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Management of immune checkpoint inhibitor- 
induced polymyalgia rheumatica

We read with interest the relevant article by Kostine et al1 describing 
the specific concerns for the diagnosis and management of rheu-
matic immune- related adverse events (irAEs), which are caused by 
immune checkpoint inhibitor (ICI) therapy. The authors recom-
mend to consider glucocorticoid treatment if rheumatic irAEs are 
not sufficiently controlled by symptomatic treatment. The authors 
propose that systemic glucocorticoids should be promptly tapered 
to ≤10 mg predniso(lo)ne equivalent per day, since higher doses 
might potentially limit the efficacy of ICI therapy. One of the the 
most common rheumatic irAEs is a polymyalgia rheumatica- like 
syndrome (ICI- PMR). Prior reports indicate that ICI- PMR is typi-
cally treated with 12.5–25 mg prednisolone per day,2 3 which is 
standard practice for regular PMR.4 We here propose to use lower 
doses of prednisolone (ie, 5–7.5 mg per day) for patients presenting 
with ICI- PMR.

We evaluated the treatment requirements of six consecutive 
patients with ICI- PMR (online supplementary table 1), of whom 
the clinical and imaging findings were recently reported.5 ICI 
therapy led to complete cancer remission (n=1), partial remis-
sion (n=4) or stable disease (n=1). ICI therapy was eventually 
discontinued in one patient (patient 6) due to cancer progression. 
Another patient (patient 2) showed oligoprogression of the cancer. 
This could be managed with radiotherapy, while ICI therapy was 
continued. The other patients showed a sustained tumour response 
ranging from >10 to >24 months after initiation of ICI therapy.

ICI therapy was briefly interrupted in one patient on the diag-
nosis of ICI- PMR, but continued in all other patients. One subject 
(patient 4) could be managed with nonsteroidal anti- inflammatory 
drug (NSAID) treatment only (figure 1A). Two subjects (patients 2 
and 3) required a prednisolone dose of 5–7.5 mg per day (figure 1A; 
online supplementary figure 1, showing patients 3, 5 and 6). Two 
other subjects (patients 1 and 5) briefly required 15 mg of prednis-
olone per day. Patient 1 started with 15 mg prednisolone per day, 
but this could be tapered to 7.5 mg within 2 weeks. Patient 5 was 
initially treated with 7.5 mg prednisolone per day; but this dose 
was promptly increased to 15 mg after 1 day and could already be 
decreased to 7.5 mg after 3 days. One subject (patient 6) received 
methotrexate as steroid- sparing disease- modifying antirheumatic 
drug (DMARD) (online supplementary figure 1). Patient 6 initially 
received 7.5 mg prednisolone equivalent per day due to hypoph-
ysitis/adrenal insufficiency; and this was raised to 10 mg prednis-
olone equivalent per day when ICI- PMR was diagnosed. Due to 
ongoing disease activity and concerns regarding the potential effect 
of higher glucocorticoid doses on the efficacy of ICI therapy, a deci-
sion was made to add methotrexate to the treatment. The patient 
eventually died of infection after initiation of chemotherapy.

Prednisolone- free remission was obtained in three subjects 
(figure 1A). The ICI- PMR went into remission in patient 4 despite 
continuation of ICI therapy. Patient 2 reached prednisolone- 
free remission shortly after completion of ICI therapy. Patient 
1 reached prednisolone- free remission at 1 year after the final 
ICI infusion. A [18F]-fluorodeoxyglucose (FDG) positron emis-
sion tomography/computed tomography (PET/CT) scan was 
performed during prednisolone- free remission in two subjects 
(figure 1B). These follow- up scans showed markedly lower FDG 
uptake scores when compared with the previously reported scans 
obtained at the diagnosis of ICI- PMR.5 Thus, the FDG- PET/CT 
scan confirmed that the ICI- PMR had subsided in both patients.

In conclusion, ICI- PMR may require lower doses of predniso-
lone than recommended by clinical guidelines for regular PMR.4 
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Figure 1 Treatment and long- term outcomes of patients with ICI- 
PMR. (A) Overview of immune checkpoint inhibitor (ICI) infusions, 
prednisolone doses and use of additional therapies in three patients 
with the longest follow- up. In patient 1, prednisolone doses were 
increased due to ICI- PMR rather than the autoimmune colitis. The 
dashed line indicates the time point at which ICI- PMR was diagnosed. 
The grey box depicts the period during which symptoms of ICI- PMR 
were already present. (B) FDG uptake at the shoulders, sternoclavicular 
(SC) joints, cervical (C) and lumbar (L) interspinous bursae, hip joints, 
hip trochanters and ischial tuberosities in two patients reaching 
prednisolone- free remission. Grading: 0, no uptake; 1, uptake lower 
than liver; 2, uptake equal to liver; 3, uptake higher than liver.7 For 
comparison, the previously reported FDG uptake scores at diagnosis of 
ICI- PMR are also shown.5 Dx, diagnosis; FDG, [18F]-fluorodeoxyglucose; 
ICI, immune checkpoint inhibitor; IFX, infliximab (for autoimmune 
colitis); INJ, injection of shoulder (for ICI- PMR); NSAID, nonsteroidal 
anti- inflammatory drug; PET, positron emission tomography; PMR, 
polymyalgia rheumatica; VED, vedolizumab (for autoimmune colitis).
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If systemic glucocorticoids are needed, a starting dose of 5–7.5 mg 
prednisolone per day might be sufficient in a substantial part 
of patients. Prompt response evaluation will identify patients in 
which the treatment should be stepped up. This approach will 
limit the use of prednisolone doses that might possibly compro-
mise the efficacy of ICI therapy. As recently proposed by others,6 
ICI therapy should not necessarily be discontinued in patients 
with ICI- PMR.
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