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ABSTRACT
Introduction Antisynthetase syndrome (ASyS) is a rare 
autoimmune connective tissue disease (CTD), associated 
with autoantibodies targeting tRNA synthetase enzymes, that 
can present to respiratory (interstitial lung disease (ILD)) or 
rheumatology (myositis, inflammatory arthritis and systemic 
features) services. The therapeutic management of CTD- 
associated ILD and idiopathic pulmonary fibrosis (IPF) differs 
widely, thus accurate diagnosis is essential.
Methods We undertook a retrospective, multicentre 
observational cohort study designed to (1) evaluate 
differences between ASyS- associated ILD with IPF, (2) 
phenotypic differences in patients with ASyS- ILD presenting 
to respiratory versus rheumatology services, (3) differences 
in outcomes between ASySassociated with Jo-1 versus non- 
Jo-1 autoantibodies and (4) compare long- term outcomes 
between these groups.
Results We identified 76 patients with ASyS- ILD and 78 
with IPF. Patients with ASyS were younger at presentation 
(57 vs 77 years, p<0.001) with a female predominance (57% 
vs 33%, p=0.006) compared with IPF. Cytoplasmic staining 
on indirect immunofluorescence was a differentiating factor 
between ASyS and IPF (71% vs 0%, p<0.0001). Patients 
with ASyS presenting initially to respiratory services (n=52) 
had a higher prevalence of ASyS non- Jo-1 antibodies and 
significantly fewer musculoskeletal symptoms/biochemical 
evidence of myositis, compared with those presenting to 
rheumatology services (p<0.05), although lung physiology 
was similar in both groups. There were no differences in 
high- resolution CT appearances or outcomes in those with 
Jo-1 versus non- Jo-1 ASyS- ILD.
Conclusions Extended autoimmune serology is 
needed to evaluate for ASyS autoantibodies in patients 
presenting with ILD, particularly in younger female 
patients. Musculoskeletal involvement is common in 
ASyS (typically Jo-1 autoantibodies) presenting to 
rheumatology but the burden of ILD is similar to those 
presenting to respiratory medicine.

INTRODUCTION
The interstitial lung diseases (ILD) are a heter-
ogeneous group of lung diseases with varying 
degrees of inflammation and/or fibrosis.1 
Anti- synthetase syndrome (ASyS) is a rare 
autoimmune connective tissue disease (CTD) 
associated with autoantibodies targeting 
cytoplasmic tRNA synthetase enzymes. The 
exact role of these antibodies in disease 
pathogenesis remains to be elucidated. Clin-
ical features typically include inflammatory 
myopathy, inflammatory arthritis, mechanic’s 

Key messages

What is the key question?
 ► What are the key clinicoserological differences be-
tween antisynthetase syndrome (ASys)- associated 
lung disease presenting to respiratory services and 
(1) idiopathic pulmonary fibrosis (IPF) or (2) ASys 
presenting to rheumatology services?

What is the bottom line?
 ► Patients with ASyS- associated interstitial lung dis-
ease (ILD) presenting to respiratory services are 
less likely to have overt myopathy at presentation 
than those presenting to rheumatology services. The 
presence of an anti- cytoplasmic stain on indirect 
immunofluorescence should alert clinicians to the 
possibility of ASyS (specifically if anti- nuclear anti-
body negative).

Why read on?
 ► ASys- associated ILD is an under- recognised form of 
autoimmune- associated ILD that has different treat-
ment pathways and better outcomes than IPF.
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hands (thickened, hyperkeratotic and fissured aspects of 
the radial sides of the fingers) and ILD, while the pres-
ence of Raynaud’s phenomenon, Gottron’s papules, 
sicca symptoms and fever are useful ancillary features.2 
In some patients, musculoskeletal manifestations may be 
absent or subclinical and mild.

