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Proper compliance of treatment for osteoporosis:
we still have much to do

steoporosis is a common disease, its
main clinical complication being
bone fragility1. This chronic, gene-
rally assymptomatic process deterio-
rates the bone, exposing it to fractu-
re risk. Current treatment techniques

aim to minimize the possibility of new fractures1-4

but there is no medication to eliminate such risk.
Most drugs currently available for treating osteo-
porosis achieve reductions of between 40 and
65%2-4, if the medication is taken continuously
over a period ranging from 3 to 5 years. This
would be mere utopian, as, in fact, the patients
frequently abandon their osteoporosis treatment,
once they have begun. 
Numerous studies have shown that adherence to
osteoporosis treatment is generally low, and that
in the first year the dropout rate is between 30-
50% in most cases5. One reason may be their
asymptomatic condition, which does not provide
the patient with a sense of improvement. Perhaps,
if all goes well, the patient does not suffer fractu-
re, but subjectively does not perceive anything. In
this respect, osteoporosis differs from other chro-
nic diseases in which symptoms return as soon as
the patient discontinues treatment, such as migrai-
nes, ischemic heart disease or diabetes mellitus.
The treatment procedure could be another factor
related to the patient’s carrying on correctly with
their prescribed medication. Several studies have
shown that compliance with bisphosphonate was
better when the doses were spaced. Thus,
Penning-van Beest et al observed that after one
year, 51.9% of patients continued treatment with
weekly administration, whereas only 30-42% of
those with daily doses, regardless of the type of
bisphosphonate administered (etidronate, alen-
dronate or risedronate)6. In another study, Cramer
et al assessed the compliance of 2,741 women tre-
ated with bisphosphonates and found that, after
one year, adherence was 44.2% in those taking it
on a weekly basis, compared to 31.7% among
those on a daily regime7.
In the US, Ettinger et al analyzed sales of alendro-
nate and risedronate prescriptions in more than
211,000 women and found that after one year,
56.7% of patients taking weekly bisphosphonate
continued taking the drug, compared with 39% of
those who took the medication daily. These

authors pointed out, however, that over 40% of
patients continued weekly treatment with bisphos-
phonates8. In a study of 15,640 women in the UK,
France and US, Cramer et al found that after one
year, patients’ adherence with bisphosphonates
was higher in those receiving medication weekly,
compared to daily (44% vs 32%, respectively, in
the United States; 52% vs 40% in the UK, and 51%
vs 44% in France), where in all cases the value of
p<0.0019.
There have been other studies comparing monthly
and weekly administration of bisphosphonates. In
the PERSIST study, adherence to treatment was
compared for six months in a group of women
receiving monthly ibandronate versus another
taking alendronate weekly. It was found that of
those taking medication monthly 56.6% kept up
the treatment, compared to 38.6% of those taking
alendronate weekly10.
The introduction of zoledronate and denosumab,
drugs with a longer half-life that allows an annual
and biannual administration respectively, has sig-
nificantly changed the scenario of therapeutic fai-
lure and patient preferences. A multi-center, ran-
domized, double-blind study conducted by
McClung et al. to assess the safety and efficacy of
a single intravenous dose of 5 mg zoledronic acid
vs 70 mg weekly oral alendronate, and performed
in 225 women with postmenopausal osteoporosis
who had previously been treated with weekly
alendronate result showed that 78.7% of patients
expressed a preference for intravenous versus oral
treatment on a weekly basis11, as most participants
expressed in a similar study by Saag et al.12.
Clearly, patients regularly taking medication for
osteoporosis have better results, both in terms of
changes in bone mineral density13 and, more
importantly, the reduced rate of fracture and
lower mortality14,15. A study by Siris et al in a large
population of postmenopausal women over 45
years, treated with bisphosphonate for osteoporo-
sis, showed that after two years of follow-up,
those women taking the treatment properly (43%)
reduced the risk of fracture, both vertebral and
non-vertebral, 21% higher than patients who did
not follow the treatment correctly16. Previously,
Caro et al had obtained similar results, finding a
reduction in the appearance of new superior frac-
tures (16%) among those patients who complied
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compared to those who did not. In this follow-up
study period of 2 years, and the treatments evalua-
ted were calcitonin, hormone replacement the-
rapy and bisphosphonates17. The same authors
repeated the study using a broader base of data,
with a cohort of more than 38,000 women suffe-
ring from osteoporosis, and obtained similar figu-
res: poor adherence to treatment was associated
with an increased risk of fracture of 17% after 1.7
years18. These results are corroborated by those
obtained in other studies19-21.
In this issue Blanch et al complete the perspecti-
ve of non-compliance and poor adherence to tre-
atment of osteoporosis from the physicians’ point
of view22. So far, most studies have analyzed the
views of patients, that the degree of abandonment
existed, the reasons and consequences, but the
doctors’ opinion regarding this matter had been
rarely considered and is now published here. The
authors interviewed 235 doctors throughout Spain
and among other findings obtained responses
that, so far, had not been collected in other stu-
dies, which gives it an additional value for its ori-
ginality. Thus, among the reasons that cause
nonadherence, lack of coordination between
levels of care, polypharmacy and side effects are
suggested.
Understanding these facts can help us gain better
adherence and compliance by patients, in addition
to improved levels of communication between
doctors and patients. Knowledge of the expected
side effects (frequency) an, when indicated, the
introduction of drugs with a longer life and a
semiannual or annual administration, could be
useful.
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