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Abstract: Polymyalgia rheumatica (PMR) is an inflammatory disorder characterized by pain and
stiffness in the shoulders, hips, and proximal limbs; it usually affects elderly patients. The effective-
ness of methotrexate and tocilizumab in PMR treatment has not been extensively studied. Thus, we
aimed to assess the steroid-sparing effect of tocilizumab and methotrexate in PMR in clinical practice.
Consecutive patients with PMR in our hospitals, who were included in our retrospective cohort, were
reviewed between 2005 and 2015 and divided into the following groups according to their treatments:
prednisolone or none (prednisolone group), methotrexate ± prednisolone (methotrexate group), or
tocilizumab ± prednisolone (tocilizumab group). The prednisolone dose at the last follow-up was
compared. A total of 227 patients with an average age of 74 years were enrolled. No difference
in baseline characteristics was found among the three groups. The prednisolone dose at the last
follow-up was lower (0 vs. 3.0 vs. 3.5 mg/day, p < 0.001) and the prednisolone discontinuation rate
was higher (80.0% vs. 28.3% vs. 18.8%, p < 0.0001) in the tocilizumab group than in the prednisolone
and methotrexate groups. This study suggested that tocilizumab has a steroid-sparing effect in PMR.
Tocilizumab can be an option in the management of PMR. Future studies are warranted to confirm
our findings.
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1. Introduction

Polymyalgia rheumatica (PMR) is an inflammatory disorder characterized by severe
pain and stiffness in the shoulders, hips, and proximal limbs; PMR usually affects elderly
patients [1,2]. Despite acute and severe symptoms and laboratory systemic inflammation,
low-to-moderate dose of systemic glucocorticoid therapy is quite effective [3,4].

Many patients (20–55%), however, will relapse during the disease course along with
glucocorticoid tapering [1]. Long-term glucocorticoid use induces many adverse events,
such as infection, diabetes mellitus, and osteoporosis, especially in elderly patients [5];
therefore, various immunosuppressive agents have been used to reduce the glucocorti-
coid dose. Methotrexate has been shown to be associated with shorter prednisone treat-
ment duration and has steroid-sparing effects, but its effectiveness is controversial [6–8].
Tocilizumab, a monoclonal antibody to interleukin-6 receptor (IL-6R), is another treatment
for PMR; recently, there have been promising studies on the cytokine profiles in PMR and
the pilot use of tocilizumab in patients with PMR [9,10]. Tocilizumab reduces inflammation
markers [11] and imaging findings [12] in PMR, and there are reports of its therapeutic [13]
or steroid-sparing effects in PMR [14]. However, little is known about the effectiveness of
methotrexate and tocilizumab in real-world setting, especially with a tapering steroid dose.
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Therefore, this study aimed to assess the steroid-sparing effect of tocilizumab and
methotrexate in PMR in clinical practice.

2. Materials and Methods

Patients with PMR who met the 2012 European League Against Rheumatism/American
College of Rheumatology classification criteria [15] and had newly initiated glucocorticoid
therapy between 2005 and 2015 at Keio University Hospital or National Tokyo Medical
Center were retrospectively reviewed. Patients with (1) a final diagnosis of PMR at the
time of their last visit, and (2) a treatment duration of more than six months in the hospital,
were included. Patients with giant cell arteritis who met the 1990 American College of
Rheumatology classification criteria [16], and those receiving concomitant methotrexate and
tocilizumab, were excluded from the study. Our study was approved by the institutional
review boards of the participating institutions (the approval numbers of Keio University
Hospital and National Tokyo Medical Center were 20130404 and R14-007, respectively),
and the requirement of patients’ written informed consent was waived according to the
regulations in Japan.

The patients were divided into three groups according to the medication received at
the last visit: prednisolone or none (prednisolone group), methotrexate ± prednisolone
(methotrexate group), or tocilizumab ± prednisolone (tocilizumab group).

The primary outcome was the median prednisolone dose at the last follow-up. The
secondary outcomes were the prednisolone discontinuation rate at the last visit, factors
associated with prednisolone discontinuation, adverse events and comorbidities, and
relapse. Continuous variables were compared using the Wilcoxon rank-sum test, and the
proportion rates were compared using Fisher’s exact test. A two-sided p-value < 0.05
indicated statistical significance. JMP® 14.3 (SAS Institute Inc., Cary, NC, USA) was used
for all analyses. We used the last observation carried forward approach for imputing
missing values in our study.