To date, eight ASyS antibodies have been clinically 
described, although much of the existing literature 
reports on the manifestation of anti- Jo-1 disease, the 
most common of the anti- ASyS antibodies and directed 
against histidyl t- RNA synthetase. Others include anti- 
PL7, anti PL-12, anti- OJ, anti- EJ, anti- KS, anti- Ha, anti- Zo 
and generally occur mutually exclusive of each other.3 
Current literature conflicts as to whether the antibody 
specificity influences outcomes in these patients.2 4–6 ILD 
is the most common extramusculoskeletal manifestation, 
with a prevalence ranging from 67% to 100%4; it may be 
presenting manifestation of ASyS or dominant feature: 
‘lung dominant ASyS’. The long- term prognosis of ASyS 
has shown to be less severe than idiopathic pulmonary 
fibrosis (IPF) and importantly the therapeutic manage-
ment of CTD- associated ILD and IPF differs widely, thus 
accurate diagnosis is essential.

The gold standard for autoantibody detection is immu-
noprecipitation (IPP), which is labour- intensive, expen-
sive and restricted to specialised reference laboratories. 
Moreover, IPP analysis can take several weeks and so may 
not be suitable for clinical practice, where positive or 
negative results can influence clinical management. Anti- 
Jo-1 antibodies can be tested on most extractable nuclear 
antigen (ENA) assays (immunodiffusion or ELISA). The 
emergence of commercially available solid- phase immu-
noassays has facilitated more widespread assessment of 
other ASyS autoantibodies, better equipping clinicians 
with tools to support early diagnosis and appropriate 
management.

The aim of this multicentre study was to (1) eval-
uate differences between ASyS- associated ILD with IPF, 
(2) examine phenotypic differences in patients with 
ASyS- ILD presenting to respiratory versus rheumatology 
services, (3) examine differences in outcomes between 
ASyS associated with anti- Jo-1 versus non- Jo-1 autoan-
tibodies and (4) compare long- term outcomes within 
these patient groups.

METHODS
Study design
This was a retrospective, multicentre observational 
cohort study undertaken across three tertiary referral 
centres in the UK (Bristol, Liverpool and Bath) 
providing combined specialist rheumatological and ILD 
services. The study was approved by the Health Research 
Authority and health and Care Research Wales (HCRW), 
UK (IRAS 234299) and local R&D approval obtained at 
each site. In view of the retrospective study design, using 
data collected as part of routine clinical care, it was deter-
mined that written patient consent was not required.

Study subjects
Consecutive adult patients with a multidisciplinary team 
(MDT) diagnosis of ASyS- associated ILD, referred to 
each site between January 2007 and October 2017, were 
included. Participants were identified retrospectively from 
existing hospital ILD databases and medical records.

In all cases, a clinical diagnosis of ASyS had been 
confirmed by anti- ASyS auto- antibody positivity with asso-
ciated ILD and agreed by MDT consensus (including 
specialist CTD rheumatologist, specialist ILD respiratory 
physician and ILD thoracic radiologist).

Consecutive patients presenting with IPF during the 
same time period were used as a comparator cohort. 
ASyS is an important differential diagnosis for patients 
presenting with idiopathic interstitial pneumonia (IIP). 
IPF was chosen as a comparison group for ASyS- ILD, as 
an archetypal IIP. All original diagnoses of IPF had been 
made by MDT consensus in accordance with 2011 ATS/
ERS/JRS/ALAT guidelines.7 Throughout the process 
of data collection, the diagnosis of IPF was verified 
according to 2018 diagnostic criteria.8

Autoantibody testing
Anti- nuclear antibody (ANA) and anti- cytoplasmic anti-
body screening were performed by HEp-2 immunofluo-
rescence (IIF). The Euroline Autoimmune Inflammatory 
Myopathies 16 Ag kit (Euroimmun, Luebeck, Germany) 
was used in all centres for cases of non- anti- Jo-1 ASyS, and 
for confirmation of anti- Jo1 ASyS cases originally deter-
mined by commercially available ENA methods.

Lung function testing
Pulmonary function tests were performed in accordance 
with ATS/ERS guidelines.9 Forced expiratory volume 
during first second of expiration (FEV1), forced vital 
capacity (FVC) and transfer factor for carbon monoxide 
(TLCO) were recorded at baseline and at approximately 
1 year.

