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El American College of Physicians (ACP) de EE.UU. ha elaborado dos
documentos dedicados a la prevencién de fracturas en pacientes con
osteoporosis primaria o disminucidén de masa dsea: una revisidn
sistemdtica con metandlisis sobre la eficacia y seguridad de los
tratamientos y una guia sobre el tratamiento farmacoldégico.

La revisidén sistemdtica, incluyd un total de 34 ensayos clinicos
aleatorios y 36 estudios observacionales, siendo sus principales
conclusiones:

+ Los bifosfonatos y el denosumab redujeron las fracturas de cadera,
vertebrales clinicas y radiogrédficas y otras fracturas clinicas en
mujeres posmenopdusicas con osteoporosis (grado de evidencia: moderado
a alto).

« Aunque fueron eventos raros, el tratamiento de larga duracidn con
bisfosfonatos mostraron un aumento en el riesgo de fracturas femorales
atipicas y osteonecrosis de la mandibula.

+ La abaloparatida y la teriparatida redujeron las fracturas
vertebrales clinicas y radiogréficas, pero aumentaron el riesgo de
retirada debida a eventos adversos (grado de evidencia: moderado a
alto).

« A largo plazo, los tratamientos con raloxifeno y bazedoxifeno
redujeron las fracturas vertebrales radiogrédficas, pero no clinicas
(grado de evidencia: bajo a moderado).

+ La abaloparatida, la teriparatida y el romosozumab secuencial
(seguido de alendronato), muestran mas eficacia que los bisfosfonatos
en la reduccidén de las fracturas clinicas en mujeres posmenopdusicas
mayores con muy alto riesgo de fractura (grado de evidencia: bajo a
moderado) .

+ Los bisfosfonatos pueden reducir las fracturas clinicas en mujeres
mayores con masa o6sea baja (grado de evidencia: bajo) y las fracturas
vertebrales radiograficas en hombres con osteoporosis (grado de
evidencia: bajo a moderado).

A partir de la revisidén sistemdtica anterior, la guia de 2023 (que
actualiza la de 2017) establece como recomendaciones principales:

Recomendacién la: se recomienda utilizar bisfosfonatos como
tratamiento farmacoldédgico inicial para reducir el riesgo de fracturas
en mujeres posmenopdusicas con diagndéstico de osteoporosis primaria
(recomendacidén fuerte; grado de evidencia alto)

Recomendacién 1lb: se sugiere el uso de bifosfonatos para el
tratamiento farmacoldédgico inicial para reducir el riesgo de fracturas
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en hombres con diagnéstico de osteoporosis primaria (recomendacidn
condicional; grado de evidencia bajo).

Recomendacidén 2a: se sugiere utilizar denosumab como tratamiento de
segunda linea para reducir el riesgo de fracturas en mujeres
posmenopdusicas con diagndéstico de osteoporosis primaria que tienen
contraindicaciones o experimentan efectos adversos a los bisfosfonatos
(recomendacidén condicional; grado de evidencia moderado) .

Recomendacién 2b: se sugiere utilizar denosumab como tratamiento de
segunda linea para reducir el riesgo de fracturas en hombres
diagnosticados con osteoporosis primaria que tienen contraindicaciones
o0 experimentan efectos adversos de los bisfosfonatos (recomendacidn
condicional; grado de evidencia bajo).

Recomendacidén 3: se sugiere utilizar romosozumab (grado de evidencia
moderado) o teriparatida (grado de evidencia bajo), seguido de un
bisfosfonato, para reducir el riesgo de fracturas sdélo en mujeres con
osteoporosis primaria y riesgo muy alto de fractura (recomendacidn
condicional) .

Recomendacién 4: se sugiere un enfoque individualizado sobre el inicio
del tratamiento farmacoldgico con bisfosfonatos en mujeres mayores de
65 afios con baja masa dsea (osteopenia) para reducir el riesgo de
fracturas (recomendacidén condicional; grado de evidencia bajo).

Al final se reproduce la figura 1 gue muestra los tratamientos para
reducir las fracturas en mujeres posmenopdusicas con osteoporosis
primaria.

En relacidén con el tratamiento de la osteoporosis, se puede consultar
el BTA de 2022 sobre osteoporosis: actualizacidn, y el documento del
SSPA de Recomendaciones para el uso racional del medicamento en el el
tratamiento farmacoldégico de las enfermedades reumdticas y
musculoesqueléticas. Osteoporosis.
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CLiNicAL GUIDELINE Pharmacologic Treatment of Primary Osteoporosis or Low Bone Mass In Adults

Fgure 1. Treatments to reduce fractures in postmenocpausal females with primary ostecporosis.

Trestments to Reduce Fractures in Pﬂ-!-'l‘lﬂ'l-wl] Females
With Primary Ostesporast
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.‘-_—_tzl R ecomimendations

RECOMMEN DATION: ACP recxmmends that diniclans ise bisphosphonates for initial pharmacologc trestment o reduce the risk of
fradtures in postmenopauss| females diagnosed with primary ctteopomais [strong remmmendation; high-certalnty evidence).

