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patients included an exploration of the biopsy site, identifying that
it recovered normal characteristics; this may  be the result of NTAP
application, as it releases free radicals that stimulate angiogenesis
and fibroblasts, resulting in  an organised tissue repair process.6,7,10

In conclusion, with the cases presented, NTAP proved a  use-
ful and safe alternative for patients, as tissue regeneration was
observed within 72 h following the biopsy, thus avoiding postop-
erative complications.
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Answer to the Letter to the Editor:

Methotrexate in interstitial lung disease

associated with rheumatoid arthritis�

Respuesta a la carta al editor: Metotrexato en la neumopatía
intersticial asociada a  la artritis reumatoide

Dear Editor,

We  appreciate the interest shown by Arboleya-Rodríguez1 in
our original: “Systematic Review of the Impact of Drugs on Dif-
fuse Interstitial Lung Disease Associated with Rheumatoid Arthritis
(RA-DILD)”2 and his critical comment on one of the conclusions
given in our article: “It is not necessary to  discontinue methotrex-
ate (MTX) in patients with RA-DILD, as there is  evidence that it does
not increase the incidence or exacerbations of DILD and improves
survival”.

We did not include acute MTX  pneumonitis (idiosyncratic
hypersensitivity reaction) in  our PICO question2. We  believe that
it cannot be claimed that RA-associated DILD predisposes to the
development of acute MTX  pneumonitis based on a  single retro-
spective study conducted in the 1980s3. We emphasise the value
of systematic reviews (SR) rather than individual studies to search
for evidence that is useful for clinical practice. The evidence found
in our SR2 indicates that MTX  does not increase either the incidence
or exacerbations of RA-DILD.

The aim of treatment should be to  control RA without wors-
ening the course of the DILD. When MTX  is  part of the treatment,

� Please cite this article as: Carrasco Cubero C,  Chamizo Carmona E. Respuesta
a  la carta al editor: Metotrexato en la neumopatía intersticial asociada a  la artritis
reumatoide. Reumatol Clin. 2022;18:440–441.

the decision to continue or discontinue it should be tailored to the
individual patient. However, there is  growing evidence that rather
than being discontinued, MTX  has an important role  to  play in  the
treatment of patients with RA-DILD2,4–6.

Of the other two articles mentioned by Arboleya to advise
discontinuing MTX  in patients with RA and DILD, one is a  retro-
spective study7, without a  control group, of a  single-centre case
series that was included in our SR2, and our  analysis can be
found there. The other is the CIRT trial8 (published after our  SR2),
conducted in patients with cardiovascular disease and metabolic
syndrome or diabetes to investigate the side effects of  MTX versus
placebo. Patients with systemic rheumatic diseases and/or inter-
stitial lung disorders were excluded from this clinical trial. They
found episodes consistent with acute pneumonitis in six  of the 3291
patients allocated to MTX  and one of the 2080 allocated to placebo
(HR 6.94 [95% CI .85–56.0]), but in  no case was this considered
likely or definitive on adjudication. Therefore, no conclusions can
be drawn from this study on the performance of MTX in RA-DILD.

In conclusion, we  believe that it is  very important to  control the
inflammatory activity of RA without worsening the progression of
DILD. When these patients need biological therapy, abatacept or
rituximab is  preferable to  anti-TNF (with more potential risk) or tar-
geted synthetic disease-modifying antirheumatic drugs (DMARDs),
given the lack of evidence. Treatment should always be individu-
alised. In this context, it does not  seem necessary to discontinue
MTX  in patients with AR-DILD, as there is evidence that it increases
neither the incidence nor exacerbations of RA-DILD and it improves
survival.
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Methotrexate in interstitial lung disease

associated with rheumatoid arthritis�

Metotrexato en la  neumopatía intersticial asociada a la artritis
reumatoide

Dear Editor:

After reading with interest the article by Carrasco Cubero et al.,1

we would like to highlight the remarkable work undertaken, which
is necessary to improve the understanding of a  clinically relevant
aspect such as  the relationship between different drugs, including
methotrexate (MTX) and rheumatoid arthritis-related interstitial
lung disease (RA-ILD). Although we agree with most of the results
of the review, and the authors’ opinion about them, we feel it nec-
essary to comment on a  recommendation in  the conclusions: “It is
not necessary to discontinue MTX  in patients with RA-ILD, as there
is evidence that does not increase the incidence or exacerbation of
ILD and it improves survival.  . .”  .

