• UIP-IPAF associated with IPF-like survival in most but not all cohorts.  In the 
correct clinical context, UIP-IPAF should be managed as per IPF. 

• Not all IPAF-UIPs are equal and demographic & clinical characteristics will 
impact on prognosis and management

• A proportion (up to a quarter) of patients with IPAF, and of those with UIP and 
at least one autoimmune feature, will develop CTD on follow up

Sebastiani et al Biomedicines. 2020 Dec 26;9(1):17. Fernandes L, Nasser M, Ahmad K, Cottin V. Interstitial Pneumonia With Autoimmune Features (IPAF). Front Med (Lausanne). 2019 
Sep 27;6:209. Alevizos MK et al Rheumatology (Oxford). 2020 Jun 1;59(6):1233-1240. Sambataro G et al Respir Med. (2019) 150:154–60. Sambataro et al Clin Exp Rheumatol. 2022. 



In conclusion 

• At the moment, morphological pattern plays a key role in management, 
with integration of age/gender and other findings on a case by case 
basis

• Further approaches to tackle heterogeneity before IPAF can be used 
clinically

• Pragmatically, after considering demographics, smoking history, clinical 
context,  and morphological pattern, manage as per 

– IPF-like IPAF

– CTD-ILD like IPAF



Thank you, any questions?



Chartrand S et al Lung. 2019 Dec;197(6):709-713. 

All IPAF patients treated with immunosuppression

After adjusting for diagnosis, age, sex, and FVC, the 
independent predictors for death in the entire 
cohort were older age, male sex, and lower FVC
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