3. Results
3.1. Patients’ Characteristics

A total of 227 patients with PMR were identified. After excluding three patients who
had been irresponsive to methotrexate and treated with tocilizumab add-on, 224 were in-
cluded (prednisolone group (N = 177), methotrexate group (N = 32), and tocilizumab group
(N = 15)). All the excluded three patients with concomitant methotrexate and tocilizumab
could discontinue prednisolone. Two patients who had discontinued methotrexate because
of nausea or pneumonia were included in the prednisolone group. Four patients who had
switched from methotrexate to tocilizumab because of the ineffectiveness of methotrexate
were included in the tocilizumab group. No patient discontinued tocilizumab. Rheumatoid
factor was positive in 4.4% of patients with PMR. Anti-citrullinated peptide antibody was
positive in 2.2% of patients with PMR.

Sex, age, body weight, and C-reactive protein (CRP) levels at PMR diagnosis were
comparable among the three groups (Table 1). Prednisolone was initiated at a lower dose in
the prednisolone group than in the other groups (15.0 (interquartile range, IQR: 10.0–15.0)
vs. 15.0 (15.0–20.0) vs. 15.0 (15.0–20.0)). At the initiation of methotrexate or tocilizumab,
the median age of patients was 76.4 years in both groups, the duration from diagnosis of
PMR to the start of methotrexate and tocilizumab was 8.9 and 21.3 months, the CRP level
was 0.75 and 0.86 mg/dL, and the prednisolone dose was 8.5 and 7.0 mg/day, respectively.
The median dose of methotrexate was 8.0 mg/week, and tocilizumab was administered
intravenously at a dose of 8 mg/kg every 4 weeks. The durations of methotrexate and
tocilizumab use at the last visit were 26.6 and 21.0 months, respectively.

The correlations between age, body weight, CRP levels, and prednisolone dose at
diagnosis are shown in Figure 1. Older patients had lower body weight, higher levels of
CRP at diagnosis, and lower initial dose of prednisolone. Patients with higher levels of



J. Clin. Med. 2021, 10, 2948 3 of 8

CRP at diagnosis were administered a higher dose of initial prednisolone (p < 0.00001;
rho = 0.314), regardless of their body weight.

Table 1. Characteristics of the patients in the three groups.

Prednisolone
Group

(N = 177)

Methotrexate
Group

(N = 32)

Tocilizumab
Group

(N = 15)

p-Values

PSL vs. MTX PSL vs. TCZ MTX vs. TCZ

At diagnosis

Women, N (%) 130 (73.5) 25 (78.1) 11 (73.3) 0.57 0.99 0.53
Age, year 74.1 (67.5–79.5) 74.4 (64.0–79.7) 74.7 (66.0–83.5) 0.71 0.71 0.40

Body weight, kg 52.4 (47.0–59.2) 54.0 (44.3–59.2) 52.0 (42.5–60.7) 0.91 0.80 0.99
CRP, mg/dL 4.58 (2.30–8.31) 6.40 (3.60–10.46) 6.90 (3.35–10.33) 0.07 0.24 1.00

PSL dose, mg/day 15.0 (10.0–15.0) 15.0 (15.0–20.0) 15.0 (15.0–20.0) 0.02 * 0.06 0.90

At the initiation of the
combination therapy

Age, year – 76.4 (68.1–81.9) 76.4 (67.4–84.8) – – 0.78
Disease duration, month – 8.9 (3.6–41.7) 21.3 (3.6–35.8) – – 0.91

CRP, mg/dL – 0.75 (0.20–1.71) 0.86 (0.10–1.24) – – 0.91
PSL dose, mg/day – 8.5 (6.3–10.0) 7.0 (5.0–8.0) – – 0.08

At the last follow-up

Disease duration, month 63.1 (25.0–111) 42.1 (20.5–88.8) 47.0 (24.0–59.4) 0.23 0.07 0.59
Combination therapy

duration, month – 26.6 (11.9–44.3) 21.0 (15.0–31.0) – – 0.59

Discontinuation of PSL, N (%) 49 (27.7) 6 (18.8) 12 (80.0) 0.38 <0.0001 * <0.0001 *
PSL dose, mg/day 3.0 (0–5.0) 3.5 (1.6–6.0) 0 (0–0) 0.16 <0.001 * <0.001 *

