Polymyalgia rheumatica can recur years after
discontinuation of corticosteroid therapy
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ABSTRACT

Objective. To describe disease recur-
rence in polymyalgia rheumatica.
Methods. I present 12 patients with
recurring PMR from a single clinical
practice with long-term clinical follow-
up (mean 14.3 years).

Results. Despite a disease-free interval
off corticosteroids of 2 years or longer,
these patients experienced 1 overt re-
currence (or more) of PMR.
Conclusion. The course of PMR is not
uniformly monophasic, and patient and
physician should remain alert to the
possibility of recurring disease.

Introduction

Although relapses of polymyalgia rheu-
matica (PMR) are well recognized (1-
3), overt recurrences of this disease have
been but rarely acknowledged. (Relapse
is herewith defined as increased disease
activity, including worsened symptoms
and rises in the acute phase reactants,
occurring the face of ongoing treatment;
recurrence is defined as renewed dis-
ease activity after complete cessation of
treatment.) This report descibes 12 pa-
tients who experienced recurrences of
PMR 2 years or more after discontinua-
tion of corticosteroid (CS) therapy.

Patients and methods

Twelve patients with recurrences of
PMR are reported from my clinical
practice of 30 years, all of whom had
been off treatment for this disease for
at least 2 years. Eight patients were
female, 4 were male, extending in age
from 53 to 78 years (mean 64.1 years)
at the time of initial diagnosis. Formal
criteria for the diagnosis of PMR have
not yet been codified (4); in this report
the diagnosis of PMR is based on the
Healey criteria (5). Nine patients had
PMR per the classic Healey criteria at
the time both of initial diagnosis and of
subsequent recurrence; 3 patients who
fulfilled these criteria but who present-
ed with erythrocyte sedimentation rates
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(ESRs) less than 40 mm/h are also in-
cluded (6). The ESRs of the 9 patients
presenting with ESRs >40 mm/h ranged
from 43 to 150 (mean 85 mm/h). The
ESRs of the 3 patients with initial val-
ues <40 mm/hour ranged from 21 and
32. The period of follow-up covered
7.3 to 25.1 years (mean 14.3 years).

Results

The CS dose to achieve remission — de-
fined as the absence of morning stiff-
ness, painless range of motion at the
shoulders and hips, and normalization
of the ESR — was 10 to 15 mg of pred-
nisone per day (mean 12.5 mg). Once
remission was achieved, CS therapy
was slowly tapered, usually by monthly
decrements of 1 mg. The duration of
initial CS therapy lasted 1.0 to 11.2
years (mean 3.4 years). At the time of
discontinuation of CS all patients were
asymptomatic, with a range of ESRs
from 4 to 29 (mean 19).

The duration between cessation of CS
therapy and its resumption for recur-
rence of disease was 2.0 to 14.7 years
(mean 6.1 years). ESRs at the time of
recurrence ranged from 6 to 82 (mean
52 mm/h). The mean CS dose to achieve
remission for recurrences was 10 to 15
mg per day (mean 12.5 mg).

During the period of follow-up, no pa-
tient was positive for rheumatoid factor,
and none evolved erosive disease. One
patient developed biopsy-proved giant
cell arteritis. One patient had peripheral
arthritis with pitting edema (so-called
“RS3PE syndrome”) at the time of dis-
ease recurrence. Four of 12 patients had
1 or 2 additional instances of recurring
PMR.

At present, 7/12 patients remain off treat-
ment, 4/12 are still on low dose CS thera-
py. and 1 has been lost to follow-up.

Discussion

An early study of PMR found a median
duration of disease of but 11 months
(7), thus requiring the relatively brief
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deployment of CS for management.
Subsequent studies, however, sug-
gested a more heterogeneous course,
necessitating longer term CS use. The
Geisinger Clinic in central Pennsylva-
nia, for example, described a median
duration of some CS therapy in the
treatment of PMR of 37 months (8).
Kyle and Hazelman in England (9) and
Myklebust and Gran in Norway (10)
found that a quarter of patients with
PMR were still taking steroids after 2
years. Cimmino recently reported that
a third of patients required CS treat-
ment for more than 6 years (11).

