What could a new disease activity
score for polymyalgia rheumatica

do better?

Burkhard F. Leeb

In their Review on monitoring and long-
term management of giant cell arteritis
(GCA) and polymyalgia rheumatica (PMR)
(Camellino, D., Matteson, E. L., Buttgereit, F.
& Dejaco, C. Monitoring and long-term
management of giant cell arteritis and poly-
myalgia rheumatica. Nat. Rev. Rheumatol. 16,
481-495 (2020))', Camellino et al. considered
the need for a new disease activity score for
PMR, concluding that the established Poly-
myalgia Rheumatica Activity Score (PMR-AS)
is seldom used in clinical practice or in clinical
trials. To date, the publication in which the
PMR-AS was first proposed” has been cited
138 times according to Google Scholar, 13 of
which were in 2020, which gives testimony
to its acceptance and implementation in
scientific rheumatology.

The PMR-AS was originally derived from
the EULAR response criteria for PMR®.
Pain was recognized as such an important
feature that it was chosen as the only param-
eter that had to decrease obligatorily in the
PMR-AS, whereas at least three of the other
four features, namely the physician’s global
assessment (PGA), C-reactive protein (CRP)
level or erythrocyte sedimentation rate (ESR),
upper limb elevation and morning stiffness,
had to improve.

On the basis of an OMERACT study group
publication® from 2017, Camellino et al.
proposed that systemic inflammation detec-
ted by laboratory tests, physical function, pain
and stiffness should be included in a new
score for PMR monitoring'. This statement
might surprise rheumatologists, as the indi-
vidual components of the PMR-AS already
cover all those domains.

Either a CRP level or an ESR can be used to
calculate the PMR-AS, both of which are the
acute-phase reactant tests predominantly used
in clinical practice. One can debate whether
upper limb elevation is the best measure of
functionality, however, it is a cardinal symp-
tom of PMR, and morning stiffness clearly
covers the stiffness parameter. Of course, a
discussion of how important the PGA is for
a score’s reliability is justified. However, other
widely used scores include the PGA, which
is often designated as the counterbalance
to patient-related parameters™®.

Cronbach’s alpha (a measure of reliability)
for the PMR-AS was between 0.91 and 0.88
in two patient cohorts (>0.7 indicates high
reliability), and factorial analysis showed
that all five single parameters contribute
considerably to the overall result, with pain
and PGA exerting the greatest influence’.

The PMR-AS has been applied in several
studies”® and comprises all the parameters
proposed by Camellino et al.': why then should
this score not be used for monitoring PMR
in clinical practice or in clinical trials, or
even be used as a surrogate for remission’?
What should a new score be capable of that
the PMR-AS is not? Using other parameters
for function and stiffness, or leaving out the
PGA, might change something, but pain and
acute-phase reactants are not interchangeable
and, ultimately, a new score must achieve the
high internal consistency of the PMR-AS.
Would developing a new score not be like the
reinvention of the wheel?
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Reply to: What could a new disease
activity score for polymyalgia
rheumatica do better?

Dario Camellino

We thank Prof. Leeb for his interest in
our Review (Camellino, D., Matteson, E. L.,
Buttgereit, F. & Dejaco, C. Monitoring and
long-term management of giant cell arteri-
tis and polymyalgia rheumatica. Nat. Rev.
Rheumatol. 16, 481-495 (2020))' and for
his comments (Leeb, B. F. What could a
new disease activity score for polymyalgia
rheumatica do better? Nat. Rev. Rheumatol.
https://doi.org/10.1038/s41584-020-00550-6
(2020))°. As he points out, the Polymyalgia
Rheumatica Activity Score (PMR-AS) is cur-
rently the only validated score for monitoring
disease activity in patients with PMR’. Score
calculation is straightforward, incorporating

, Eric L. Matteson, Frank Buttgereit

and Christian Dejaco

standard clinical data that captures disease
features (including pain, stiffness, elevation
of the upper limbs, physician’s global assess-
ment and inflammatory indexes) relevant for
the evaluation of a patient with PMR.
Despite these advantages, the PMR-AS
does not seem to be widely used. On 17 October
2020, we carried out a search of studies in
patients with PMR through the Clinicaltrials.
gov database. Among 105 studies retrieved,
seven trials explicitly included the PMR-AS
among their outcomes. We also analysed
the publications included in the 2015 ACR-
EULAR recommendations for the manage-
ment of PMR*. Among the nine studies on
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interventions published after 2004 (the year
the PMR-AS was published), only one trial
reported using the score®. Similarly, a 2020
systematic review from an OMERACT special
interest group® identified 13 studies using the
PMR-AS out of a total of 46.

The value of a clinical index is not defined
by the number of its users. It is well recog-
nized that composite scores, which are the
pillars of treat-to-target strategies in rheuma-
toid arthritis, are often overlooked in clinical
practice owing to time constraints or to the
belief that the overall impression of the physi-
cian could be sufficient to assess the patient’s
state comprehensively’.

The aim of the OMERACT initiative is to
develop core sets of measures for the evalu-
ation of patients with rheumatic diseases®.
In 2017, laboratory indexes, pain, stiffness and
physical function were selected as candidates
for the inner core of domains that should
be present in every clinical trial in PMR’.
However, high-quality evidence was not avail-
able for any of the instruments currently used
to measure these domains®. Physical func-
tion is one of the most critical domains for
patients, but the sole assessment of upper limb
elevation seems insufficient to fully describe
the impairment of physical function®. In a sur-
vey of 78 patients with PMR, the experience of
stiffness and the effect of fatigue were identi-
fied as themes not adequately captured by the
candidate instruments, suggesting the need

for new patient-reported outcome measures'’.
PMR is a multifaceted disease, in which dif-
ferent pathophysiological manifestations can
co-exist and have different clinical effects
on patients. Moreover, the objective evalu-
ation of the patient’s status might be further
complicated by pre-existing conditions or by
glucocorticoid-related adverse effects.

The PMR-AS is the first, and currently
the only, instrument to monitor disease in
patients with PMR. That notwithstanding,
there is still a long road ahead before we have a
comprehensive tool that can be used to objec-
tively assess disease activity and that embraces
patients’ experiences.
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