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Introduction

Polymyalgia rheumatica (PMR) is one of the most
common inflammatory rheumatic disease affecting
the elderly [1]. Up to 20% of patients with PMR may de-
velop giant cell arteritis (GCA), a primary granulomatous
vasculitis affecting the aorta and its branches. The asso-
ciation of PMR with GCA, also known as “Horton’s dis-
ease”, has therapeutic and prognostic consequences [2].

The possibility that isolated PMR can be a paraneo-
plastic syndrome has long been debated with conflicting
viewpoints. Some points should be pondered.

The importance of the diagnostic context

Polymyalgia rheumatica diagnosis is essentially
clinical in the absence of a gold standard diagnostic
text. Although studies from institutional databas-
es typically include a large case series, diagnoses of
the various diseases are based on coding and not al-
ways confirmed by individual medical record reviews.
Therefore, registry-based studies may be at the risk
of misdiagnosis/misclassification. On the other hand,
cohort studies have much less data. Nonetheless, they
can have higher diagnostic or classification accuracy,
because these patients are carefully chosen to answer
a specific research question. Finally, cohort-studies
performed on hospitalized patients could favour an in-
clusion bias because it is uncommon for a patient with
typical PMR to be hospitalized [3, 4].

In addition, PMR should always be separated
from Horton’s disease. Indeed, GCA has a neoplas-
tic risk in itself [5], and assessing these patients to-
gether leads to methodological bias [6-8]. Some
researchers have proposed that PMR and GCA be

viewed as two sides of the same disease. A recent
systematic review and meta-analysis of individu-
al patient data concluded that only about a quarter
of patients with PMR may have subclinical GCA [9].
This means that about three-quarters of patients with
PMR do not have a subclinical GCA.

How long does it take for polymyalgia
rheumatica to be considered
a paraneoplastic condition?

A review published in 2018 found some evidence of
a short-term association (i.e. between 6 and 12 months
after diagnosis of PMR) between PMR and cancer.
The authors suggested focussing on identifying PMR
patients who are most likely to develop a cancer in
the short-term [10]. On the other hand, other research-
ers proposed that the minimum observation time should
not be < 24 months [11]. Choosing the duration of the fol-
low-up period for linking PMR to cancer is important in
order to avoid arbitrary criteria.

The paraneoplastic meaning

of remitting seronegative symmetrical
synovitis with pitting oedema syndrome
in patients with isolated polymyalgia
rheumatica

Remitting seronegative symmetrical synovitis with
pitting oedema (RS3PE) is an elderly-onset rheumatic
condition, described for the first time by McCarty et
al.in 1985, characterized by bilateral and symmetric te-
nosynovitis of extensor tendons at the wrist and (less
frequently) feet. The only case in which the clinical
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manifestations are unilateral or asymmetric is when
the limb is paretic.

In its benign expression, RS3PE responds quick-
ly to low glucocorticosteroid (GC) dosages, and its
relapse is uncommon. Serum levels of the vascular
endothelial growth factor (VEGF), a cytokine able to
increase vascular dilatation and permeability, are
reported to be significantly higher in these patients
than in controls. These levels decrease and normalize
after treatment with GCs. The importance of VEGF in
the neoplastic process could explain the paraneoplas-
tic meaning that some researchers attribute to RS3PE
syndrome.

Remitting seronegative symmetrical synovitis with
pitting oedema can be a precursor of cancer in elderly
patients with rheumatic diseases in up to 20% of cases
[12], and no more than 10% of patients with PMR have
RS3PE as an accompanying or an initial manifestation
[13]. Thus, the presence of this syndrome in patients
with PMR is uncommon, but when it does occur, the risk
for underlying cancer is high [14].

Fast track approaches for polymyalgia
rheumatica patients suspected of cancer

A confirmed positive association between PMR and
cancer would imply that increased cancer screening in
this population would be beneficial. Simple screening
tests such as a chest X-ray, a prostate-specific antigen
(PSA) or an ultrasound abdominal assessment may be
warranted as part of the diagnostic work-up of PMR.

Fast-track approaches have shown significant re-
ductions in mortality, morbidity, and financial costs for
patients in medical specialities. A fast-track clinic (FTC)
for PMR patients suspected of cancer might be useful.
The absence of prolonged morning stiffness, non-re-
sponse to GCs and/or absence of suggestive PMR
imaging findings and significant unexplained weight
loss could identify patients who should be referred to
a FTC-PMR.

As already discussed, the feasibility of this work-
ing-hypothesis depends mainly on the resources of
the national health systems and of the territorial health
districts, which are heterogeneously limited. Its utility
depends on a close collaboration with the general prac-
titioner who is the first clinician to visit the patient with
suspected PMR [15].

Conclusions

The association of PMR with cancer has some points
to ponder and clarify. A more rigorous and homogeneous
methodological approach is crucial. A fast-track clinic for
PMR patients suspected of cancer could be useful.
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Engagement and training of primary healthcare
providers are highly recommended to accelerate PMR
diagnosis and early detection of associated neoplastic
sequelae.
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