Outcome measures
Data were collated on patient demographics, presenting 
symptoms and treatment regimes, alongside lung physiology 
at baseline and around 1 year. High- resolution CT (HRCT) 
chest scans were reported by thoracic radiologists at the 
local centres and the predominant ILD pattern described 
according to the 2002 American Thoracic Society/Euro-
pean Respiratory Society classification criteria.1 The extent 
of ILD for patients with ASyS was arbitrarily quantified 
as <20% or ≥20% by either an ILD respiratory physician, 
rheumatologist or thoracic radiologist at each centre (all 
sections from the arch of the aorta to the top of the hemid-
iaphragm were evaluated). Other clinical features of ASyS 
were collected including mechanic’s hands, inflammatory 
arthritis and Raynaud’s phenomenon. Proximal myopathy 
and raised creatine kinase >250 were used as indicators of 
an active myositis.
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The baseline demographics of patients with IPF were 
compared with those with ASyS. We also compared the 
clinical characteristics of patients with ASyS presenting 
to respiratory services with those initially presenting to 
rheumatology services.

Disease progression and/or treatment response for 
patients with ASyS at around 1 year was defined on lung 
function as a decline or improvement in FVC by more or 
less than 10% predicted compared with baseline and/or 
decline or improvement in TLCO by more or less than 
15% predicted, as used in systemic sclerosis.10 Radio-
graphic evolution was defined by a change in the predom-
inant pattern of ILD on follow- up HRCT compared with 
baseline.

Statistical analysis
Categorical variables were presented as counts with 
percentages. All continuous data were non- parametric 
and therefore presented with medians and IQR. Differ-
ences between patient groups were evaluated using Mann- 
Whitney U for continuous data and Fisher’s exact test or 
χ2 testing for categorical data. For survival and follow- up 
analysis, 20 August 2019 was used as the censoring date. 
For all tests, a p<0.05 was considered statistically signif-
icant. Data were analysed using Prism V.8.0 (Graphpad 
Software, San Diego, USA).

RESULTS
Comparison of IPF and patients with ASyS
Baseline characteristics
A total of 76 patients with ASyS- ILD (women 57%) were 
identified across the three sites. Patients with ASyS were 
younger (57 vs 77 years, p<0.001) with a female predom-
inance (57% vs 33%, p=0.006) compared with IPF. With 
regards to smoking status, patients with ASyS were statisti-
cally more likely to be never smokers compared with ex/
current smokers for patients with IPF (table 1).

Lung function parameters
Baseline FEV1 (69% vs 90%, p<0.0001) and FVC (73% 
vs 87%, p=0.0002) % predicted values were both signifi-
cantly lower for ASyS compared with IPF, although actual 
FVC and FEV1 values did not differ. Baseline TLCO % 
predicted did not differ between the two groups (table 1).

Autoantibody results
Non- specific ANA positivity was more common in IPF 
(39% vs 23%, p=0.038), whereas negative ANA stain but 
cytoplasmic pattern on indirect IIF was reported more 
commonly in ASyS (71% vs 0%, p<0.0001, table 1). Anti- 
Jo1 autoantibodies were most commonly identified in 
ASyS- associated ILD (49%, n=37), followed by PL-7 (20%, 
n=15) and PL-12 (16%, n=12). Antibodies targeting OJ, 
EJ and KS antibodies were identified in a minority of 
cases (n=7, 9%). In five patients (7%), a specific antibody 
could not be identified by the available laboratory tech-
niques, despite clinical features of ASyS and cytoplasmic 

staining on IIF; in four of five of these cases, Ro-52 was 
also identified (known to coexpress with antisynthetase 
antibodies and are thus likely to be anti- Zo or Ha; not 
available for testing on this specific commercially avail-
able immunoblot) (figure 1).

Radiological pattern
The majority of patients (60%) with IPF presented with a 
definite pattern of usual interstitial pneumonia (UIP) on 
HRCT. The most common radiological pattern of ILD asso-
ciated with ASyS was non- specific interstitial pneumonia 
(NSIP) (fibrotic NSIP (fNSIP) 32%, cellular NSIP (cNSIP) 
18%), although patients also presented organising pneu-
monia (OP) (17%), UIP (5%) or overlap radiological 
patterns. In this cohort, there was no significant difference 
in the radiological pattern of those patients with Jo-1 versus 
non- Jo-1- associated ILD (online supplemental table 1).

