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Letters to the Editors
Interstitial lung disease in 
ANCA-associated vasculitides: 
another step forward

Sirs,
We thank Bargagli et al. for their interesting 
letter (1) and we would like to also congrat-
ulate with them, because they substantially 
expand the evidence on this topic with the 
description of their interstitial lung disease 
(ILD) population obtained from the previ-
ous year, showing a subgroup of 4 patients 
with a combination of ILD in antineutrophil 
cytoplasmic antibody (ANCA)-associated 
vasculitis (AAV) and pleuroparenchymal 
fibroelastosis (PPFE).
We did not include in our review this as-
sociation, because of the extreme dearth 
of evidence regarding the combination of 
these two clinical entities, limited at two 
case reports, before this letter (2, 3).
Of course, this association need to be bet-
ter characterised and various issues deserve 
to be better explored, including if this asso-
ciation is simply coincidental or a separate 
disease entity with distinct clinical, pulmo-
nary functional characteristics and different 
prognosis compared to its individual com-
ponents, eventually related to the interaction 
of specific genetic and/or environmental 
factors. A clue in favor of a causal associa-
tion between ILD-AAV and PPFE may be 
considered previous reports showing the 
propensity of PPFE to be associated with 
connective tissue diseases (CTD)-ILD (4), 
including systemic sclerosis (5), suggest-
ing a specific role for autoantibodies in the 
pathogenesis of these combined syndromes. 
In a similar manner, recent studies describing 
the clinical significance of PPFE in patients 
with idiopathic pulmonary fibrosis (IPF), 
showed that this association has important 
clinical, physiological and prognostic value 
compared to patients with IPF alone (6, 7). 
However, this limited evidence still suggests 
that the combination of PPFE with various 
types of pulmonary fibrosis may be a spe-
cific and independent disease entity respon-
sible for PF, including ILD-AAV.
In particular, we believe that a specific is-
sue in these patients is related to prognosis: 
although we do not know yet the prognosis 

of ILD-AAV when is combined with PPFE, 
we have evidence suggesting that the com-
bination of PPFE with IPF and/or CTD-
ILD is associated with a worse prognosis 
compared with IPF and/or CTD-ILD alone. 
Therefore, this evidence may suggest that a 
bad prognosis could occur also for patients 
with ILD-AAV when combined with PPFE. 
Finally, as we stated in our review (8), the 
standard treatment for AAV is considered 
also as a possible treatment in patients with 
concomitant ILD and includes mainly sys-
temic glucocorticoids, cyclophosphamide, 
rituximab, mycophenolate mofetil, metho-
trexate and azathioprine. 
However, two antifibrotic drugs, pirfeni-
done and nintedanib, have been recently ap-
proved for IPF treatment (9), and a recent 
trial (the INBUILD trial) showed that these 
antifibrotic drugs are also effective in reduc-
ing disease progression in patients with ILD 
other than IPF, including ILD secondary to 
autoimmune diseases (10). Recent evidence 
seems also to suggest a role for antifibrotic 
drugs in the treatment of PPFE (11), at least 
in combination to idiopathic pulmonary fi-
brosis (11), suggesting that nintedanib and 
pirfenidone may also be effective in the 
treatment of patients with ILD-AAV with or 
without PPFE.

M. Sebastiani1, MD
A. Manfredi1, MD, PhD
P. Faverio2, MD
C. Salvarani1,3, MD
f. luppi2, MD, PhD
1Rheumatology Unit, 
University of Modena and Reggio Emilia, 
Azienda Ospedaliero-Universitaria 
Policlinico di Modena, Modena;
2Department of Medicine and Surgery, 
University of Milan-Bicocca, Respiratory Unit, 
San Gerardo Hospital, Monza;
3Rheumatology Unit, Santa Maria Hospital, 
IRCCS, Reggio Emilia, Italy.
Please address correspondence to:
Marco Sebastiani,
Rheumatology Unit, 
Azienda Ospedaliero-Universitaria di Modena, 
University of Modena and Reggio Emilia, 
Via del Pozzo 71, 41124 Modena, Italy.
E-mail: marco.sebastiani@unimib.it
Competing interests: none declared.
© Copyright CliniCal and 
ExpErimEntal rhEumatology 2021.

References
  1. BARGAGLI E, CONTICINI E, MAZZEI MA et al.: 

Pleuroparenchymal fibroelastosis in interstitial lung 
disease with antineutrophil cytoplasmic antibody-
associated vasculitis. Clin Exp Rheumatol 2021; 39 
(Suppl. 129): S192.

  2. YAMAKAWA H, ODA T, BABA T, OGURA T:      
Pleuroparenchymal fibroelastosis with positive 
MPO-ANCA diagnosed with a CT-guided percu-
taneous needle biopsy. BMJ Case Rep 2018; 2018: 
bcr2017223287.

  3. KINOSHITA Y, WATANABE K, ISHII H et al.:     
Pleuroparenchymal fibroelastosis as a histological 
background of autoimmune diseases. Virchows Arch 
2019; 474: 97-104.

  4. ENOMOTO Y, NAKAMURA Y, COLBY TV et al.: 
Radiologic pleuroparenchymal fibroelastosis-like 
lesion in connective tissue disease-related intersti-
tial lung disease. PLoS One 2017; 12: e0180283.

  5. BARGAGLI E, MAZZEI MA, ORLANDI M et al.: 
Pleuroparenchymal fibroelastosis in patients af-
fected by systemic sclerosis: What should the rheu-
matologist do? Medicine 2019; 98: e16086. 

  6. ODA T, OGURA T, KITAMURA H et al.: Distinct 
characteristics of pleuroparenchymal fibroelastosis 
with usual interstitial pneumonia compared with 
idiopathic pulmonary fibrosis. Chest 2014; 146: 
1248-55.

  7. LEE SI, CHAE EJ, SONG JS, LEE JH, SONG JW: 
Pleuroparenchymal fibroelastosis in patients with 
idiopathic pulmonary fibrosis. Respirology 2020; 
25: 1046-52.

  8. SEBASTIANI M, MANFREDI A, VACCHI C et al.: 
Epidemiology and management of interstitial lung 
disease in ANCA-associated vasculitis. Clin Exp 
Rheumatol 2020; 38 (Suppl. 124): S221-31.

  9. LUPPI F, SPAGNOLO P, CERRI S, RICHELDI L:      
The big clinical trials in idiopathic pulmonary fibro-
sis. Curr Opin Pulm Med 2012; 18: 428-32.

 10. FLAHERTY KR, WELLS AU, COTTIN V et al.:    
Nintedanib in progressive fibrosing interstitial lung 
diseases. N Engl J Med 2019, 381: 1718-27. 

 11. SAKAMOTO S, SHIMIZU H, ISSHIKI T et al.:         
Effectiveness of pirfenidone for idiopathic pulmo-
nary fibrosis associated with pleuroparenchymal 
fibroelastosis-like lesions and nonspecific interstitial 
pneumonia. Clin Respir J 2021; 15: 272-9.

.