RECOMMENDATION: ACP suggests that clinicians use the RANK Hlgand inhibltor (denosumab) 45 a second-line pharmacologc tresbment
b educe the rigk of fradures In pestmencpausal females diagnosed with primary csteopomsls who have contraldiafion b o
experience adverse effects of bisphosphonates (condil onal recommendation; moderate-certalnty evidence).

RECOMMENDATION: ACP sugpest that chnlclans wse the sclemstin Inhibitar (romosorumab, moderste-certalnly evidencel or
eammblnant FTH {ed paratide; low-certalnty evidena) followed by a bisphosphonate. i educe the risk of fadunes anly in females
with primary ostesporosis with very high risk of fractum {conditional recommendation).

RATIOMALE: Bisphosphonates had the most favorable balance smong benefits, harms, patient values and preferences, and @t among

the examined drugs in postme nopausal females with primagy odeoporods and should be used &= frd-line bestment. Denosimab alio
had & favomble lang berm net benefil, but bisphosphonates are much cheaper than ather pharmacalogic treatmenk and available In
genedc formulations. Evidence showed that the benefils of mavmbinant PTH {ted paratide) or the sclerodin inhibitor (rom asozumab) may
have autweighed hanms compared with placsho in 2 seled population of postmenopawal females (mean age >74 peard with steoponil
and very high risk for fracture. Biphasphonates and denosumab were ssodasted with higher rigk for osbeonecrosts of the jaw and atyplcal
femosl fractures, and romosocumab was sssodsbed with adverse cardiovascular events. The long-term safely of teriparatide in human

Is unknown.

T Patient Popul stion
Pastmenopaussl females disgnosed with pdmary esteoporosis

..1—_ Interve ntl ons Compared With Placebo
Bisphomhomtes {gendronate, risedronate, roledronate), denosumab, teriparatide, absloparatide, romesozumab, raloxifene

=T= Key Dubtcomes Amected ot 12-36 and 236 Months
= Hip fradure, any dinical and clinical vertebral fractures, radiographic venebral fractumes, hanms (serious adverse effects and

treatment withdrawal due bo adverse effecs)
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FLACERCN Evidenceis notavailabde for ofher etments.
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Serious Adverie Events, =36 Months

CERTAINTY OF
THE EWIDENCE
Biephasphonates snd denmumab eailied in ne differences in sefous adverse s and withd b due to adverse  HIGH
events in RCTa
Elsphophonstes and denosumsh were sssodabed with higher risk for osteonecrosis of the jaw and abypical femoral ar  LOW
ablrochanteric fradures in abaervational studies, with higher risk after longer treatment duration.
Ramosneumal followed by alendronate probably dd not inmeate fidk for serious harms of withdrawal due to adverse  MODERATE
elfech mmpared with bisphosphonate alone at 12- to 36-month cutcome essessment inan RCT.
Romosoeumal wes asocisted with higher risk for adverse cardiovascular events and miosxifens was sssocisbed with Lo
thromib-gembol im in obsenvational shudies

Lowng- term safely of teriparatide in humans 15 unknown INSUFA CIENT

P
|h,:r|';: Clinical Considerations

« Olinclars should prescdbe peneric medications If possible rather than more expendive brand-name medications.

= Oiniclams resling pestmenopaudisl females with otk oporosds should encourage adherence bo recommended dug treabmenks and
e althy | Hestyl e modifications, including exercise, and counseling for evaluation and prevention of falls.

= Adequate aicium and vitamin D intake should be part of fracture prevention in all postme nopausal femal es with low bone mas o
mtenponosis.

= Dinjelans should assess baseline rigk for fracture based an individulized aisesement of bone demsity, history of fractures, response b
prior reatments for esleopomsis, and multiple sk factors for fractures in postmenopas-al fem ales with peimary esteoporosis.

« Current evidence sugrests that ingeasing the dumbion of bisphosphonste fierapy to longer than 5 years probably reduced risk for new vertebral
fradbures but not risk for other fractures &t the expense of increased risk for long-berm harms. Therefore, elinicians should consider stopping
bigphosphonate breabment sfter 5 years unless the patient has a strong indicaion for freatment continuatian.

* The decision of a lemporagy trestment dsontinmtion (holldays) should be individualized and based on baseline dsk for fractures, type of
medication and its half-life in bone, duration of discontinuation, benefits and hams of dismntinuation, and hi gher risk for fractume due bo
drug discantinustion.

= [Fermabess i sl ly treated with an anabolic agent should be offered an antiresomplive agent sfter discontinuation o preserve ming and because of
sefow dsk for rebound and multiple vertebral fractures.

= Dider posbmenopausal females with primarny osteoporosis who are al incrested dsk for falls and other advers evenk due bo polyphanmacy or
drug intersctions nesd individualized treatment selection based on cmorbidities and concomitant medications ssodsbed with higher rsk for
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