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Introduction

It is generally understood in the healthcare world that if a patient has high blood pressure, high cholesterol, or diabetes, it is
recommended to start guideline-directed medical therapy (GDMT). The same could be said for virtually every disease state that

has medical treatment options. However, less than one-third of patients with osteoporosis receive treatment.!

The CDC estimated that in 2010, more than |10 million Americans over the age of 50 had osteoporosis, and more than 40 million

had osteopenia, or low bone mass, the precursor to osteoporosis.2 The CDC estimates more than 300,000 older adults across the
U.S. require hospitalization due to a hip fracture each year. Hip fractures affect a person’s quality of life and ultimately, 20-30% of

patients die within one year of having a hip fracture.3 So, why are patients not receiving treatment for osteoporosis?

Osteoporosis Diagnosis

First, osteoporosis is largely underdiagnosed. ! To diagnose osteoporosis, patients need a dual x-ray absorptiometry (DEXA) scan.
This is a painless and easy scan to evaluate bone density and track bone loss as patients age. Table | and Box | illustrate who should
get a DEXA scan and what factors put patients at risk of osteoporotic fracture. Osteoporosis is a symptom-free disease that is
mostly recognized only after a fracture. It is pertinent that patients get tested for osteoporosis, so treatment can be initiated to
prevent fractures from occurring.

Table |. Patients eligible to receive a DEXA scan45

Population Ages
65 years and older
Females
50-64 years with risk factors
70 years and older
Males

50-69 years with risk factors

Any older adult after a fragility fracture
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Box |. Osteoporosis fracture risk factorss

Increasing age Female sex
Post | patient
o ostmenopatisslipatients Long-term use of certain medications (e.g., glucocorticoids)
(especially if menopause occurred before age 40)
History of parental hip fracture Caucasian or Asian ethnicity
Previous fracture Rheumatoid arthritis
Current smoker Consuming more than 2 alcoholic drinks daily
Vitamin D deficiency / low calcium intake High fall risk / physical inactivity
Low body weight Estrogen deficiency

OSteODOI'OSiS Treatment

Osteoporosis may also be undertreated because of patient concern for medication side effects.3 Osteoporosis treatment
options have two rare but serious warnings: osteonecrosis of the jaw (ONJ) and atypical femur fracture. ONJ is a painful but
reversible disease resulting in jawbone cell death. Patients are instructed to complete any necessary invasive dental work
prior to starting osteoporotic therapy, which is the main risk factor for developing ON]J. Treatment may also be paused if
invasive dental work is required after starting therapy. Atypical femur fractures can occur at any time, even when lying in bed.
However, atypical femur fractures also occur in patients with osteoporosis that elect to not receive treatment, making it

unclear if the risk is related to medications or the disease state itself.?

Oral bisphosphonates, such as alendronate and risedronate, are widely accepted as first-line therapy for osteoporosis.¢8 The
main concern for patients with this drug class is the risk of gastrointestinal (Gl) and esophageal irritation. Depending on which
medication is chosen, it may be taken orally once weekly, once monthly, or every three months. All oral bisphosphonates
must be taken with a full glass of water and separated from any other medications or food. Patients must be able to remain
in an upright position for at least 30 minutes after administration to prevent erosive esophagitis. In addition to oral
bisphosphonates, there are other highly effective non-oral medications for osteoporosis treatment that are lesser known.
Table 2 on the next page provides information on other osteoporotic therapies as recommended by the 2020 American
Association of Clinical Endocrinology (AACE) osteoporosis guidelines.8 In addition to prescription therapy, all patients with
osteoporosis should receive 1,200 mg of calcium daily in two divided doses (from medication and diet), plus 800 to 1,000
international units (IU) of vitamin D3 daily.

Clinical Evidence

Abaloparatide: The ACTIVE clinical trial compared abaloparatide to placebo in 2,463 postmenopausal women with an
average age of 68 years. This was an |8-month trial evaluating the primary endpoint of incidence of new vertebral fracture
and secondary endpoint of incidence of nonvertebral fractures. At |8 months, abaloparatide showed an 86% relative risk
reduction (RRR) (p<0.0001) in new vertebral fracture compared to placebo. It also showed a 43% RRR (p=0.049) in
nonvertebral fractures compared to placebo. The overall incidence of side effects was 10% in the abaloparatide group versus

I 1% in the placebo group.!°




Table 2. Non-oral osteoporosis treatment optionsés.9

maximum of 24 months
followed by an alternative
agent

Teriparatide (Forteo®)

Medication Route / Frequency Additional Information
Subcutaneous injection
. given once daily at home
Abaloparatide (Tymlos®) (self-administered) for a | Main adverse effects: redness and swelling at injection site,

nausea, leg cramps, dizziness

Two subcutaneous injec-
tions given once monthly in
clinic for maximum of 12
months followed by an
alternative agent

Romosozumab (Evenity®)

Only approved for females

The only drug currently available with dual mechanism to
increase the build-up of bones and decreases bone break-
down

Main adverse effects: joint stiffness, headache

Boxed warning for rare but serious risk of myocardial
infarction, stroke, and cardiovascular death