The need for continued steroid use in a
sizeable portion of patients with PMR
has generated further studies aimed at
identifying factors that could predict the
occurrence of relapse — i.e. increased
disease activity during treatment in turn
prompting higher and more protracted
steroid doses. Such clinical factors
have included female sex (12), the co-
existence of giant cell arteritis (13), the
speed of CS taper (3), persisting eleva-
tions of such acute phase reactants as
C-reactive protein and interleukin (IL)-
6 (14), and increased levels of soluble
IL-6 receptor at disease onset (15). Pro-
posed pathophysiologic mechanisms
contributing to an increased frequency
of relapse have included the presence
of the HLA-DRB1*04 allele (2) and
genetic polymorphisms of IL-6 promo-
tor (16) and of intercellular adhesion
molecule-1 (17).

These studies all focused on the issue
of relapse of PMR, with only passing
allusions to the issue of overt disease
recurrence - i.e. explicit recrudescence
of disease activity after termination of
treatment. The current report describes
such recurrences of PMR in a dozen
patients who had been off CS for a me-
dian of 6.1 years. Their demographics,
clinical presentations, and responses
to steroids were typical for PMR, both
at initial evaluation and at subsequent
recurrence(s). The singular strength
of this presentation is its long dura-
tion of follow-up (spanning 7.3 to 25
years, mean 14.3 years) — the longest
reported period of follow-up of patients
with PMR — which has allowed for an
extended observation of the course of
this disease and its treatment, and thus

appreciation of the potential for disease
recurrence. Indeed, during this pro-
longed follow-up, 4 of the 12 patients
described in fact had more than 1 re-
currence (3 patients with 2 recurrences
and 1 with 3 recurrences). No patients
manifested stigmata of other systemic
rheumatic disease during follow-up,
especially rheumatoid arthritis, either
serologically or radiographically.

Was the PMR in true remission during
this time, or could there instead have
been smoldering, subclinical disease
activity? Levels IL-6 (known to remain
elevated in some patients in the face of
long-term treatment with CS) and of
CRP have been suggested as more accu-
rate indices of disease activity in PMR
(3, 14, 18), but were not measured, so
smoldering disease cannot be ruled out.
But these patients were solidly in clini-
cal remission — asymptomatic, off ster-
oids, with normal ESRs — and by insist-
ing on a steroid-free hiatus of 2 years
in the definition of “recurrence”, I have
tried to insure separation from PMR
patients with mere relapsing disease.
Why PMR is polyphasic in some pa-
tients is unclear. There were no unusual
clinical features in the patients described
here in terms of their demographics,
presentation, and response to treatment.
The doses of CS were normative, and
the subsequent taper was gradual. The
phenomenon of recurrence was seen in
patients whose initial presentations in-
volved both elevated and normal ESRs.
Laboratory features that could poten-
tially identify risk factors for recurrence
and help differentiate patients with a
polyphasic course — such as pro-inflam-
matory cytokine levels (14, 15), genetic
background (2), and gene-gene interac-
tions (16, 17) — were not investigated.

I do not have specific figures for the in-
cidence of disease recurrence in PMR,
but it is uncommonly referenced in
the literature. In an older series from
1983, Behn reported recurrence in 19
of 36 patients with PMR, most within
12 months of cessation of CS, and rec-
ommended that patients be “followed
up for at least 2 years after corticos-
teroid withdrawal” (19). In Gonzalez-
Gay’s more recent 1999 series of 185
patients with PMR, 7 patients (6.4%)
were said to have “had a flare of PMR
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after at least 12 months” off CS thera-
py, though these patients were not fur-
ther characterized clinically (2).
Clinical experience with PMR has sug-
gested 2 subsets of patients, one with
generally mild disease, for which 1-2
years of CS treatment suffices, and an-
other with more protracted, often re-
lapsing disease, for which several years
of such treatment is required (20). This
report suggests that there is another
clinical subset of patients with PMR —
that of disease recurring years after CS
have been discontinued. Awareness of
this possibility should be maintained
by both patient and physician.
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