Comparison of patients with ASyS presenting to respiratory 
versus rheumatology services
Approximately 30% patients initially presented to rheu-
matology services, despite the subsequent identification 
of ILD and with at least moderate restriction in lung phys-
iology tests (median FVC 76% predicted (IQR 67–89), 
TLCO 49% predicted (IQR 39–69)). Indeed, there were 
no significant differences in the degree of lung function 
impairment at presentation in patients with ASyS- ILD 
presenting to rheumatology compared with respiratory 
services (online supplemental table 2).

Patients with ASyS presenting initially to respiratory 
services were more likely to express non- Jo-1 tRNA synthe-
tase autoantibodies (online supplemental table 3) and 
were less likely to describe myalgia (20% vs 75% p<0.0001) 
or have biochemical evidence of myositis (35% vs 68%, 
p<0.05), compared with those presenting to rheumatology 
services (p<0.05) (figure 2). The frequency of mechanic’s 
hands, inflammatory arthritis or Raynaud’s phenomenon 
did not differ between groups in terms of initial specialty 
review (figure 2). Other ASyS and CTD- related features 
were not robustly documented and could not be reliably 
ascertained in this retrospective data collection. Nonethe-
less, features such as skin rashes (n=4), Gottron’s papules 
(n=2), nailfold infarcts/dilation (n=3), oesophageal reflux 
(n=3) and fever (n=5) were additional clinical signs/symp-
toms recorded and attributed to ASyS in some patients but, 
possibly owing to the low numbers, the frequencies did not 
differ between groups.

Subsequent disease course in ASyS
Patients were followed up for a median of 3.97 years 
(IQR 2.56–5.77). Five- year survival was excellent (97%) 
for those patients with sufficient follow- up data available 
(n=30) (table 2).

Detailed information of the treatments received during 
follow- up were available in 65 patients. The vast majority 
of patients (92%, n=60) received at least one form of 
immunomodulatory therapy during follow- up, with a 

https://dx.doi.org/10.1136/bmjresp-2020-000829
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Table 1 Baseline demographics of patients with anti- synthetase syndrome (ASyS) and idiopathic pulmonary fibrosis (IPF)

Parameter

Anti- synthetase IPF

P valueTotal n=76 Total n=78

Demographics

  Age years (IQR) 57 (47–65) (n=76) 77 (73–82) <0.001

  Male gender (n, %) 33%–43% 52%–67% 0.006*

  Smoking status (n, %)

   Ex- smoker 25%–33% 46%–59% 0.004*

   Current 4%–5% 2%–3% Ex/current vs never

   Never 44%–58% 29%–37%

   Unknown 2%–3% 1%–1%

  Neutrophil: lymphocyte ratio (IQR) 5.68 (3.52–9.30), n=73 2.50 (1.95–3.60), n=73 <0.0001

  MRC dyspnoea scale (IQR) 2 (2–3), n=65 3 (2–4), n=73 0.073

Auto- immune profile

  ANA positivity (n, %) 16, 23%, n=71 26, 39%, n=67 0.038

  Cytoplasmic staining mentioned on HEp 
2 IF report (n, %)

29, 71% n=41 0, 0%, n=47 <0.0001*

Baseline Lung function parameters

  FEV1 actual (L) (IQR) 1.96 (1.550–2.57), n=75 2.14 (1.65–2.48), n=78 0.464

  FEV% predicted (IQR) 69 (56–80) 90 (79–99) <0.0001

  FVC actual (L) (IQR) 2.53 (1.83–3.10), n=75 2.76 (2.07–3.21), n=78 0.521

  FVC % predicted 73 (63–84) 87 (74–97) 0.0002

  TLCO (L) (IQR) 4.34 (3.26–5.71), n=63 3.84 (2.97–4.63), n=69 0.018

  TLCO % predicted (IQR) 50 (41–64) 50 (39–62) 0.429

6MWT

  Distance (m) (IQR) 360 (285–428), n=40 335 (240–380), n=70 n/s

  Baseline oxygen saturations % (IQR) 95 (94–97) 94 (92–96) n/s

  Minimum oxygen saturation % (IQR) 89 (87–91) 88 (83–92) n/s

HRCT pattern at presentation (n, %)