The involvement of MTX  in pulmonary comorbidity in  some RA
patients is an unresolved clinical issue. In  a sub-analysis of the CIRT
trial2 (a controlled clinical trial analysing the effect of weekly low-
dose MTX  on the incidence of major cardiovascular events in  a
population at high baseline risk), patients treated with low-dose
MTX  (15−20 mg/week) had a  higher risk of developing pulmonary
adverse events than those in  the placebo group (HR: 1.42; 95% CI:
1.14–1.77), a risk that tripled for serious pulmonary adverse events
(HR: 2.99; 95% CI: 1.34–6.65). Although in  the Spanish study,3

MTX  combined with abatacept did not cause lung deterioration,
in another recent study in Japan4 examining 131 patients with RA-
ILD treated with abatacept, the authors found that the main risk
factor for lung disease deterioration was the use of MTX combined
with abatacept.

Acute MTX-associated pneumonitis (MTX-Pneum) was
described more than 30 years ago, and manifests as an acute
or subacute condition with dyspnoea, cough, and pulmonary
infiltrates; it is most common in the first months of treatment,
and is caused by a  dose-independent hypersensitivity mechanism.
RA-associated interstitial lung disease (RA-ILD), on the other hand,

� Please cite this article as:  Arboleya-Rodríguez L,  Arias-Guillén M.  Metotrex-
ato en la neumopatía intersticial asociada a  la artritis reumatoide. Reumatol Clín.
2022;18:441–442.

usually presents insidiously and has different clinical and course
characteristics. It  is  important to remember that RA-ILD is  a  serious
disease that, in many cases, drastically shortens the life expectancy
of these patients, who are very complex to  manage. Its presence
makes it unlikely that the disease as a whole can be controlled with
MTX  in monotherapy.5 In our opinion, most patients will require
biological treatment, which can control the joint inflammatory
process and the progression of the lung disease. Furthermore, clin-
ical trials are currently underway on RA-ILD based on  anti-fibrotic
drugs that have already proven effective in idiopathic pulmonary
fibrosis, with promising results.

Although the involvement of MTX  in the onset or  progression
of RA-ILD has been defined, its prescription or maintenance in
patients with RA-ILD is a  clinical decision that should be carefully
studied. There is scientific evidence that pre-existing RA-ILD is a
risk factor for MTX-Pneum.6,7 However, in  patients with known
lung disease presenting with acute lung disease, it can be very
difficult to differentiate an exacerbation or rapid progression of
the underlying chronic process of MTX-Pneum,8 without invasive
tests, such as BAL or cryobiopsy, if the situation allows, which may
delay diagnosis and appropriate therapeutic decisions. Moreover,
patients with severe forms of RA-ILD, especially those classified
under the most frequent subtype, that corresponding to usual inter-
stitial pneumonia, those with progressive fibrosing phenotype, or
with associated lower airway pathology, will have limited pul-
monary reserve, which would increase mortality if they were to
suffer intercurrent MTX-Pneum.

To conclude, we consider that, in patients with RA-ILD, espe-
cially if after the corresponding multidisciplinary study, they are
classified among the phenotypes with the worst prognosis, MTX
should not be prescribed and, if they continue treatment with this
drug, our advice is  to discontinue it and opt for other therapeutic
alternatives, at least until there is sufficient scientific evidence that
would entail a  change in therapeutic attitude.
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