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KEYWORDS Abstract

Osteoporosis; Introduction: Osteoporosis is a highly prevalent condition. SEIOMM has published guidelines
Fractures; for managing these patients in 2022. The recent introduction of a new drug in Europe,
Abaloparatide; abaloparatide, makes it advisable to consider its role among therapeutic options.

Clinical guidelines Objective and results: This article summarizes the existing information on the efficacy and

safety of abaloparatide and it updates the therapeutic algorithms proposed in the guidelines.
Conclusion: Abaloparatide is an osteoanabolic drug with efficacy and safety similar to teri-
paratide. It represents a new option for treating patients with severe osteoporosis and a very
high risk of fracture.
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PALABRAS CLAVE Actualizacion de las guias de manejo de la osteoporosis de la SEIOMM: abaloparatida
Osteoporosis;

Fracturas; Resumen

Abaloparatida; Introduccion: La osteoporosis es un trastorno de elevada prevalencia. La SEIOMM publicé en
Guias clinicas 2022 unas guias de manejo de estos pacientes. La reciente comercializacion en Europa de un

nuevo farmaco, la abaloparatida, hace aconsejable considerar su papel dentro de las opciones
terapéuticas.
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Objetivo y resultados: En este articulo se resume la informacion existente sobre la eficacia y
la seguridad de la abaloparatida y se actualizan los algoritmos terapéuticos propuestos en la

guia.

Conclusion: La abaloparatida es un farmaco osteoformador con eficacia y seguridad similares
a la teriparatida. Representa una nueva opcion en el tratamiento de la osteoporosis grave con

muy alto riesgo de fractura.

© 2025 The Authors. Publicado por Elsevier Espana, S.L.U. Se reservan todos los derechos,
incluidos los de mineria de texto y datos, entrenamiento de IA y tecnologias similares.

Introduction

Following the publication of the SEIOMM (Spanish Soci-
ety of Bone and Mineral Metabolism Research) osteoporosis
management guidelines in 2022," abaloparatide has been
approved for marketing in Spain and other European coun-
tries. This increases the number of bone-forming drugs
available for the treatment of osteoporosis and makes
updating these guidelines appropriate. To this end, the com-
mittee appointed by SEIOMM (see authors) reviewed the
existing literature on abaloparatide and prepared a draft,
which was then submitted for discussion by the rest of
the Guidelines Drafting Committee (see Appendix A). Their
conclusions are summarized here.

Abaloparatide is a synthetic peptide analogue of the first
34 amino acids of human parathyroid hormone-related pep-
tide (PTHrP) that belongs to the group of osteoanabolic
agents. It acts through activation of the PTH receptor 1
(PTH1R), promoting the differentiation of osteoblast precur-
sors and inhibiting osteocyte apoptosis. Activation of PTH1R
in these cells also induces the expression of the receptor
activator of nuclear factor kappa-B ligand (RANKL), thereby
indirectly stimulating osteoclastogenesis. Mechanistically,
abaloparatide differs from teriparatide in its greater affin-
ity for binding to the R® conformation of PTH1R, resulting
in a shorter-lasting intracellular response than when activa-
tion is mediated through the R® conformation, which is the
one utilized by teriparatide. It has been suggested that this
would result in a lower induction of RANKL production and
bone resorption by abaloparatide.? This drug is administered
subcutaneously at a dose of 80 ug/day for up to 18 months.

Effect on bone mineral density (BMD) and
fractures

The efficacy of abaloparatide in postmenopausal women
with osteoporosis was evaluated in the ACTIVE trial, which
compared abaloparatide treatment with placebo.’ It was
also compared with an open-label arm of women treated
with teriparatide. After 18 months of follow-up, compared
with placebo, abaloparatide reduced the risk of vertebral
fractures (relative risk, RR: 0.14; 95% Cl 0.05-0.39). It
also reduced the risk of major osteoporotic fractures (haz-
ard ratio, HR: 0.30; CI 0.15-0.60), clinical fractures (HR:
0.57; ClI 0.35-0.91), and nonvertebral fractures (HR: 0.57;

Cl10.32-1.0; p=0.049). Therefore, it is considered indicated
for the treatment of osteoporosis in postmenopausal women
who have a high risk of fracture (Fig. 1).

Abaloparatide also increased BMD at all sites, by approx-
imately 8-11% in the spine and 3-4% in the hip, compared
with placebo. The ATOM study also showed BMD gains in
men,* but it is not currently approved for male osteoporosis
in Europe. As with other bone-forming agents, after com-
pleting treatment with abaloparatide, it is recommended
to administer an antiresorptive (usually a bisphosphonate),
which maintains the reduction in fracture risk® (Fig. 2).

Adverse effects

Abaloparatide is generally well-tolerated. The most fre-
quently reported adverse effects are nausea, headache,
arthralgia, changes in blood pressure (hypertension and,
especially, orthostatic hypotension), tachycardia, palpita-
tions, hyperuricemia, hypercalcemia, and hypercalciuria.
They do not usually require discontinuation of treatment.®
However, given the possibility of orthostatic hypotension,
the summary of product characteristics recommends that
the first doses be administered under the supervision of a
healthcare professional. Finally, this drug is considered con-
traindicated in patients with a known risk of osteosarcoma,
such as those who have received radiation therapy, and in
those with malignancies with skeletal involvement.

Comparison of abaloparatide with other
anabolic agents

Regarding BMD, in the ACTIVE study, abaloparatide and teri-
paratide had a similar effect on the lumbar spine, but at the
hip the increase was somewhat greater with abaloparatide
(0.8% difference at 6 months, p<0.001), apparently at the
expense of a greater effect on cortical bone.?

Like teriparatide, abaloparatide induces an increase in
bone formation markers. After 2-3 months, an increase in
resorption markers is also observed. The increase in both
types of markers is smaller with abaloparatide than with
teriparatide.

Only in the ACTIVE study was a direct comparison of
abaloparatide with another bone-forming agent performed.
When the antifracture effects of abaloparatide were com-
pared with teriparatide, the two treatments were generally
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comparable in reducing the incidence of vertebral frac-
tures, nonvertebral fractures, and clinical fractures, but
abaloparatide was superior in reducing major osteoporotic
fractures (1.5% vs. 3.1%, p=0.03).> Similarly, two real-life
studies from the same American database have suggested
that abaloparatide reduces the risk of peripheral fractures
somewhat more than teriparatide. Although adjustments
were made for various clinical characteristics (propensity
score), its retrospective and nonrandomized nature is a
major limitation.”-8

Since data from direct comparisons are very limited,
several network meta-analyses have attempted to compare
the effects of various bone-forming agents. The results do
not consistently reveal differences between the effects of
teriparatide, abaloparatide, and romosozumab on fracture
risk.%-13

Regarding side effects, in the ACTIVE study,
abaloparatide and teriparatide showed a similar pro-
file. Although the frequency of hypercalcemia was slightly
higher with teriparatide (6.4% vs. 3.4%), the frequency of
adverse events leading to treatment discontinuation was
slightly higher in the abaloparatide group (9.9% vs. 6.8%).

Therefore, abaloparatide and teriparatide are drugs with
similar antifracture efficacy and safety profiles. Although
they may cause changes in blood pressure in some patients,
they are not associated with serious effects, and both are
considered safe from a cardiovascular perspective.' In addi-
tion to specific contraindications, its use should be carefully
assessed in patients with a history of tumors (such as breast,
lung, or prostate tumors) with a high tendency to metasta-
size to bone.
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