Data are presented as numbers (%) or median (IQR). An asterisk shows statistical significance (p < 0.05). CRP, C-reactive protein; IQR,
interquartile range; PSL, prednisolone; MTX, methotrexate; TCZ, tocilizumab. Data of the initial prednisolone dose at the time of diagnosis
were available in 208 patients.
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Figure 1. Correlations between the variables of age, body weight, CRP levels, and prednisolone dose
at diagnosis (N = 224). Asterisks show statistical significance (p < 0.05). CRP, C-reactive protein.
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3.2. Prednisolone Dose at the Last Visit

The prednisolone dose at the last visit was significantly higher in the prednisolone and
methotrexate groups than in the tocilizumab group (3.0 vs. 3.5 vs. 0.0 mg/day, p < 0.0001,
Table 1). A significantly lesser proportion of patients could discontinue prednisolone in the
prednisolone and methotrexate groups than in the tocilizumab group (18.8% vs. 27.7% vs.
80.0%, p < 0.0001, Table 1).

3.3. Factors Associated with Prednisolone Discontinuation

Comparison of baseline characteristics and treatment regimens between patients who
discontinued prednisolone and those who did not revealed that patients with prednisolone
discontinuation had lower levels of CRP at diagnosis (p = 0.056) and had a lower initial
dose of prednisolone (p = 0.048) (Table 2). Univariate and multivariate logistic regression
analyses showed that initial prednisolone dose (p = 0.034) and tocilizumab use (p < 0.0001)
were independent factors for discontinuation of prednisolone at the last visit (Table 3).
When we focused on the prednisolone group, the analysis revealed that discontinuation
of prednisolone at the last visit was associated with lower levels of CRP at diagnosis
(p = 0.099) and lower initial dose of prednisolone (p = 0.040) (Table 4).

Table 2. Patient characteristics stratified according to prednisolone discontinuation at the last visit.

Prednisolone Discontinuation at the Last Visit
p-Value

(+) N = 67 (−) N = 157

Women, N (%) 47 (70.1) 119 (75.8) 0.407

Age at diagnosis, year 74.2 (66.3–80.4) 74.4 (66.9–79.6) 0.874

Body weight at diagnosis, kg 51.9 (45.1–60.0) 53.0 (47.0–59.0) 0.815

CRP at diagnosis, mg/dL 3.93 (2.23–7.35) 5.55 (3–9.14) 0.056

Initial prednisolone dose, mg/day 15.0 (10.0–15.0) 15.0 (10.0–15.0) 0.048 *

Prednisolone dose at the last visit, mg/day 0 4 (2.75–6) <0.0001 *

Treatment group, N (%)
Prednisolone 49 (73.1)
Methotrexate 6 (9.0)

Tocilizumab 12 (17.9)

Prednisolone 128 (81.5)
Methotrexate 26 (16.6)

Tocilizumab 3 (1.9)
<0.0001 *

Observation period, months 56.1 (27.0–83.8) 59.2 (22.8–113.8) 0.479

Data are presented as numbers (%) or median (IQR). An asterisk shows statistical significance (p < 0.05). CRP, C-reactive protein; IQR,
interquartile range. Mean (standard deviation) of the initial prednisolone dose in the prednisolone discontinuation (+) group and (−) group
was 13.2 (3.85) and 14.9 (5.84) mg/day, respectively.

Table 3. Univariate and multivariate logistic regression analyses of factors for discontinuation of prednisolone at the
last visit.

Univariate Analysis Multivariate Analysis

OR (95% CI) p OR (95% CI) p

Sex (female/male) 0.7504 (0.3989–1.4367) 0.381
Age at diagnosis, years 0.9948 (0.9634–1.0277) 0.753

Body weight at diagnosis, kg 0.9961 (0.9633–1.0296) 0.816
CRP at diagnosis, mg/dL 0.9433 (0.8784–1.0062) 0.077 0.9529 (0.9921–1.0293) 0.221

Initial prednisolone dose, mg/day 0.9348 (0.8772–0.9962) 0.028 * 0.9080 (0.8409–0.9805) 0.034 *
Disease duration at last visit, month 0.9982 (0.9920–1.0019) 0.248

Tocilizumab use 11.200 (3.4081–50.500) <0.0001 * 15.490 (3.1472–76.243) <0.0001 *
Methotrexate use 0.4956 (0.1772–1.1938) 0.122

Baseline factors with p-values < 0.1 in the univariate analysis were entered into the multivariate analysis. Asterisks (*) indicate p < 0.05 by
the likelihood ratio test. CI, confidence interval; CRP, C-reactive protein; OR, odds ratio.
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Table 4. Patient characteristics in the prednisolone group stratified according to prednisolone discontinuation at the
last visit.

