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Introduction

Interstitial lung disease (ILD) is a potentially 
life-threatening complication of systemic 
autoimmune rheumatic diseases (SARDs). Its 
prevalence varies according to the underlying 
SARD, being highest in anti-synthetase and 
anti‑melanoma-differentiation-associated 
protein 5 (MDA5) syndromes, but affecting the 
greatest number of individuals in rheumatoid 
arthritis due to its higher overall frequency.  
Because ILD onset may precede, coincide with, 
or follow SARD diagnosis, rheumatologists 
may uncover an undiagnosed SARD during ILD 
evaluation or, conversely, detect ILD through 
screening of patients with established SARD. The 
spectrum of SARD-ILD is broad: some patients 
have mild, stable disease, others experience 
slowly progressive disease, and some deteriorate 
rapidly despite treatment, leading to oxygen 
dependence, lung transplantation, or death. Drug 
therapies, including immunosuppressive and 
anti‑fibrotic agents, can slow the progression of 
SARD-ILD.

This article addresses three key clinical 
questions pertinent to rheumatologists. First, we 
explore clinical, serological, and morphological 
features that can aid in diagnosing SARD in 
patients with ILD, offering practical pearls. Second, 
we examine screening—covering who to screen, 
when, how, and at what frequency. Finally, we 
outline our approach to SARD-ILD management.

1. Reason for Consultation: 
ILD - Rule Out SARD

Approximately one third of ILD patients have 
an underlying SARD, making prompt recognition 
important for guiding management and follow-up.1 
Even subtle extrapulmonary clinical features may 

provide important diagnostic clues. The challenge 
is greatest when ILD presents as the first—or 
even sole—manifestation of SARD. Screening with 
autoantibody panels is helpful to detect clinically 
occult SARDs, but careful interpretation of the 
results is key to avoid misdiagnosis. 

Table 1 reviews the prevalence, 
diagnostic clues, and prognostic risk factors 
in autoimmune myositis, systemic sclerosis 
(SSc), mixed connective tissue disease (MCTD), 
Sjögren disease (SjD), rheumatoid arthritis 
(RA), anti neutrophil cytoplasmic antibodies 
(ANCA)‑associated vasculitis (AAV), and interstitial 
pneumonia with autoimmune features (IPAF).2-10 

Pearl #1. Extrapulmonary features of 
anti‑synthetase syndrome (ASyS) are frequently 
observed in patients with anti-Jo-1-positive 
antibodies, but are often absent in those with 
anti‑PL-12 and anti-PL-7 antibodies. 

In the absence of extrapulmonary clinical 
features, other clues should be sought to 
strengthen confidence in the diagnosis. These 
include: a fine speckled cytoplasmic pattern on 
anti-nuclear antibody (ANA) immunofluorescence 
(AC-19 or AC-20);11 concomitant anti-Ro52 
antibodies;12 non-specific interstitial pneumonia 
(NSIP) and organizing pneumonia (OP) patterns 
on high resolution computed tomography (HRCT); 
and a scleroderma-like pattern on nailfold 
capillaroscopy (e.g., with giant, ramified, or 
bushy capillaries), which may be present even 
in patients without Raynaud’s phenomenon.13 In 
the absence of any of these supporting features, 
a false‑negative anti-synthetase antibody result 
should be suspected, especially if antibody titers 
are low.3
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Pearl #2. Anti-OJ antibodies have very low 
sensitivity on line immunoassay and should be 
suspected when typical ASyS clinical features or 
a cytoplasmic ANA pattern are present despite a 
negative myositis panel.

Line immunoassays have been 
reported to have 0% sensitivity for detecting 
anti-OJ antibodies compared to protein 
immunoprecipitation. This discrepancy is likely 
explained by the fact that anti-OJ antibodies 
target conformational and quaternary epitopes 
within a multi-protein complex, whereas blotting 
assays rely on denatured antigens that lack these 
structures. Notably, other rare or newly described 
anti-synthetase antibodies are not included in 
commercially available myositis panels. Hence, if 
ASyS is clinically suspected, further testing with 
immunoprecipitation may be warranted to confirm 
the diagnosis and inform management.14 

Pearl #3. The presence of palmar papules, 
skin ulcerations, pneumomediastinum, and 
marked hyperferritinemia should heighten 
suspicion for anti-MDA5 syndrome even before 
serological confirmation. 

