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Elucidation of disease mechanisms underlying 
rheumatic immune- related adverse events may 
lead to novel therapeutic strategies for 
autoimmune diseases

We read with great interest the article ‘EULAR points to consider 
for the diagnosis and management of rheumatic immune- related 
adverse events due to cancer immunotherapy with check-
point inhibitors’ by Kostine et al.1 In this article, the authors 
performed a systematic literature review and generated the first 
set of recommendations for the diagnosis and management of 
rheumatic immune- related adverse events (irAEs) induced by 
checkpoint inhibitors.1 As the authors noted, the paucity of liter-
ature on this issue has led to empirical treatment that is not based 
on evidence. Their points to consider provide a rationale for the 
management of rheumatic irAEs, as well as help rheumatologists 
engage with oncologists, thereby enabling patients with cancer 
to maintain a better quality of life. We have reported on the 
role of the programmed cell death protein- 1 (PD- 1) checkpoint 
in various vascular pathologies2–4 and thus wanted to comment 
on this article, since vasculitis can occur as a type of rheumatic 
irAEs.5 6

First, the article stated that irAEs can affect any organ and 
cause a wide variety of autoimmune disease- like pathologies, 
with an estimated prevalence of 1.5%–22%; however, the risk 
factors for rheumatic irAEs remain unclear. Risk factors for 
exacerbation in patients with pre- existing rheumatic disease also 
remain unidentified. Recent studies have reported that variation 
in human leucocyte antigen is associated with the development 
of irAEs, such as colitis and adrenal insufficiency.7 8 Further 
studies are needed to identify risk factors for rheumatic irAEs.9

Second, three treatment escalations for rheumatic irAEs 
were defined in the article: local/systemic glucocorticoids, 
conventional synthetic disease- modifying antirheumatic drugs 
(DMARDs) and biological DMARDs.1 However, there are still 
many unanswered questions. For example, how do we reduce 
or discontinue these immunomodulators or when do we resume 
cancer immunotherapy? It is also of importance to monitor 
whether these immunosuppressive agents interfere with check-
point inhibitors.

Third, and most importantly, as the authors highlighted in 
their research agenda, a better understanding of the pathophys-
iology of rheumatic irAEs is crucial. Early reports of fulminant 
myocarditis due to checkpoint inhibitors demonstrated that acti-
vated T cells were the main players in irAE pathology.10 11 Using 
an experimental mouse model of large vessel vasculitis, we have 
previously reported that blockade of PD- 1 signalling not only 
exacerbated vascular inflammation through the infiltration of 
activated T cells but also caused intimal thickening and adven-
titial neovascularisation, indicating that activated T cells play a 
central role in vascular remodelling.2 3 What we want to empha-
sise here is that the disease mechanisms underlying rheumatic 
irAEs should be investigated, which may lead to novel thera-
peutic strategies for autoimmune diseases.

Despite the many unsolved problems, this article raised aware-
ness of rheumatic irAEs among rheumatologists and created a 

blueprint for therapeutic strategies. Further studies are needed 
to better define basic and clinical aspects of rheumatic irAEs.
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