Prednisolone Discontinuation at the Last Visit
p-Value

(+) N = 49 (−) N = 128

Women, N (%) 33 (67.4) 97 (75.8) 0.260
Age at diagnosis, year 73.0 (67.5–78.0) 74.4 (67.3–79.7) 0.529

Body weight at diagnosis, kg 51.6 (46.7–60.1) 52.7 (47.0–57.6) 0.941
CRP at diagnosis, mg/dL 3.76 (2.25–6.92) 5.15 (2.40–8.80) 0.099

Initial prednisolone dose, mg/day 10.0 (10.0–15.0) 15.0 (10.0–15.0) 0.040 *
Prednisolone dose at the last visit, mg/day 0 4 (2.5–6) <0.0001 *
Disease duration at the last visit, months 61.0 (25.0–95.6) 63.1 (25.0–117.8) 0.521

Data are presented as numbers (%) or median (IQR). Asterisks show statistical significance (p < 0.05). CRP, C-reactive protein; IQR,
interquartile range. Mean (standard deviation) of the initial prednisolone dose in the prednisolone discontinuation (+) group and (−) group
was 12.6 (3.45) and 14.5 (5.71) mg/day, respectively.

Then, we classified the patients by baseline CRP levels and initial prednisolone
dose and evaluated the prednisolone discontinuation rates. In patients with CRP lev-
els ≤5 mg/dL at the time of diagnosis, prednisolone discontinuation rates at the last visit
were 83.3% in the tocilizumab group, 34.0% in the prednisolone group, and 33.3% in the
methotrexate group. In patients with CRP levels >5 mg/dL at the time of diagnosis, while
prednisolone discontinuation rates at the last visit were equally high in the tocilizumab
group (77.9%), those in the prednisolone and methotrexate groups were very low (19.5%
and 5.9%, respectively) (Table 5A). Similar results were observed when patients were
categorized by initial prednisolone dose (Table 5B).

Table 5. Prednisolone discontinuation rates at the last visit when patients were divided (A) by the CRP levels at diagnosis
and (B) by initial prednisolone dose.

(A) Prednisolone Discontinuation Rates in Patients with CRP Levels of >5 or ≤5 mg/dL at the Time of Diagnosis

CRP Levels
Prednisolone

Group
Methotrexate

Group
Tocilizumab

Group

p-Values

Prednisolone vs.
Methotrexate

Prednisolone vs.
Tocilizumab

Methotrexate vs.
Tocilizumab

>5 mg/dL (N = 103), N (%) 15 (19.5) 1 (5.9) 7 (77.9) 0.288 0.001 * <0.0001 *
≤5 mg/dL (N = 121), N (%) 34 (34.0) 5 (33.3) 5 (83.3) 1.000 0.025 * 0.063

(B) Prednisolone Discontinuation Rates in the Patients with Initial Prednisolone Dose of ≥15 or <15 mg/day

Initial Prednisolone Dose
Prednisolone

Group
Methotrexate

Group
Tocilizumab

Group

p-Values

Prednisolone vs.
Methotrexate

Prednisolone vs.
Tocilizumab

Methotrexate vs.
Tocilizumab

≥15 mg/day (N = 131), N (%) 21 (22.1) 4 (16.7) 9 (75.0) 0.551 0.0003 * 0.0005 *
<15 mg/day (N = 77), N (%) 25 (36.2) 1 (16.7) 2 (100) 0.307 0.046 * 0.022 *

Asterisks show statistical significance (p < 0.05). CRP, C-reactive protein.

3.4. Adverse Events and Comorbidities

No serious adverse events were observed in the prednisolone and methotrexate
groups. A serious adverse event associated with tocilizumab use was phlegmone (N = 1),
but the patient did not discontinue tocilizumab. Comorbidities at the last visit in the three
groups are shown in Table S1 (Supplementary Materials). Osteoporosis was observed in
many patients, especially those in the tocilizumab group (prednisolone group, N = 102
(68.9%); methotrexate group, N = 21 (72.4%); tocilizumab group, N = 12 (85.7%)).

3.5. Relapses

During combination therapy, there were two relapses in the methotrexate group,
whereas no relapse was found in the tocilizumab group at the last follow-up visit.
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4. Discussion

Our study demonstrated that tocilizumab has a strong steroid-sparing effect compared
to prednisolone alone or methotrexate in patients with PMR, with acceptable safety even
in the elderly with an average age of 76 years in clinical practice.