As anti-MDA5 syndrome is associated 
with rapidly progressive ILD, early recognition 
is key to ensure rapid treatment initiation. This 
syndrome typically presents with little or no 
muscle involvement, and can have overlapping 
features with ASyS, including rapidly progressive 
NSIP/OP, mechanic’s hands, arthritis, Raynaud’s 
phenomenon, fever, profound weight loss, 
cytoplasmic ANA, and a scleroderma-like 
pattern. Conversely, painful palmar papules, skin 
ulcerations, pneumomediastinum, and marked 
hyperferritinemia are more characteristic and 
specific to anti-MDA5 syndrome, and are thought 
to reflect underlying vasculopathy and massive 
alveolar macrophage activation.15 

Pearl #4. The presence of SSc-specific  
anti-Th/To antibodies should be suspected in 
patients with ILD and high-titer nucleolar ANA, 
even in the absence of cutaneous findings and a 
negative scleroderma panel. 

SSc-specific anti-Th/To antibodies are 
associated with an increased risk of ILD, but often 
present with no or very subtle skin thickening, 
which means that many patients do not meet 
classification criteria for SSc.16 Commercially 
available scleroderma panels (line immunoassays) 
have limited sensitivity for detecting anti-Th/To 
antibodies, as they do not include the antigen’s 
most frequently targeted subunit.17 Despite 
these limitations, other diagnostic clues include 
a nucleolar ANA pattern (AC-8), a scleroderma 
pattern on nailfold capillaroscopy (e.g., giant 
capillaries, hemorrhages, avascular areas, and 
neoangiogenesis), and findings such as distal 
esophageal dilatation and pulmonary hypertension 
on HRCT. As a general rule of thumb, pulmonary 
hypertension should be suspected when the main 
pulmonary artery diameter exceeds that of the 
adjacent aorta.18

Pearl #5. Lymphoid interstitial pneumonia (LIP) is 
a less common, but more specific, HRCT pattern 
observed in SjD-ILD.

Although SjD-ILD is most commonly 
associated with NSIP and usual interstitial 
pneumonia (UIP), the presence of LIP, 
characterized by hallmark pulmonary cysts, should 
increase suspicion for an underlying SjD diagnosis. 
Referral to ophthalmology and oral medicine 
specialists can help identify objective signs of 
sicca, even in the absence of overt symptoms. In 
addition to classical anti-SSA and -SSB antibodies, 
the presence of positive ANA, rheumatoid 
factor, polyclonal hypergammaglobulinemia, 
or hypocomplementemia can also support the 
diagnosis. Challenges arise when ILD is the 
sole clinically apparent manifestation, or in 
seronegative SjD lacking classical autoantibodies. 
In these situations, biopsy of the minor salivary 
glands may help confirm the diagnosis and should 
be considered if it would alter management.19  

Pearl #6. RA-ILD can develop prior to the onset of 
joint symptoms in 10–20% of cases. 

Hence, in ILD patients with high titers of 
rheumatoid factor and/or anti-CCP antibodies, 
close monitoring for the subsequent development 
of arthritis is important.20 Furthermore, in patients 
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with arthralgias, joint ultrasound and hand X-rays 
may be useful to detect subclinical synovitis or 
erosions, which can sometimes occur despite the 
absence of significant pain, as seen in arthritis 
robustus, typically observed in men. 

Pearl #7. ANCA-positive ILD may precede the 
development of AAV in up to 25% of cases. 

