RA-ILD: does more detailed radiological classification add
something to our knowledge of this condition?
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Historically, the main radiological pattern in patients with
rheumatoid arthritis associated interstitial lung disease (RA-
ILD) is the Usual Interstitial Pneumonia (UIP) followed by
the nonspecific interstitial pneumonia (NSIP) (1). A UIP
pattern at CT scan has also been associated with a worse
prognosis (2,3).

Besides a UIP radiographic pattern, other recognized
predictors of mortality in RA-ILD are age, male gender,
extent of fibrosis on CT scan and the severity of lung
function impairment (2,3). Such clinical, radiological and
physiological prognostic factors are shared across other
ILDs including idiopathic pulmonary fibrosis (IPF) (4).

However, recognizing a UIP pattern on a HRCT can be
challenging, and the 2018 AT'S/ERS/JRS/ALAT guidelines
update on IPF standardized the interpretation of the
radiology, with the aim to help clinicians in identifying the
radiographic pattern and its prognostic implications (5).

Yamakawa et a/. performed a retrospective study
including 96 consecutive Japanese patients diagnosed with
RA-ILD, and they classified the HRCT findings in various
categories [definite UIP, probable UIP, indeterminate for
UIP, NSIP, organizing pneumonia (OP), NSIP + OP, and
unclassifiable according to the 2018 AT'S/ERS/JRS/ALAT
IPF guidelines] (6). The authors explored the possible role
of such patterns as predictors of prognosis.
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Noteworthy, an indeterminate pattern for UIP, was the
most commonly reported (30%), followed by definite UIP
(21%) and probable UIP (20%). Such prevalence is partially
in contrast with data from Europe and North America where
a radiographic UIP pattern was identified in the majority of
cases (7,8). It is known that the distribution of reticulations
and honeycombing in RA-ILD may occur in the middle or
upper zones instead of being basal predominant (9). The
modified HRCT classification used by the Yamakawa ez al.
study could have allowed this heterogeneity to be captured
as indeterminate for UIP pattern. In addition, it is known
that, in some cases, such radiological classification may be
artificial since indeterminate and NSIP patterns on HRCT
may return UIP at histology (10).

The authors did not observe prognostic differences
between the different CT patterns, however radiological
honeycombing was associated with a poor prognosis,
likewise also recently reported by Jacob et al. (11).

These findings are of importance, also in relation to
recent randomized controlled trials with anti-fibrotics:
whilst the overall efficacy of nintedanib in slowing down the
progression of the fibrosing process in the lung was proved
in the whole cohort of patients, a sub-analysis of the results
showed that pulmonary function was preserved by the drug
mostly in those in the treatment arm with a classic UIP
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Figure 1 redictive factors of mortality in Rheumatoid Arthritis-Interstitial Lung Disease (RA-ILD).

pattern (with honeycombing) compared to the controls in
the placebo group (12).

Another important clinical issue, only marginally
considered so far, is the occurrence of acute exacerbations
(AEs) of the disease. The authors found that these acute
events influenced patients’ outcome regardless of the CT
pattern. The concept of AE was originally created for
IPF and subsequently extrapolated to other ILDs. AE of
ILD is defined as an acute worsening of dyspnea with new
ground glass opacities or consolidations on chest imaging
and no evidence of other causes of acute respiratory failure
including pulmonary embolism, congestive heart failure,
infections and pneumothorax (13). In 2016, this definition
was modified to include those acute deteriorations with
known etiologies, including pulmonary infections, in the
context of AE-IPF. However this modification has not yet
been extended to other ILDs (14). In RA-ILD the yearly
incidence of AEs is between 2.58 and 11%. The risk factors
for AE are similar to the prognostic factors for mortality
and include advanced age, UIP pattern and performing a
surgical lung biopsy. RA disease activity outside the chest
does not appear to increase risk of AE (1). Mortality for
AE of RA-ILD is estimated to be similar to AE-IPF (15).
Considering the high mortality associated with these acute
events, it is not surprising that they negatively impact
disease trajectory and prognosis. An AE was the cause of
death in 22% of cases in the cohort described by Yamakawa
et al., particularly in patients with an UIP and NSIP/
UIP pattern. Despite its fundamental role in the natural
history of disease, there is still much to know about AE
pathogenesis and risk factors, in particular more studies are
needed to characterize AE of CTD-ILDs since the majority
of literature is focused on AE of IPE.

Furthermore, health related quality of life (HrQoL) and
the burden of symptoms are clinically relevant domains
that are still poorly explored in CTD-ILD, although
their potential prognostic value was recently highlighted.
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Natalini et a/. showed that at baseline HrQOL in RA-ILD
is worse when compared to IPF (16). After adjusting for age
and pulmonary function impairment in this study, dyspnea
and fatigue were predictive of poor HrQoL. A recent study
found an association between overall survival and HrQoL
in IPF (17). It is possible that the same associations exist in
RA-ILD and other CTD-ILD, and this should be explored
in future studies.

In conclusion, according to the results presented
by Yamakawa ez /. and to the data already reported in
the literature, the presence of honeycombing and the
radiological extent of the pulmonary involvement are the
two variables most closely associated with a poor prognosis
(Figure I). UIP pattern seems to be associated to higher
mortality in RA-ILD compared to other patterns; however
not all studies are unanimous, especially after correcting for
lung function impairment and type of treatment (1,3).

Well-designed, prospective studies including clinical
and functional data such as advanced age, gender, smoking
status, pulmonary function testing, history of AEs and
HrQoL will be of paramount importance in understanding
the trajectory and prognosis of the disease, Figure 1.
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