We found that patients who discontinued prednisolone had lower levels of CRP at
diagnosis than those who did not discontinue prednisolone (p = 0.056). Birra et al. reported
that the CRP levels at 6 months of treatment were significantly lower in patients who
achieved complete remission after 1 year than in patients who did not achieve complete
remission [17]. They reported that in multivariate analysis, low CRP levels at 6 months
were associated with complete remission at 12 months. In our study, we analyzed the
baseline levels of CRP and thus, further analysis of any post-treatment changes in CRP
levels must be conducted in the future study.

Given that IL-6 plays a critical role in PMR [10,18], IL-6 blocking has been a promising
strategy for PMR. Methotrexate is known to reduce plasma IL-6 levels [19], and the Euro-
pean League Against Rheumatism/American College of Rheumatology recommended the
concomitant use of methotrexate with prednisolone for PMR, particularly in patients at a
high risk of relapse and/or prolonged therapy or in patients with relapse without signifi-
cant response to glucocorticoids or experiencing glucocorticoid-related adverse events [20];
however, its effectiveness has been controversial [6–8]. A favorable effect of tocilizumab, a
direct inhibitor of IL-6R, on PMR has been reported in several small studies [10,13,14,21],
and two randomized trials on tocilizumab for PMR are being conducted (SEMAPHORE
and PMR-SPARE trials). Our study revealed that patients using tocilizumab could be
administered with a lower prednisolone dose than those treated with prednisolone alone
or with additional methotrexate with few serious adverse events in real-world settings.
Such data should be accumulated to optimize the management of PMR in the future.

A study by Tanaka et al. reported that lifetime costs and quality-adjusted life years
(QALYs) were approximately 1.5 and 1.3 times higher, respectively, for tocilizumab treat-
ment compared with methotrexate treatment in rheumatoid arthritis [22]. Thus, while
tocilizumab is expensive, the increased QALYs may indicate cost-effectiveness, especially
in patients with severe PMR or with side effects of prednisolone. Furthermore, the cost of
tocilizumab is much lower than the other biologics in Japan.

Our results may be overstated because this study was retrospective in nature, a major
limitation of the study, with a probable selection bias. To minimize selection bias, we
performed propensity score matching for disease duration and initial dose of prednisolone
(Table S2A–C), since correction for confounding variables such as disease duration and
initial dose of prednisolone was performed. The results were the same with propensity
score matching for disease duration and initial dose of prednisolone as without matching.
Tocilizumab exhibited a strong steroid-sparing effect compared to prednisolone alone or
methotrexate in patients with PMR. However, we were only able to include a limited
number of cases, and further studies with a larger sample size are necessary.

The dose of methotrexate used in this study appeared low. However, because
methotrexate concentrations are strongly affected by the body mass index (BMI) [23],
therefore, this dose was reasonable because of the low body weight in our study (median,
53 kg). Furthermore, in our study, the average patient age was 76 years. Considering the
low body weight and age, the average dose of 8 mg/week methotrexate might be the limit
as the treatment of PMR in Japanese elderly patients from the viewpoint of safety.

Consequently, we believe that tocilizumab is a good option for refractory PMR with
an acceptable concern of adverse effects.

Supplementary Materials: The following are available online at https://www.mdpi.com/article/
10.3390/jcm10132948/s1, Table S1: Comorbidities of the patients in the three groups at the last
follow-up. Table S2A: Prednisolone dose and discontinuation of prednisolone at the last follow-up
of the patients in the tocilizumab and prednisolone groups with propensity score matching for
disease duration and initial dose of prednisolone. Table S2B: Prednisolone dose and discontinuation
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of prednisolone at the last follow-up of the patients in the tocilizumab and methotrexate groups
with propensity score matching for disease duration and initial dose of prednisolone. Table S2C:
Prednisolone dose and discontinuation of prednisolone at the last follow-up of the patients in the
prednisolone and methotrexate groups with propensity score matching for disease duration and
initial dose of prednisolone.

Author Contributions: K.I. designed the study, had full access to all the data used for analyses in
this study, contributed to the acquisition, analysis, and interpretation of data, and wrote the initial
draft of the manuscript. O.M. contributed to the acquisition, analysis, and interpretation of data.
M.H.-K. contributed to the acquisition, analysis, and interpretation of data. Y.K. designed the study,
contributed to the analysis and interpretation of data, and assisted in drafting the manuscript. H.O.
and T.T. contributed to the analysis and interpretation of data. All the other authors contributed to
the data interpretation, supervision, and review of the manuscript. All authors approved the final
version of the manuscript and agree to be responsible for the accuracy and integrity of the work. All
authors have read and agreed to the published version of the manuscript.