ILD affects up to 51% of patients with 
anti-MPO-positive AAV and 23% of those with 
anti-PR3-positive AAV, with UIP being the most 
commonly observed HRCT pattern. Two related 
entities are described: AAV-ILD (meeting AAV 
classification criteria) and isolated ANCA-ILD 
(without systemic features). ANCA‑positive 
ILD may precede the development of AAV in 
up to 25% of cases, with a mean interval of 
approximately 2 years between ILD and AAV 
diagnoses. Hence, the 2020 International 
Consensus on ANCA Testing beyond 
Systemic Vasculitis recommends systematic 
ANCA screening for all ILD patients, along 
with longitudinal surveillance for renal, skin, 
neurological, ear-nose-throat, and other systemic 
signs of AAV.21-23

Pearl #8. Patients with ILD and autoimmune 
features who do not meet SARD classification 
criteria should be considered for IPAF classification. 

Defined by the 2015 ERS/ATS statement 
on IPAF, this research framework classifies ILD 
patients as having autoimmune features when 
they fulfill criteria from at least two out of three 
domains: clinical, serological, or morphological.24 
Some of these patients later develop a defined 
SARD, and many respond to immunosuppressive 
therapy similarly to those with established 
autoimmune disease, especially among patients 
with inflammatory ILD phenotypes.

2. Defining the Who, When, How, and 
Frequency of ILD screening in SARD 

Because ILD may be asymptomatic 
in SARDs, screening is essential for early 
detection and management. Systematic HRCT 
and pulmonary function test (PFT) screening 
at diagnosis is recommended for patients 

with high-risk conditions such as ASyS and 
anti‑MDA5 syndrome, SSc, and MCTD with SSc 
features. For RA and SjD, baseline screening 
should be performed in those with risk factors, 
while in AAV, it is advised for patients with 
respiratory symptoms, abnormal PFTs, or chest 
X-ray findings.25⁻27 

If baseline screening is negative, continued 
surveillance is warranted given that ILD may 
develop later in the disease course.2,28 Surveillance 
primarily relies on symptoms and physical 
examination, and PFTs can be repeated annually 
or more frequently according to the risk profile, 
although their sensitivity and specificity is 
limited.25,26 Emerging tools such as serum KL-6 and 
lung ultrasonography are being investigated as 
sensitive, radiation-free alternatives to HRCT for 
screening purposes.29 

For patients with confirmed SARD-ILD, 
disease is monitored using PFTs, ambulatory 
desaturation testing, and HRCT as indicated. 
PFTs are typically repeated every 3 to 12 months, 
with the frequency tailored according to disease 
duration, severity, and the presence of risk factors 
for progression (Table 1).2,3,5-10,15

3. Management of SARD-ILD

Recent guidelines for the treatment of 
SARD-ILDs have been published by several 
professional societies and can be consulted 
for detailed recommendations.3,26,30,31 Drug 
interventions are generally recommended in the 
presence of symptomatic, moderate to severe, or 
progressive ILD. Glucocorticoids (GC) are often 
used as first‑line induction agents, particularly in 
inflammatory (NSIP/OP) or rapidly progressive ILD 
phenotypes, except in SSc where GCs should be 
used with caution due to the risk of scleroderma 
renal crisis. Immunosuppressants should be 
started early to allow prompt GC tapering and 
minimize toxicity. 

Table 2 outlines our approach to the 
management of SARD-ILD. Mycophenolate mofetil 
(MMF) is generally preferred as first-line therapy, 
supported by evidence from the Scleroderma Lung 
Study II, which demonstrated similar efficacy but 
superior safety compared to cyclophosphamide in 
SSc-ILD.32 Azathioprine (for mild ILD) or calcineurin 
inhibitors (CNIs) are suitable alternatives during 
pregnancy or breastfeeding. CNIs are also often 
considered in myositis-ILD, as this drug class is 
also effective for muscle and skin involvement. 
In anti-synthetase syndrome and anti-MDA5 



10 Vol. 2, Issue 3, Fall 2025  |  Canadian Rheumatology Today

Interstitial Lung Disease for the Rheumatologist: Pearls and Insights
D

is
ea

se
Fi

rs
t-

lin
e 

Tr
ea

tm
en

t
Se

co
nd

-l
in

e 
Tr

ea
tm

en
t i

f P
ro

gr
es

si
on

N
on

-p
ha

rm
ac

eu
tic

al
A

nt
i-

sy
nt

he
ta

se
 

Sy
nd

ro
m

e
G

C
 +

 o
ne

 o
f: 

