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To the Editor,
Antifibrotic drugs, including nintedanib and pirfeni-
done, have emerged as an alternative/adjuvant thera-
py to immunosuppression in connective tissue disease 
(CTD) – related interstitial lung disease (ILD). 

Both drugs are generally well-tolerated. Gastrointes-
tinal complaints, including nausea, vomiting and diar-
rhea, are the main side effects of nintedanib1,2, and do 
not seem to be influenced by the concomitant use of 
immunosuppression1. Besides, as nintedanib inhibits 
vascular endothelial growth factor and platelet-derived 
growth factor receptors3, there is the potential for vas-
cular dysfunction and an increased risk of bleeding. 
However, real-world data showed a low bleeding inci-
dence in patients treated with nintedanib, irrespective 
of anticoagulant or antiplatelet therapy received4. Re-
garding pirfenidone, nausea, headache and fatigue are 
the most reported side effects, and do not seem to be 
affected by concomitant immunosuppression5.

In our centre, the first antifibrotic was prescribed in July 
2016, and since then 18 patients have been treated with 
antifibrotics (2 patients have received both nintedanib and 
pirfenidone). Fifteen of these were under concomitant im-
munosuppression, which include both conventional and 
biological disease modifying antirheumatic drugs.

From the 11 patients prescribed with nintedanib, 
3 were under stable dose of methotrexate, 3 hydroxy-
chloroquine, 2 leflunomide, 2 mycophenolate mofetil 
and 4 rituximab. In total, six patients developed gastro-
intestinal symptoms, mainly nausea and diarrhea. De-
spite symptomatic treatment, 5 patients had to reduce 
dose to 100mg bid, with symptoms resolution. The 
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other patient preferred to stop the drug. One patient 
who switched from pirfenidone to nintedanib due to 
gastrointestinal complaints also had to reduce dose to 
100mg bid because of diarrhea. One patient receiving 
nintedanib in association with warfarin died of probable 
alveolar hemorrhage, with an international normalized 
ratio (INR) > 17. Although it is not possible to attribute 
a direct causal relationship, since she had a respiratory 
infection under antibiotics, combining nintedanib and 
anticoagulant and/or antiplatelet therapy must be done 
cautiously and weighing the risk-benefit. There were 
no reports of arterial and/or venous thrombotic events, 
nor of arterial aneurysms/dissections.

From the 9 patients prescribed with pirfenidone, 1 
was under stable dose of methotrexate, 3 leflunomide, 
1 azathioprine, 3 rituximab, 1 abatacept, 1 infliximab 
and 1 tocilizumab. Four patients developed gastroin-
testinal symptoms, mainly nausea, diarrhea and weight 
loss. Despite dose reduction to 267mg tid, complaints 
persisted in 2 patients, who discontinued the drug. One 
was switched to nintedanib and the other decided to be 
kept under no treatment. Two patients also developed fa-
tigue and dizziness, which resolved with dose reduction 
for one patient and led to drug withdrawal in the other. 
There were no reports of skin rashes or arthralgia.

Table I summarizes demographic data, the underly-
ing CTD and its features, ongoing treatment, adverse 
events and their management and results from pul-
monary function tests at baseline and with at least 9 
months of treatment

The experience of our centre reinforces that gastroin-
testinal (GI) complaints are the most frequent adverse 
effects related to antifibrotics, regardless of concomi-
tant use of immunosuppression. Antifibrotics did not 
increase the risk of infection, including respiratory, de-
spite the association with immunosuppression and the 
presence of permanent lung structural damage. We also 
did not observe hepatotoxicity with any of the drugs.

Despite scarce data in the literature on the association 
between immunosuppression and antifibrotics, our expe-
rience supports that combining these drugs is safe and tar-
gets the two main pathophysiological mechanisms present 
in CTD-ILD, which include inflammation and fibrosis.

https://orcid.org/0000-0001-6128-2425
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