
Registry and the Registration No. of
the study/trial

Not applicable.

References

1 Postow MA, Sidlow R, Hellmann MD. Immune-related adverse events asso-
ciated with immune checkpoint blockade. N. Engl. J. Med. 2018; 378: 158–
68.

2 Michot JM, Bigenwald C, Champiat S et al. Immune-related adverse events
with immune checkpoint blockade: a comprehensive review. Eur. J. Cancer
2016; 54: 139–48.

3 Ramos-Casals M, Brahmer JR, Callahan MK et al. Immune-related adverse
events of checkpoint inhibitors. Nat. Rev. Dis. Primers. 2020; 6: 38.

4 Kostine M, Truchetet ME, Schaeverbeke T. Clinical characteristics of rheu-
matic syndromes associated with checkpoint inhibitors therapy. Rheumatol-
ogy 2019; 58: vii68–74.

5 John A, Thompson JA, Schneider BJ et al. Management of immunotherapy-
related toxicities, version 1.2019. J Natl Compr Canc Netw. 2019; 1: 255–
289.

6 Cappelli LC, Thomas MA, Bingham CO 3rd, Shah AA, Darrah E. Immune
checkpoint inhibitor-induced inflammatory arthritis as a model of autoim-
mune arthritis. Immunol. Rev. 2020; 294: 106–23.

7 Dolladille C, Ederhy S, Sassier M et al. Immune checkpoint inhibitor rechal-
lenge after immune-related adverse events in patients with cancer. JAMA
Oncol. 2020; 6: 865–71.

8 Kostine M, Finckh A, Bingham CO et al. EULAR points to consider for the
diagnosis and management of rheumatic immune-related adverse events due
to cancer immunotherapy with checkpoint inhibitors. Ann. Rheum. Dis. 2021;
80: 36–48.

9 Arbour KC, Mezquita L, Long N et al. Impact of baseline steroids on effi-
cacy of programmed cell death-1 and programmed death-ligand 1 blockade
in patients with non–small-cell lung cancer. J. Clin. Oncol. 2018; 36: 2872–
8.

10 Weber JS, Hodi FS, Wolchok JD et al. Safety profile of nivolumab
monotherapy: a pooled analysis of patients with advanced melanoma. J. Clin.
Oncol. 2017; 35: 785–92.

11 Belkhir R, Burel SL, Dunogeant L et al. Rheumatoid arthritis and polymyal-
gia rheumatica occurring after immune checkpoint inhibitor treatment. Ann.
Rheum. Dis. 2017; 76: 1747–50.

12 Le Burel S, Champiat S, Mateus C et al. Prevalence of immune-related sys-
temic adverse events in patients treated with anti-programmed cell death 1/
anti-programmed cell death-ligand 1 agents: a single-center pharmacovigi-
lance database analysis. Eur. J. Cancer 2017; 82: 34–44.

13 Hasegawa Y, Tsukuda H, Ota T et al. Severe immune-related adverse events
(irAE) induced by nivolumab at our institution. Ann. Oncol. 2017; 28: 108–
9.

14 Tomizawa M, Nakai Y, Maesaka F et al. A case of rheumatoid arthritis
developed during treatment with nivolumab for renal cell carcinoma. Hinyo-
kika Kiyo 2018; 64: 397–401.

15 Kwok TSH, Bell MJ. Immune checkpoint inhibitor-induced rheumatoid
arthritis: insights into an increasingly common aetiology of polyarthritis.
BMJ Case Rep. 2019; 12: e227995.

16 Verspohl SH, Holderried T, Behning C, Brossart P, Sch€afer VS. Prevalence,
therapy and tumor response in patients with rheumatic immune-related
adverse events following immune checkpoint inhibitor therapy: a single-
center analysis. Ther. Adv. Musculoskelet. Dis. 2021; 13:
1759720X211006963.

17 Haikal A, Borba E, Khaja T, Doolittle G, Schmidt P. Nivolumab-induced
new-onset seronegative rheumatoid arthritis in a patient with advanced meta-
static melanoma: a case report and literature review. Avicenna J. Med. 2018;
8: 34–6.

Editorial Comment

Editorial Comment on Seronegative rheumatoid arthritis after combination therapy
with Ipilimumab and Nivolumab for postoperative pancreatic and liver metastases
from renal cell carcinoma

In recent years, several first-line therapies for advanced or
metastatic renal cell carcinoma have been approved. Among
these therapies, immune checkpoint inhibitor (ICI) combina-
tion therapy consisting of Ipilimumab and Nivolumab has
shown improved clinical efficacy compared to tyrosine kinase
inhibitor (TKI) monotherapy.1 This combination has a high
overall response rate of over 40%. However, treatment-related
adverse events (TRAE) > grade 3 occurred in 46% of
patients. Therefore, clinicians must be aware that this therapy
may induce severe adverse events, including systemic auto-
immune reactions, and must appropriately manage these
adverse events that are different from those caused by TKI.

Nishimura et al. reported a very rare arthritis adverse event
case in their recent paper.2 The latest NCCN guidelines clas-
sify inflammatory arthritis using three grades and provide

instructions for the management of each grade.3 However,
there are no clear instructions on the optimal timing of ICI
discontinuation or resumption. In clinical practice, we
encounter some relatively rare immune-related adverse events
(irAEs), and most physicians are not familiar with the man-
agement of these irAEs. Even in this case, seronegative
rheumatoid arthritis after ICI therapy has only been reported
in one case report.4 Additionally, we should be careful not to
induce an immunosuppressive effect on cancer progression
caused by excessive steroid induction.5 Therefore, I strongly
suggest that when irAEs occur, a specialist is consulted
rapidly to manage patients carefully before providing steroid-
based therapy.
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