M
M

F 
or

 A
ZA

 o
r C

N
I o

r R
TX

If 
ra

pi
dl

y 
pr

og
re

ss
iv

e:
 IV

 G
C

 +
 1

 o
r 2

 o
f: 

M
M

F,
 C

N
I, 

JA
Ki

, R
TX

, o
r C

YC
 

± 
IV

Ig
 

A
dd

/s
w

itc
h:

  M
M

F,
 C

N
I, 

JA
Ki

, R
TX

, C
YC

 a
nd

/o
r I

VI
g

•	
M

ul
tid

is
ci

pl
in

ar
y 

as
se

ss
m

en
t

•	
Sm

ok
in

g 
ce

ss
at

io
n

•	
Pu

lm
on

ar
y 

re
ha

bi
lit

at
io

n
•	

Av
oi

d 
lo

ng
-t

er
m

 G
C

•	
Im

m
un

iz
at

io
n

•	
G

ER
D

 C
on

tr
ol

•	
Re

fe
rr

al
 fo

r l
un

g 
tr

an
sp

la
nt

 w
he

n 
in

di
ca

te
d

•	
Re

fe
rr

al
 to

 te
rt

ia
ry

 
ca

re
 IL

D
 c

en
te

r w
he

n 
in

di
ca

te
d

A
nt

i-
M

D
A

5 
Sy

nd
ro

m
e

G
C

 +
 o

ne
 o

f: 
M

M
F 

or
 C

N
I o

r J
AK

i
If 

ra
pi

dl
y 

pr
og

re
ss

iv
e:

 IV
 G

C
 +

 1
 o

r 2
 o

f: 
 M

M
F,

 C
N

I, 
JA

Ki
, R

TX
, o

r C
YC

± 
IV

Ig

A
dd

/s
w

itc
h:

  M
M

F,
 C

N
I, 

JA
Ki

, R
TX

, C
YC

 a
nd

/o
r I

VI
g

C
on

si
de

r r
es

cu
e 

th
er

ap
ie

s:
ba

si
lix

im
ab

, p
la

sm
a 

ex
ch

an
ge

, E
C

M
O

, o
r p

ol
ym

yx
in

-B
 

he
m

op
er

fu
si

on
Sy

st
em

ic
 S

cl
er

os
is

M
M

F
If 

co
nt

ra
in

di
ca

tio
n:

 A
ZA

A
dd

/s
w

itc
h:

 R
TX

, T
C

Z,
 N

IN
, P

IR
, C

YC
 a

nd
/o

r I
VI

g
C

on
si

de
r A

H
SC

T 
re

fe
rr

al
C

on
si

de
r s

ho
rt

-t
er

m
 G

C
 a

t t
he

 lo
w

es
t e

ff
ec

tiv
e 

do
se

 if
 

se
ve

re
 d

is
ea

se
(u

se
 w

ith
 c

au
tio

n;
 m

on
ito

r f
or

 re
na

l c
ris

is
)

M
ix

ed
 C

on
ne

ct
iv

e 
 

Ti
ss

ue
 D

is
ea

se
G

C
 +

 M
M

F
If 

co
nt

ra
in

di
ca

tio
n:

 A
ZA

 o
r C

N
I

C
on

si
de

r G
C

 if
 N

SI
P/

O
P 

w
ith

 s
ym

pt
om

at
ic

 o
r 

m
od

er
at

e-
se

ve
re

 d
is

ea
se

A
dd

/s
w

itc
h:

 R
TX

, T
C

Z,
 N

IN
, C

YC
 a

nd
/o

r I
VI

g

Sj
ög

re
n 

D
is

ea
se

M
M

F
If 

co
nt

ra
in

di
ca

tio
n:

 A
ZA

 o
r C

N
I

C
on

si
de

r G
C

 if
 N

SI
P/

O
P 

w
ith

 s
ym

pt
om

at
ic

 o
r 

m
od

er
at

e-
se

ve
re

 d
is

ea
se

A
dd

/s
w

itc
h:

