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Radiological usual interstitial 
pneumonia in rheumatoid 
arthritis-associated interstitial 
lung disease: prognostic does 
not mean treatment-predictive

Dear Editor,
Radiological usual interstitial pneumonia 
(UIP) is one of the most influential find-
ings in rheumatoid arthritis-associated 
interstitial lung disease (RA-ILD). It is 
associated with adverse outcomes and 
increasingly informs monitoring and 
treatment discussions. Yet an important 
methodological distinction is easily over-
looked: a marker that predicts outcome 
is not necessarily a marker that predicts 
treatment benefit. A prognostic marker is 
associated with outcome irrespective of 
treatment, whereas a treatment-predic-
tive marker identifies patients in whom 
the relative effect of a treatment differs 
according to marker status; formally, 
this requires evidence of a treatment-by-
marker interaction (1).
The prognostic relevance of UIP in RA-
ILD is well established, although its ef-
fect is not absolute. In a longitudinal 
cohort, UIP was associated with shorter 
survival in unadjusted analyses, whereas 
baseline forced vital capacity (FVC) and 
subsequent FVC decline, rather than 
high-resolution computed tomography 
pattern, independently predicted mortal-
ity after adjustment (2). Thus, UIP is an 
important risk signal, but it does not fully 
capture subsequent disease behaviour.
Evidence for UIP as a treatment-predic-
tive marker is considerably weaker. In a 
multisite cohort of 212 patients treated 
with azathioprine, mycophenolate, or 
rituximab, immunosuppression was as-
sociated with improved FVC and diffus-
ing-capacity trajectories, and UIP did not 
significantly modify the treatment-asso-
ciated response (3). Similarly, in a mul-
ticentre abatacept cohort, clinical, func-
tional, and radiological stabilisation was 
broadly comparable between UIP and 
non-specific interstitial pneumonia (4). 
These observational data do not prove 
that immunomodulation is equally effec-
tive across patterns, but neither do they 
support using UIP alone to exclude it.
The antifibrotic evidence should be in-
terpreted with the same distinction. In 
the RA-ILD subgroup of INBUILD, 
nintedanib reduced the annual rate of 
FVC decline versus placebo (5). This is 

randomised evidence for nintedanib in 
progressive fibrosing RA-ILD. It is not, 
however, evidence that UIP itself se-
lects patients who derive greater relative 
benefit: 86.5% of the RA-ILD subgroup 
had a UIP-like fibrotic pattern, and the 
subgroup was selected for documented 
progression rather than UIP alone (5). 
The actionable trial phenotype was pro-
gressive pulmonary fibrosis; UIP con-
tributed to risk characterisation but was 
not validated as a treatment-predictive 
biomarker.
This distinction is clinically relevant 
because recent consensus and guideline 
documents support both immunomodu-
latory and antifibrotic strategies in RA-
ILD according to the clinical context (6, 
7). Our recent review further highlighted 
that RA-associated UIP is morphologi-
cally heterogeneous, with variable con-
tributions from parenchymal fibrosis, in-
flammatory change, and airway-centred 
disease (8). Such heterogeneity provides 
biological plausibility for differential 
treatment responses, but it is not direct 
evidence that radiological subtype pre-
dicts relative treatment benefit.
We therefore suggest using UIP for the 
question it can currently answer. UIP 
should heighten prognostic concern, 
support closer longitudinal assessment, 
and lower the threshold for considering 
fibrosis-directed therapy when objective 
progression is present. It should not, by 
itself, exclude immunomodulation or 
dictate a fixed therapeutic pathway. Fu-
ture comparative studies should stratify 
by radiological pattern and, crucially, 
pre-specify formal treatment-by-UIP in-
teraction analyses.
In RA-ILD, UIP may tell us how con-
cerned we should be. It does not yet tell 
us which treatment will work better.
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