Funding: This research was funded by our own resources.

Institutional Review Board Statement: Our study was approved by each of the institutional review
boards of the participating institutions (the approval numbers of Keio University Hospital and
National Tokyo Medical Center were 20130404 and R14-007, respectively). The study was conducted
according to the guidelines of the Declaration of Helsinki.

Informed Consent Statement: The requirement of patients’ written informed consent was waived
according to the regulations in Japan.

Data Availability Statement: Not available.

Acknowledgments: The authors would like to thank H. Kondo for assistance with data collection.
We also thank M. Koyama for helping with data acquisition. Finally, we are grateful to the colleagues
for useful comments.

Conflicts of Interest: Keisuke Izumi has received research grants or lecture fees from AbbVie GK,
Asahi Kasei Pharma Corp., Astellas Pharma Inc., Bristol Myers Squibb, Chugai Pharmaceutical Co.,
Ltd., Eli Lilly Japan K.K., and Mitsubishi Tanabe Pharma Co. Okinori Murata and Hisaji Oshima
declare that they have no competing interest. Yuko Kaneko has received lecture fees from AbbVie,
Eisai Pharmaceutical, Chugai Pharmaceutical Co., Ltd., Bristol Myers Squibb, Astellas Pharma
Inc., Mitsubishi Tanabe Pharma Co., Pfizer Japan Inc., Janssen Pharmaceutical K.K., Eli Lilly Japan
K.K., Santen Pharmaceutical Co., Ltd., Kyowa Hakko Kirin Co. Ltd., and UCB Japan Co. Ltd.
Tsutomu Takeuchi has received research grants or lecture fees from Astellas Pharma Inc., Bristol
Myers Squibb, Chugai Pharmaceutical Co., Ltd., Mitsubishi Tanabe Pharma Co., Pfizer Japan Inc.,
Santen Pharmaceutical Co., Ltd., Takeda Pharmaceutical Co., Ltd., Teijin Pharma Ltd., AbbVie GK,
Asahi Kasei Pharma Corp., Taisho Toyama Pharmaceutical Co., Ltd., SymBio Pharmaceuticals Ltd.,
Janssen Pharmaceutical K.K., Celltrion Inc., Nipponkayaku Co. Ltd., and UCB Japan, and consultant
fees from Astra Zeneca K.K., Eli Lilly Japan K.K., Novartis Pharma K.K., Mitsubishi Tanabe Pharma
Co., Asahi Kasei Medical K.K., AbbVie GK, Daiichi Sankyo Co., Ltd., Bristol Myers Squibb, and
Nipponkayaku Co. Ltd.

References
1. Gonzalez-Gay, M.A.; Matteson, E.L.; Castaneda, S. Polymyalgia rheumatica. Lancet 2017, 390, 1700–1712. [CrossRef]
2. Muller, S.; Hider, S.L.; Helliwell, T.; Lawton, S.; Barraclough, K.; Dasgupta, B.; Zwierska, I.; Mallen, C.D. Characterising those

with incident polymyalgia rheumatica in primary care: Results from the PMR Cohort Study. Arthritis Res. Ther. 2016, 18, 200.
[CrossRef] [PubMed]

3. Dasgupta, B.; Salvarani, C.; Schirmer, M.; Crowson, C.S.; Maradit-Kremers, H.; Hutchings, A.; Matteson, E.L.; Members of the
American College of Rheumatology Work Group for Development of Classification Criteria for PMR. Developing classification
criteria for polymyalgia rheumatica: Comparison of views from an expert panel and wider survey. J. Rheumatol. 2008, 35, 270–277.
[PubMed]

4. Salvarani, C.; Cantini, F.; Olivieri, I.; Barozzi, L.; Macchioni, L.; Boiardi, L.; Niccoli, L.; Padula, A.; Pulsatelli, L.; Meliconi, R.
Corticosteroid injections in polymyalgia rheumatica: A double-blind, prospective, randomized, placebo-controlled study. J.
Rheumatol. 2000, 27, 1470–1476.

