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Summary
Objective: The objective of this study was to analyse the use of bisphosphonates in women with rheumatoid arthritis (RA) in the Canary Islands.
Material and methods: This multicentre observational study included women aged 50 years or over. At a
single visit, demographic variables and those relating to the RA, history of fragility fractures, use of corticoids, performance of bone densitometry (DXA) and current treatment with bisphosphonates were
recorded. The simplified FRAX ® tool was used and the recommendations of the American College of
Rheumatology (ACR) for the prophylaxis of osteoporosis with corticoids were applied.
Results: 192 women were included, with an average age of 62 years. A total of 91 (48%) patients were receiving corticoids; 17 of these (9%) had suffered a fracture; 123 (66%) had had a DXA; and 52 (28%) were taking
bisphosphonates (70% of the patients with osteoporosis or fracture and 45% of those with criteria for prophylactic use of corticoids for osteoporosis). Those factors having a significant association with the use of bisphosphonates were age, duration of the disease, the HAQ functional capacity questionnaire, the risk of fracture
determined by FRAX®, treatment with corticoids, history of fracture and the previous performance of DXA. In
the multivariate study only the DXA (p=0.03) and history of fracture (p=0.02) were significantly associated.
Conclusions: In postmenopausal women from the Canary Islands with RA the prescription of bisphosphonates could conform better to the guidelines, especially in patients receiving treatment with corticoids.
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Introduction
Patients with rheumatoid arthritis (RA) have an
increased risk of osteoporosis (OP) and of fracture. The prevalence of osteoporosis in RA is between 17% and 32% in the spine and between 15%
and 36% in the hip1,2. In addition to the classic risk
factors, the disease itself and the use of corticoids
are considered as independent factors for the risk
of fracture, as is outlined in the FRAX® tool3. In the
clinical monitoring of the patient with RA, the
rheumatologist takes into account the guides to the
management of OP4,5, as well as the guides to the
prevention of corticoid-induced osteoporosis6,7.
This study analyses the use of bisphosphonates
in postmenopausal women with RA in clinical
practice.

Material and methods
A multicentre observational study was carried out
in five hospitals in the Canary Islands (four university hospitals and one district hospital), which
included consecutive patients attending the rheumatology clinic. The study was approved by the
ethics committee for clinical research of the
University of Gran Canaria Dr Negrin Hospital,
and the patients gave their written consent. The
inclusion criteria were: women of 50 or more
years of age attending a clinic with a diagnosis of
RA (1997 and/or 2010 criteria). The exclusion criterion was that the arthritis had been developing
for less than 6 months.
The collection of the data was carried out in a
single visit by the doctor who regularly treated the
patient. Thus, the data collected were the following: age of the patient, sex, period of development of the disease, presence/absence of rheumatoid factor, extra-articular manifestations, erosive
disease, performance of a DXA, history of fragility
fracture after the age of 50, the taking of corticoids, duration and dose, and treatment with bisphosphonates. Also collected in that visit were
disease-modifying (DMDs)) and biological treatments. The patient completed the questionnaire
on functional capacity – the Health Assessment
Questionnaire (HAQ)8. The risk of fracture was
quantified using a simplified FRAX® index using
age, sex, smoking habit, history of fragility fracture after the age of 50, RA and the use of corticoids.
The reason for using the simplified FRAX® index
was the non-availability of all the necessary data,
such as family history of hip fracture in forebears,
alcohol consumption or early menopause. A
weight and height of 60 kg and 160 cm, respectively, were established to obtain a BMI of 23.4 for
all the patients.
The percentage of patients treated with bisphosphonates was analysed and the ACR criteria
for the prophylaxis of corticoid-induced osteoporosis were applied7. In short, all postmenopausal
women or those over 50 years of age with RA and
corticoids are candidates for bisphosphonates,
except those who have a risk of major fracture
according to FRAX® of less than 10%, as well as a
dose of less than 7.5 mg/d of prednisone, and

who neither present osteoporosis by DXA, nor
history of fragility fracture.
A descriptive statistical analysis was performed
with parametric and non-parametric tests for comparison of groups. The differences between hospitals were analysed using Fisher’s exact test. To
analyse the factors associated with the use of bisphosphonates a multiple regression multivariate
model was used with thoseparameters with statistical significance in the bivariate analysis. SPSS
(Statistical Package for Social Sciences version
15.0) was used and the statistical significance was
placed at p<0.5.