  cNSIP 14%–18% – –

  fNSIP 24%–32% – –

  OP 13%–17% – –

  cNSIP/OP overlap 11%–14% – –

  fNSIP/OP overlap 6%–8% – –

  DAD 1%–1% – –

  fNSIP/UIP 2%–3% – –

  Probable UIP – 26%–33% <0.0001*

  Definite UIP 4%–5% 47%–60%

  Indeterminate 1%–1% 5%–6% 0.210*

Extent of ILD on HRCT n=62

  <20% 32 –

  ≥20% 30 –

Patients presenting initially to respiratory 
services (n,%)

52%–68% 78%–100%

P value <0.05 deemed statistically significant, Mann- Whitney U test for comparison of two groups.
*Fishers exact test used.
%, percentage; ANA, anti- nuclear antibodies; cNSIP, cellular NSIP; DAD, diffuse alveolar damage; fNSIP, fibrotic non- specific interstitial 
pneumonia; FVC, forced vital capacity; HRCT, high- resolution CT; HEp2 IF, Hep-2 cell immunofluorescence; ILD, interstitial lung disease; 
L, litres; m, metres; 6MWT, 6 min walk test; n, number; OP, organising pneumonia; TLCO, transfer factor for carbon monoxide; UIP, 
usual interstitial pneumonia.
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median of two different medications (IQR 2–3, range 
0–5) (table 2). There was no significant difference in 
the number of treatments used in those with Jo-1 versus 
non- Jo-1 ASyS- ILD (data not shown). Mycophenolate 
mofetil (MMF) was the most commonly used immuno-
modulatory treatment, with 73% of all patients (n=44/60 
patients) using MMF at some point during follow- up. 
Cyclophosphamide induction (protocol of 6 pulses intra-
venously used as standard approach across the three 
sites) was given to 18 patients, all but one presenting 
with extensive lung involvement of HRCT (>20% ILD 
on HRCT); one patient had limited ILD (<20% extent) 
but rapidly worsening lung function testing. Four further 
patients received intravenous cyclophosphamide during 
their course of treatment, due to intolerance to other 

medications (n=1), coexistent myositis despite limited 
ILD (n=1) or for progressive ILD despite alternative 
immunomodulatory treatments (n=2). Rituximab was 
used in six patients with progressive disease refractory to 
treatment (including cyclophosphamide).

In those patients with lung function testing at 1 year 
following presentation, 60% (n=39/65) had a stable 
FVC% predicted; 31% (20/65) demonstrated a signifi-
cant improvement and 9% (6/65) a significant decline. 
Similarly, 73% (38/52) of patients with follow- up TLCO 
% predicted at 1 year demonstrated stability, with 19% 

Figure 1 Auto- antibody expression in anti- synthetase 
syndrome (ASys) associated interstitial lung disease (ILD). 
Anti- Jo-1 autoantibodies were most commonly identified in 
ASyS- associated ILD (49%, n=37), followed by PL-7 (20%, 
n=15) and PL-12 (16%, n=12). Antibodies targeting OJ, EJ 
and KS antibodies were identified in a minority of cases 
(n=7, 9%). In five patients (7%) a specific antibody could 
not be identified by the available laboratory techniques, 
despite clinical features of ASyS and cytoplasmic staining 
on immunofluorescence.

Figure 2 Symptoms/signs at presentation for patients 
with anti- synthetase syndrome (ASyS), presenting to 
respiratory and rheumatology services. Patients presenting 
to respiratory services were less likely to describe myalgia 
(20% vs 75% p<0.0001****), or have biochemical evidence 
of myositis (35% vs 68%, p<0.05*).