5. Stahn, C.; Buttgereit, F. Genomic and nongenomic effects of glucocorticoids. Nat. Clin. Pract. Rheumatol. 2008, 4, 525–533.
[CrossRef]

http://doi.org/10.1016/S0140-6736(17)31825-1
http://doi.org/10.1186/s13075-016-1097-8
http://www.ncbi.nlm.nih.gov/pubmed/27605116
http://www.ncbi.nlm.nih.gov/pubmed/18050370
http://doi.org/10.1038/ncprheum0898


J. Clin. Med. 2021, 10, 2948 8 of 8

6. Van der Veen, M.J.; Dinant, H.J.; van Booma-Frankfort, C.; van Albada-Kuipers, G.A.; Bijlsma, J.W. Can methotrexate be used as a
steroid sparing agent in the treatment of polymyalgia rheumatica and giant cell arteritis? Ann. Rheum. Dis. 1996, 55, 218–223.
[CrossRef]

7. Ferraccioli, G.; Salaffi, F.; De Vita, S.; Casatta, L.; Bartoli, E. Methotrexate in polymyalgia rheumatica: Preliminary results of an
open, randomized study. J. Rheumatol. 1996, 23, 624–628.

8. Caporali, R.; Cimmino, M.A.; Ferraccioli, G.; Gerli, R.; Klersy, C.; Salvarani, C.; Montecucco, C.; Systemic Vasculitis Study Group
of the Italian Society for Rheumatology. Prednisone plus methotrexate for polymyalgia rheumatica: A randomized, double-blind,
placebo-controlled trial. Ann. Intern. Med. 2004, 141, 493–500. [CrossRef]

9. Galbo, H.; Kall, L. Circadian variations in clinical symptoms and concentrations of inflammatory cytokines, melatonin, and
cortisol in polymyalgia rheumatica before and during prednisolone treatment: A controlled, observational, clinical experimental
study. Arthritis Res. Ther. 2016, 18, 174. [CrossRef]

10. Izumi, K.; Kuda, H.; Ushikubo, M.; Kuwana, M.; Takeuchi, T.; Oshima, H. Tocilizumab is effective against polymyalgia rheumatica:
Experience in 13 intractable cases. RMD Open 2015, 1, e000162. [CrossRef] [PubMed]

11. Alegria, G.C.; Cornec, D.Y.K.; Renaudineau, Y.; Saraux, A.; Devauchelle-Pensec, Y. Inflammatory Markers are Quickly Improved
by Tocilizumab in Early Polymyalgia Rheumatica and Might Predict Early Response to Interleukin-6 Blockade. Rheumatol.
Ther. 2021. [CrossRef]

12. Huwart, A.; Garrigues, F.; Jousse-Joulin, S.; Marhadour, T.; Guellec, D.; Cornec, D.; Gouillou, M.; Saraux, A.; Devauchelle-Pensec,
V. Ultrasonography and magnetic resonance imaging changes in patients with polymyalgia rheumatica treated by tocilizumab.
Arthritis Res. Ther. 2018, 20, 11. [CrossRef] [PubMed]

13. Devauchelle-Pensec, V.; Berthelot, J.M.; Cornec, D.; Renaudineau, Y.; Marhadour, T.; Jousse-Joulin, S.; Querellou, S.; Garrigues,
F.; De Bandt, M.; Gouillou, M.; et al. Efficacy of first-line tocilizumab therapy in early polymyalgia rheumatica: A prospective
longitudinal study. Ann. Rheum. Dis. 2016, 75, 1506–1510. [CrossRef]

14. Lally, L.; Forbess, L.; Hatzis, C.; Spiera, R. Brief report: A prospective open-label phase IIa trial of tocilizumab in the treatment of
polymyalgia rheumatica. Arthritis Rheumatol. 2016, 68, 2550–2554. [CrossRef]

15. Dasgupta, B.; Cimmino, M.A.; Maradit-Kremers, H.; Schmidt, W.A.; Schirmer, M.; Salvarani, C.; Bachta, A.; Dejaco, C.;
Duftner, C.; Jensen, H.S.; et al. 2012 provisional classification criteria for polymyalgia rheumatica: A European League Against
Rheumatism/American College of Rheumatology collaborative initiative. Arthritis Rheum. 2012, 64, 943–954. [CrossRef]
[PubMed]

16. Hunder, G.G.; Bloch, D.A.; Michel, B.A.; Stevens, M.B.; Arend, W.P.; Calabrese, L.H.; Edworthy, S.M.; Fauci, A.S.; Leavitt, R.Y.; Lie,
J.T.; et al. The American College of Rheumatology 1990 criteria for the classification of giant cell arteritis. Arthritis Rheum. 1990,
33, 1122–1128. [CrossRef] [PubMed]

17. Birra, D.; Bosello, S.L.; Peluso, G.; Zoli, A. Sixth-month remission as a predictor for twelve-month remission in polymyalgia
rheumatica. Clin. Exp. Rheumathol. 2020, 38, 436–441.