 R
TX

, N
IN

, C
YC

 a
nd

/o
r I

VI
g

Rh
eu

m
at

oi
d 

A
rt

hr
iti

s
If 

ac
tiv

e 
jo

in
t d

is
ea

se
 d

es
pi

te
 c

sD
M

A
RD

: T
C

Z 
or

 R
TX

If 
no

 a
ct

iv
e 

jo
in

t d
is

ea
se

: M
M

F 
or

 A
ZA

C
on

si
de

r G
C

 if
 N

SI
P/

O
P 

w
ith

 s
ym

pt
om

at
ic

 o
r 

m
od

er
at

e-
se

ve
re

 d
is

ea
se

If 
ac

tiv
e 

jo
in

t d
is

ea
se

, a
dd

/s
w

itc
h:

 T
C

Z,
 R

TX
, J

AK
i, 

or
 A

BA
If 

no
 a

ct
iv

e 
jo

in
t d

is
ea

se
, a

dd
/s

w
itc

h:
 M

M
F,

 N
IN

, P
IR

, 
RT

X,
 o

r C
YC

A
nc

a-
as

so
ci

at
ed

 
V

as
cu

lit
is

RT
X 

or
 A

ZA
 o

r M
M

F
C

on
si

de
r G

C
 if

 N
SI

P/
O

P 
w

ith
 s

ym
pt

om
at

ic
 o

r 
m

od
er

at
e-

se
ve

re
 d

is
ea

se

A
dd

/s
w

itc
h:

 R
TX

, M
M

F,
 C

YC
 a

nd
/o

r N
IN

IP
A

F
M

M
F

If 
co

nt
ra

in
di

ca
tio

n:
 A

ZA
C

on
si

de
r G

C
 if

 N
SI

P/
O

P 
w

ith
 s

ym
pt

om
at

ic
 o

r 
m

od
er

at
e-

se
ve

re
 d

is
ea

se

A
dd

/s
w

itc
h:

 C
N

I, 
RT

X,
 C

YC
, N

IN
 a

nd
/o

r I
VI

g

Ta
bl

e 
2.

 O
ur

 a
pp

ro
ac

h 
to

 th
e 

m
an

ag
em

en
t o

f i
nt

er
st

iti
al

 lu
ng

 d
is

ea
se

 in
 s

ys
te

m
ic

 a
ut

oi
m

m
un

e 
rh

eu
m

at
ic

 d
is

ea
se

s;
 c

ou
rt

es
y 

of
 L

au
re

nc
e 

Po
iri

er
-B

la
nc

he
tt

e,
 M

D
, 

FR
C

PC
, O

cé
an

e 
La

nd
on

‑C
ar

di
na

l, 
M

D
, F

RC
PC

, a
nd

 S
ab

rin
a 

H
oa

, M
D

, M
Sc

, F
RC

PC
.  

  A
bb

re
vi

at
io

ns
: A

BA
: a

ba
ta

ce
pt

; A
H

SC
T:

 a
ut

ol
og

ou
s 

he
m

at
op

oi
et

ic
 s

te
m

 c
el

l t
ra

ns
pl

an
t; 

A
ZA

: a
za

th
io

pr
in

e;
 C

N
I: 

ca
lc

in
eu

rin
 in

hi
bi

to
rs

; c
sD

M
A

RD
: c

on
ve

nt
io

na
l s

ys
te

m
ic

 
di

se
as

e-
m

od
ify

in
g 

an
ti-

rh
eu

m
at

ic
 d

ru
gs

; C
YC

: c
yc

lo
ph

os
ph

am
id

e;
 E

C
M

O
: e

xt
ra

co
rp

or
ea

l m
em

br
an

e 
ox

yg
en

at
io

n;
 G

C
: g

lu
co

co
rt

ic
oi

ds
; G

ER
D

: g
as

tr
oe

so
ph

ag
ea

l 
re

flu
x 

di
se

as
e;