Table 2 Outcomes of patients with antisynthetase 
associated ILD (ASyS)

Outcome of patients with ASyS n=76

Follow- up period, years, median 
(IQR)

3.97 (2.56–5.77)

Patients treated with 
immunomodulatory therapy (n,%)

60 (92%), n=65

Number of drugs used, median (IQR), 
(range)

2 (2–3),(0–5)

Immunomodulatory treatments used, (n)

  Prednisolone 58

  Azathioprine 10

  Mycophenolate mofetil 44

  Methotrexate 3

  Cyclophosphamide (IV) 22

  Rituximab 6

Interval HRCT imaging, n 37, median follow- up 
1 year (IQR 1–3.2 years)

Improvement (n,%) 12 (32%)

Stable (n,%) 11 (30%)

Worsened (n,%) 14 (35%)

Change in FVC % predicted at 1 year 
(%) (median, (IQR))

3 (-2–14), n=65

Improvement (n,%) 20 (31%)

Stable (n,%) 39 (60%)

Worsened (n,%) 6 (9%)

Change in TLCO % predicted at 
1 year (%) (median, (IQR))

0.5 (–4–8), n=52

Improvement (n,%) 10 (19%)

Stable (n,%) 38 (73%)

Worsened (n,%) 4 (8%)

Died during follow- up, n(%) 3 (4%), median follow- up 
1.64 years (IQR 0.88–5.12)

5 year survival 97% (n=30)

Disease progression and/or treatment response for patients 
with ASyS at around 1 year was defined on lung function 
as a decrease or increase in FVC by more or less than 10% 
predicted (respectively) compared with baseline, and/or decrease 
or increase in TLCO by more or less than 15% predicted 
(respectively), as used in systemic sclerosis.10

ASyS, antisynthetase syndrome; FVC, forced vital capacity; 
ILD, interstitial lung disease; TLCO, transfer factor for carbon 
monoxide.
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demonstrating a significant improvement in TLCO and 
8% a significant decline (table 2). There was no signif-
icant difference in the outcome of 1- year lung function 
testing between those with Jo1 versus non- Jo1 antibody 
status (online supplemental table 4).

Interval imaging was available in 37 patients, over a 
median interval of 1 year (IQR 1–3.2 years). Of these, just 
over a third (n=14) demonstrated radiological progres-
sion, approximately one- third (n=12) showed improve-
ment in disease extent, while there was disease stability in 
the remaining one- third (n=11) of patients (table 2). The 
size of this cohort precluded any statistical analysis based 
on antibody subtype.

In four patients (36%) in whom there was progres-
sion of disease, the pattern of ILD also evolved during 
the follow- up period (median follow- up 5.5 years (IQR 
2.5–7.8)); fNSIP to UIP in n=2 patients, fNSIP to fNSIP/
UIP pattern in n=1 and cNSIP/OP to UIP/OP in n=2. 
There was also evolution in the pattern of ILD in a 
minority of patients (n=3, 30%) that demonstrated radio-
logical improvement during follow- up (median 2 years 
(IQR 1–3); cNSIP/OP to cNSIP n=1, cNSIP to fNSIP n=1 
and OP to fNSIP/OP n=1).

CONCLUSION
The therapeutic management of CTD- associated ILD and 
idiopathic forms differs widely, thus accurate diagnosis is 
essential. We sought to evaluate the use of comprehensive 
autoantibody testing to help differentiate ASyS- associated 
ILD from idiopathic forms. Our findings emphasise the 
important concept that a negative ANA screen does not 
necessarily indicate autoantibody negativity and is in 
keeping with the findings of others.11 As expected, we iden-
tified additional patient demographics (age at presentation 
and gender), clinical features (myositis, mechanics hands) 
and radiographic features (non- UIP pattern on HRCT) 
that helped to differentiate ASyS from an patient with IPF 
cohort collected during the same period. Importantly, a 
proportion of patients with ASyS exists that overlap pheno-
typically with the classical presentation for IPF in terms of 
HRCT pattern, gender and age.