Results
The fieldwork was carried out between March
2013 and March 2014. 192 women were included,
whose characteristics are set out in Table 1.
At their visit, 48% of the patients were receiving
corticoids, with an average dose of 6 mg of prednisone (standard deviation – SD - 2.8 mg): 27% of the
total were taking ≥5 mg for at least 3 months.
The average risk of fracture, measured by
FRAX® in 185 patients was 8.2±7.3% for a major
fracture and 3.55% for a hip fracture. In 149
patients (77%), the risk of major fracture was less
than 10%, in 23 patients (12%) it was between 10%
and 20%, while in 20 patients (10%) it was above
20%. The risk of hip fracture was higher than 3%
in 46 patients (24%).
A DXA had been performed on 66% of the
patients with a range according to hospital from
36% to 87% (p<0.001), the results being osteoporosis in 26%, low bone mass in 49% and normal in
24%. In comparison with those patients who had
not had a DXA, the patients who had had the test
more commonly had a risk of fracture >20% (3%
vs 12%: p=0.04).
At the current visit 28% were receiving bisphosphonates, with a range of 14% to 39% depending on the hospital (p=0.09). Table 2 shows the
patients in treatment with or without bisphosphonates, and the associated factors.
33 of the of the 88 patients (37%) in treatment
with corticoids were taking bisphosphonates. 44
patients met the ACR criteria for OP prophylaxis,
of whom 20 (45%) were taking bisphosphonates.
21 of the 30 cases (70%) with osteoporosis according to the DXA, and 12 of the 17 cases with a
previous fracture (70%) were receiving bisphosphonates. In nine patients more than one of these
conditions applied.
A significant association was observed between treatment with bisphosphonates and age, the
duration of the disease, the average incapacity
according to the HAQ, the average risk of fracture
according to FRAX®, history of fragility fracture
(OR 9.86; 95% CI: 9.26-10.47), treatment with corticoids (OR 2.49; 95% CI: 2.15-2.83) and the performance of a DXA (OR 9.59; 95% CI: 9.04-10.14)
(Table 2). In the multivariate study, in which the
variable dependent was the use of bisphosphonates, only the DXA (p=0.03) and history of fracture
(p=0.02) were significant.
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Discussion
The multicentre study which we present is a snapshot from real clinical practice of the approach to
osteoporosis in patients with RA being monitored
by a rheumatologist. A significant difference is
observed in the request for DXA between the different hospitals, there being a less marked difference in the use of bisphosphonates. The ordering of
a DXA is more frequent in patients at higher risk of
fracture, a fact reported in a study of Japanese
women with RA9. The use of bisphosphonates in
our study was associated with the carrying out of
a DXA and with history of fracture, but not with
the risk determined by FRAX®, or with the use of
corticoids after the multivariate study. Thus,
slightly less than half of the patients with criteria
for the prophylaxis of osteoporosis by corticoids
were taking bisphosphonates, a similar figure to
that reported in a North American study10. The
guide of the Spanish Society of Internal Medicine
recommends prophylactic treatment for corticoidinduced osteoporosis in postmenopausal women if
they are going to receive, or are receiving, >5
mg/day of prednisone or equivalent for more than
3 months6. On their part, the consensus of the
Spanish Rheumatology Society advises preventative measures in those patients who are going to
take doses equivalent to ≥5 mg/day of prednisone
for more than 3 months, reserving pharmacological treatment for those patients with a risk factor4.
Neither consensus is specific to patients with RA.
In the CANAL study, which included female
postmenopausal primary care patients with an
average age of 63 years referred for DXA, the average FRAX® for major fracture was 6.1% in the subgroup from the Canary Islands11, while in this
study with RA the average FRAX® was 8.2%. The
percentage of women treated in the Canarian
group of the CANAL study was 28%, exactly the
same as the patients with RA in this study, in spite
of the fact that the risk of fracture in RA is higher.
The results of our work suggest that in the absence of DXA, the prescription of bisphosphonates in
RA is not appropriate since neither the risk of fracture nor the taking of corticoids are evaluated as
they should be. Two studies have analysed the
prescription of treatment for osteoporosis in
women of all ages with RA, varying between 22%
and 32%12,13. A Japanese study of 3,970 patients
with RA found that only 44% of those with a high
risk had been prescribed bisphosphonates9, a similar figure to that in the north American CORRONA
study13, as well as in our study, in which 50% of
women with a FRAX® higher than 10% were receiving bisphosphonates.
This study had various limitations: not all the
risk factors for fracture were recorded, such as hip
fracture of their forebears, alcohol, low weight,
early menopause or other causes of secondary
osteoporosis. Furthermore, the risk of fracture calculated by FRAX® is a simplification of the original. It has also been reported that other, simpler,
tools may predict the risk of fracture in a similar
way to FRAX®14. In any case, this simplified tool

may always err due to its underestimation of the
risk of fracture. On the other hand, we consider
important the fact that our study includes a significant sample of patients being seen in five hospitals in real clinical practice.
In conclusion, in those patients with RA over
50 years of age in the Canary Islands the prescription of bisphosphonates by rheumatologists shows
areas of improvement, especially in the evaluation
of risk of fracture and in the prophylaxis of corticoid-induced osteoporosis.
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Table 1. Characteristics of patients included. The data are expressed as n (%), unless indicated otherwise
N valid
Average age, years: mean (SD)

62 (8)

192

Average duration of illness, age: mean (SD)

11 (8)

192

Positive rheumatoid factor

156 (81)

192

Erosive RA

97 (54)

178

0.96 (0.7)

188

Extra-articular manifestations (*)

31 (17)

182

Arthritis in remission for DAS28 (**)

72 (37)

172

Treatment with FAME (***)

179 (93)

192

Biological treatment

61 (31)

192

Treatment with corticosteroids

91 (48)

188

Current smokers

24 (12)

188

Fragility fracture after age 50

17 (9)

183

Performed bone densitometry

123 (66)

185

Treatment with bisphosphonates

52 (28)

186

HAQ: mean (SD)

(*) Pulmonary fibrosis or vasculitis or Sjögren syndrome or rheumatoid nodules.
(**) Disease activity index <2.6.
(***) Disease modifying drugs.

Table 2. Comparison of two groups of patients as a function of treatment with bisphosphonates
Group
bisphosphonate
N=52

Group
without
bisphosphonates
N=134

p

65.7 (8)

60.7 (7)

<0.001

Duration of disease, years, mean (SD)

14 (9)

10 (8)

0.02

Erosive RA, N (%)

35 (67)

65 (48)

0.06

HAQ, mean (SD)

1.23 (0.7)

0.84 (0.6)

0.001

FRAX® higher, average fracture (SD)

12.0 (9)

6.4 (6)

<0.001

FRAX® hip fracture, mean (SD)

5.9 (6)

2.4 (4)

<0.001

Treatment with corticosteroids, N (%)

33 (63)

55 (41)

0.04

Bone densitometry was performed, N (%)

48 (92)

74 (55)

<0.001

Fragility fracture, N (%)

12 (23)

4 (3)

<0.001

Age, mean (SD)
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