 IP
A

F:
 in

te
rs

tit
ia

l p
ne

um
on

ia
 w

ith
 a

ut
oi

m
m

un
e 

fe
at

ur
es

; I
V

: i
nt

ra
ve

no
us

; I
V

Ig
: i

nt
ra

ve
no

us
 im

m
un

og
lo

bu
lin

s;
 J

A
Ki

: J
an

us
 k

in
as

e 
in

hi
bi

to
r; 

M
M

F:
 m

yc
op

he
no

la
te

; N
IN

: n
in

te
da

ni
b;

 N
SI

P:
 n

on
-s

pe
ci

fic
 in

te
rs

tit
ia

l p
ne

um
on

ia
; O

P:
 o

rg
an

iz
in

g 
pn

eu
m

on
ia

; P
IR

: p
irf

en
id

on
e;

 R
TX

: r
itu

xi
m

ab
; T

C
Z:

 to
ci

liz
um

ab
.



11Vol. 2, Issue 3, Fall 2025  |  Canadian Rheumatology Today

Interstitial Lung Disease for the Rheumatologist: Pearls and Insights

syndrome with rapidly progressive ILD, early 
combination therapy is recommended and may 
include MMF, CNIs, Janus kinase inhibitors 
(JAKis), rituximab, cyclophosphamide, and/or 
intravenous immunoglobulin.33,34 

As second-line treatment in cases of 
ILD progression, adding or switching to other 
immunosuppressive drugs is preferred when 
inflammatory phenotypes (NSIP/OP) ILD are 
present, or if there are active extrapulmonary 
SARD manifestations such as myositis, arthritis, 
inflammatory skin disease, or vasculitis. Among 
these immunosuppressant agents, rituximab 
(anti‑CD20 monoclonal antibody) was shown to 
be as effective but safer than cyclophosphamide 
in the RECITAL trial, which included patients with 
SSc-, MCTD-, and myositis-ILD.35 The EVER‑ILD 
trial also showed that combining rituximab 
with MMF was more beneficial than MMF alone 
for NSIP.36 Tocilizumab (anti‑IL‑6‑receptor) 
was effective in preserving lung function as a 
secondary outcome in two SSc-ILD trials.37,38 
Cyclophosphamide is generally reserved for 
severe or refractory disease due to its toxicity.32,35 

For patients with evidence of progression 
despite immunosuppressive therapy, particularly 
those with a fibrotic (UIP) phenotype, antifibrotic 
agents such as nintedanib or pirfenidone can 
be added. The SENSCIS and INBUILD trials 
demonstrated that nintedanib slows forced vital 
capacity decline in SSc-ILD and progressive 
pulmonary fibrosis (including SARD-ILDs), 
respectively.39,40 Notably, combining nintedanib 
with MMF produced additive effects on lung 
function decline, suggesting that targeting both 
the immune and fibrotic pathways is central to 
ILD management.39 	

In RA-ILD, methotrexate is considered 
safe to continue, as large observational studies 
and meta‑analyses have not demonstrated an 
increased risk of ILD development or progression.41 

However, as rare hypersensitivity pneumonitis 
may occur, we generally avoid initiating 
methotrexate in patients with advanced ILD, in 
whom a drug‑induced reaction could have major 
consequences on lung function. 

Finally, some experts advocate for treating 
subclinical SSc-ILD, particularly when risk factors 
for progression are present. However, this 
approach remains heterogeneous and not yet 
widely adopted; it is currently being evaluated 
in an ongoing randomized trial in Canada 
(NCT05785065).42

Conclusion

Overall, rheumatologists play a central role 
in the diagnosis and management of SARD‑ILD. 
Early identification of SARD, appropriate screening 
for ILD alongside assessment of other target 
organ involvement, and tailored treatment are 
key to preserving lung function and quality of 
life. Future studies should focus on refining 
screening algorithms, integrating novel biomarkers 
and imaging modalities into clinical practice, 
and establishing evidence-based therapeutic 
approaches through randomized controlled 
trials, all with the ultimate goal of improving 
patients’ outcomes.
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