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Severe polymyalgia- like symptoms secondary to 
anti- PD1 therapy successfully managed without 
discontinuing checkpoint inhibitor

After reading the article from Braaten et al,1 we reinforce our 
idea that suspending checkpoint inhibitors (CPI) due to muscu-
loskeletal symptoms, even if severe, may not always be a good 
alternative, since in addition to losing an option in the treat-
ment of cancer we do not know if the symptoms will actually 
resolve with treatment interruption. Here we present a patient 
who developed severe polymyalgia rheumatic- like (PMR) 
symptoms 7 months after initiation of nivolumab for metastatic 
melanoma. Since it was a grade 3 immune- related adverse event 
according to the guidelines published in the Journal of Clin-
ical Oncology,2 the oncologist initiated high- dose prednisone 
and opioids, considered interrupting the CPI, and requested 
rheumatology evaluation. After a shared discussion between 
the two specialties and the patient, considering his good life 
expectancy as well as the good tumour response to the drug, 
we decided to start methotrexate 15 mg weekly without stop-
ping the anti- programmed cell death protein 1 (PD1) therapy. 
Weeks after, the patient evolved with a significant improve-
ment in symptoms, successfully weaning off prednisone and 
stopping nivolumab 12 months later, without identifying any 
clinically significant drug interactions. Unfortunately, corrobo-
rating Braaten et al’s paper,1 PMR- like symptoms persisted in 
the patient, still demanding methotrexate 2 years after stopping 
the CPI.

This case illustrates a different approach from what is usually 
recommended by recent guidelines.2 3 Although several adverse 
rheumatological effects have already been described (eg, aggra-
vation of degenerative conditions, drug- induced lupus, vasculitis 
and so on),4 with regard to musculoskeletal manifestations, the 
guidelines suggest that for severe PMR- like symptoms (eg, grades 
3–4) immunotherapy should be suspended.2 Since we consider 
that this behaviour may not be the best for most patients with 
PMR- like or inflammatory arthritis, we wonder: should we stop 
the pain or stop the cancer5?

The authors believe that a good rheumatologist–oncologist 
relationship is essential before deciding to discontinue the CPI 
which has been fulfilling its role.5 We suggest that, as a rule, 
non- life- threatening symptoms such as joint pain are not enough 
for the oncologist to suspend immunotherapy, and it is up to 
us to keep patients comfortable with the CPI, while ensuring 
them good quality of life. The rationale for this lies in the widely 
known safety of conventional disease- modifying antirheumatic 
drugs (DMARD) (eg, methotrexate, sulfasalazine and hydroxy-
chloroquine) in the doses practised by the rheumatologist; in a 
faster weaning of prednisone, minimising its undesired effects; 
and that stopping CPI therapy due to articular pain will not 

necessarily cease the rheumatic symptoms, but may carry the risk 
of cancer advancing.6

Thus, the individualisation of treatment is crucial, and until 
there are more studies concomitant use of CPI therapy with 
conventional DMARDs should be chased. It is possible to stop 
pain and cancer,7 and seeking this balance in real life is much 
more than following protocols and guidelines.
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