18. Cutolo, M.; Montecucco, C.M.; Cavagna, L.; Caporali, R.; Capellino, S.; Montagna, P.; Fazzuoli, L.; Villaggio, B.; Seriolo, B.; Sulli,
A. Serum cytokines and steroidal hormones in polymyalgia rheumatica and elderly-onset rheumatoid arthritis. Ann. Rheum. Dis.
2006, 65, 1438–1443. [CrossRef]

19. Nishina, N.; Kaneko, Y.; Kameda, H.; Kuwana, M.; Takeuchi, T. Reduction of plasma IL-6 but not TNF-α by methotrexate in
patients with early rheumatoid arthritis: A potential biomarker for radiographic progression. Clin. Rheumatol. 2013, 32, 1661–1666.
[CrossRef]

20. Dejaco, C.; Singh, Y.P.; Perel, P.; Hutchings, A.; Camellino, D.; Mackie, S.; Abril, A.; Bachta, A.; Balint, P.; Barraclough, K.; et al.
2015 recommendations for the management of polymyalgia rheumatica: A European League Against Rheumatism/American
College of Rheumatology collaborative initiative. Arthritis Rheumatol. 2015, 67, 2569–2580. [CrossRef]

21. Toussirot, É.; Martin, A.; Soubrier, M.; Redeker, S.; Régent, A. Rapid and sustained response to tocilizumab in patients with
polymyalgia rheumatica resistant or intolerant to glucocorticoids: A multicenter open-label study. J. Rheumatol. 2016, 43, 249–250.
[CrossRef] [PubMed]

22. Tanaka, E.; Inoue, E.; Hoshi, D.; Shimizu, Y.; Kobayashi, A.; Sugimoto, N.; Shidara, K.; Sato, E.; Seto, Y.; Nakajima, A.; et al.
Cost-effectiveness of tocilizumab, a humanized anti-interleukin-6 receptor monoclonal antibody, versus methotrexate in patients
with rheumatoid arthritis using real-world data from the IORRA observational cohort study. Mod. Rheumatol. 2015, 25, 503–513.
[CrossRef] [PubMed]

23. Takahashi, C.; Kaneko, Y.; Okano, Y.; Taguchi, H.; Oshima, H.; Izumi, K.; Yamaoka, K.; Takeuchi, T. Association of erythrocyte
methotrexate-polyglutamate levels with the efficacy and hepatotoxicity of methotrexate in patients with rheumatoid arthritis: A
76-week prospective study. RMD Open 2017, 3, e000363. [CrossRef] [PubMed]

http://doi.org/10.1136/ard.55.4.218
http://doi.org/10.7326/0003-4819-141-7-200410050-00005
http://doi.org/10.1186/s13075-016-1072-4
http://doi.org/10.1136/rmdopen-2015-000162
http://www.ncbi.nlm.nih.gov/pubmed/26635968
http://doi.org/10.1007/s40744-021-00299-8
http://doi.org/10.1186/s13075-017-1499-2
http://www.ncbi.nlm.nih.gov/pubmed/29370856
http://doi.org/10.1136/annrheumdis-2015-208742
http://doi.org/10.1002/art.39740
http://doi.org/10.1002/art.34356
http://www.ncbi.nlm.nih.gov/pubmed/22389040
http://doi.org/10.1002/art.1780330810
http://www.ncbi.nlm.nih.gov/pubmed/2202311
http://doi.org/10.1136/ard.2006.051979
http://doi.org/10.1007/s10067-013-2309-0
http://doi.org/10.1002/art.39333
http://doi.org/10.3899/jrheum.150599
http://www.ncbi.nlm.nih.gov/pubmed/26724323
http://doi.org/10.3109/14397595.2014.1001475
http://www.ncbi.nlm.nih.gov/pubmed/25547018
http://doi.org/10.1136/rmdopen-2016-000363
http://www.ncbi.nlm.nih.gov/pubmed/28123781

	Introduction 
	Materials and Methods 
	Results 
	Patients’ Characteristics 
	Prednisolone Dose at the Last Visit 
	Factors Associated with Prednisolone Discontinuation 
	Adverse Events and Comorbidities 
	Relapses 

	Discussion 
	References