Our data suggest that only 5% of patients with ASyS present 
with an UIP pattern of fibrosis. We propose that a detailed 
CTD history and careful examination for potentially subtle 
clinical features of CTD for all patients presenting with an 
ILD of unknown cause but routine comprehensive CTD- 
specific serological screening in all patients may not be 
justified. We would suggest an ANA IIF (encouraging your 
local laboratory to report cytoplasmic staining, if present, 
in ANA- negative samples) as the initial serological test for 
those patients in which a CTD may be clinically suspected 
or those with non- UIP patterns of fibrosis on cross- sectional 
imaging; together with multidisciplinary evaluation. A cyto-
plasmic stain on IIF may indicate the presence of ASyS and 
could support efficient use of solid- phase immunoassays at 
reference laboratories capable of identifying non- Jo-1 ASyS 
autoantibodies.

The limited available current literature conflicts as to 
whether antibody specificity in ASyS influences pheno-
types and outcomes.2 4–6 12 Hervier et al13 identified two 
different clusters of patients with ASyS; those with multi-
organ involvement, commonly seen in anti- Jo1 disease 
and those with lung- limited disease, commonly seen 
in non- Jo-1 ASyS such as in PL-7 and PL-12 disease. In 
contrast, other groups have suggested a relative homoge-
neity in clinical features among the ASyS auto- antibody 
spectrum, but differences in the time of onset of these 
manifestations of disease (such as ILD and myositis), 
among patients with different subsets of ASyS autoanti-
bodies.14 The most recent large multicentre retrospective 
study of more than 800 patients with ASyS, from across 10 
countries, concluded that the clinical presentation and 
disease course of patients with ASyS were broadly similar 
regardless of the specific antibody present,2 although 
patterns of ILD were not characterised. Our findings 
support the findings of others in that there were no 
significant differences in the outcomes of patients with 
Jo-1 and non- Jo-1 ASyS- ILD, furthermore, the radiolog-
ical pattern of patients presenting with Jo-1 or non- Jo-1 
disease did not differ; NSIP being the most common 
presenting pattern. Patients presenting to respiratory 
were, however, more likely to have an amyopathic pheno-
type and absence of biochemical myositis compared with 
those presenting to rheumatology services.

In our study, approximately one- third of patients 
demonstrated radiological progression during follow- up, 
with just over a third of these patients showing an evolu-
tion in their radiological pattern towards a UIP pattern 
of fibrosis. Respiratory physicians therefore need a high 
index of suspicion to diagnose ‘lung dominant ASyS’ in 
patients presenting with pulmonary fibrosis of unknown 
cause, as they may present with only subtle clinical signs 
and a radiological pattern that may be radiographically 
indistinguishable from IPF.

There is no established treatment strategy for patients 
with ASyS- associated ILD; the rarity of ASyS itself, repre-
senting one of the most significant challenges for estab-
lishing evidence- based guidelines. While patients with 
IPF typically demonstrate inexorable decline in their 
lung function; our data suggest positive effects of immu-
nosuppression with only a minority of patients having 
evidence of radiological progression or decline in lung 
function at 1 year of follow- up.

We recognise the important limitations of this study 
including those related to the retrospective nature of the 
work and the potential for missing data, although to date 
few prospective studies of this ASyS exist,15 presumed in 
part to the rarity of this condition.

Furthermore, while classification criteria for ASyS 
have been proposed,16 17 there may have been hetero-
geneity in terms of diagnostic criteria, although 
only cases in which an MDT consensus diagnosis was 
achieved were included in the analysis. As our analysis 
focused on ILD, we did not include patients with ASyS 
without ILD but the expectation is that this would 
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have further highlighted differences in presentation 
in terms of clinical phenotype and secondary care 
referral practice.

In summary, we present a large UK multicentre cohort 
of patients with ASyS–ILD . Our findings highlight the 
rarity of myositis in patients presenting initially to respi-
ratory services, the predominance of an NSIP pattern 
of fibrosis and reassuring 5- year survival. We strongly 
advocate the use of CTD- specific serological testing in 
the early assessment of patients presenting with ILD of 
unknown cause, alongside multidisciplinary evaluation.
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