Subcutaneous injection
given every 6 months in
clinic

Denosumab (Prolia®)

Main adverse effects: skin irritation at injection site, joint
stiffness/pain

This medication must be continued indefinitely, or patients

must switch to an alternative therapy if stopped. Stopping

this medication can result in rapid bone deterioration and
increased fracture risk

| 5-minute intravenous (V)
infusion given every 12
months at an infusion

center

Zoledronate (Reclast®)

IV bisphosphonate (same mechanism as oral bisphospho-
nates but no risk of Gl side effects)

Main adverse effects: flu-like symptoms, nausea, fatigue,
headache, joint stiffness/pain

The ACTIVExtend trial evaluated I,139 postmenopausal women with an average age of 70 years after 18 months of
abaloparatide or placebo who were switched to alendronate. This study showed a sustained vertebral fracture protection
for an additional two years after completing abaloparatide therapy. For nonvertebral fractures, at 25 months and 43 months,
abaloparatide showed an 87% RRR (p<0.0001) and 84% RRR (p<0.001) respectively, compared to placebo followed by

alendronate.!!

Teriparatide: A clinical trial evaluated teriparatide versus placebo for 19 months to primarily look at the effect on vertebral
fractures in 1,637 postmenopausal women with an average age of 69 years. A new fracture occurred in 5% of the
teriparatide group versus 14.3% of the placebo group (RRR 65%, p<0.001). Secondarily, they evaluated new nonvertebral
fractures, which occurred in 2.6% of the teriparatide group versus 5.5% of the placebo group (RRR 53%, p<0.05). There

were no significant differences in adverse effects between the treatment and placebo groups.2




Romosozumab: The FRAME clinical trial compared |2 months of romosozumab versus placebo in 7,180 postmenopausal
women (average age: 70 years), followed by denosumab. The primary endpoint was incidence of new vertebral fracture at
month |2 and 24. The secondary endpoint was the incidence of nonvertebral fractures. At 12 months, romosozumab
showed a 73% RRR (p<0.001) of vertebral fracture compared to placebo, and a 75% RRR (p<0.001) at 24 months.
However, the incidence of nonvertebral fractures was not statistically significantly different between romosozumab and

placebo at both 12 and 24 months. There were no statistically significant differences in adverse effects between the groups. '3

The ARCH clinical trial took place a year later and compared 12 months of romosozumab versus alendronate, followed by
alendronate in both groups in 4,093 postmenopausal women with an average age of 74 years. The patient population in this
trial was different from the FRAME clinical trial, as all subjects had a history of fracture, making them very high risk for future
fractures. Despite all subjects having a fracture history, less than 10% had been on any previous osteoporosis treatment.
This study looked at the primary endpoint of incidence of vertebral fracture at 24 months, and secondarily at time to first
clinical fracture (nonvertebral and symptomatic vertebral fracture). Romosozumab demonstrated a 50% RRR (p<0.001)
in vertebral fractures at month 24 compared to placebo. At 33 months, the secondary endpoint of nonvertebral fractures
showed a 19% RRR (p=0.04) with romosozumab versus placebo, and a 38% RRR for hip fractures favoring romosozumab
over placebo. However, this study showed a statistically significant increase in major adverse cardiac events (MACE) for
romosozumab (2% vs |.1%, hazard ratio 1.87), resulting in a boxed warning that romosozumab may increase the risk of

myocardial infarction, stroke, and cardiovascular death.4

Denosumab: The PIVOTAL clinical trial studied denosumab versus placebo for 36 months in 7,868 women (average age:
72 years), looking at the primary endpoint of incidence of new vertebral fractures at 3 years. The secondary endpoints
evaluated the first nonvertebral and hip fracture. For new vertebral fractures, denosumab showed a RRR of 61%
(p<0.0001I) at year I, 71% (p<0.0001) at year 2, and 68% (p<0.0001) at year 3 compared to placebo. Denosumab had a
40% RRR (p=0.04) in hip fracture and a 20% RRR (p=0.01) in nonvertebral fractures at year 3 compared to placebo. Side
effects were similar between the treatment and placebo group in the 3-year PIVOTAL study plus an open-label extension

trial that reflected denosumab safety data through 10 years.!s

Zoledronate: A 3-year clinical trial was conducted to compare zoledronate versus placebo to evaluate the incidence of
vertebral fractures (in subjects not taking concomitant osteoporosis medications) and hip fracture in all subjects (included
patients taking calcitonin, raloxifene, tamoxifen, and hormone replacement therapy). The study enrolled 3,889 postmeno-
pausal women with an average age of 73 years. Zoledronate had a RRR of 70% during a 3-year period compared to placebo
for vertebral fracture and a RRR of 41% compared to placebo for hip fracture. The study reported that adverse effects
(including change in kidney function) were similar between the two groups, except serious atrial fibrillation occurred more

frequently in the zoledronate group (50 patients versus 20 patients, p<0.001).1¢

Conclusion

Osteoporosis is underdiagnosed, and even diagnosed osteoporosis may be undertreated. Concern for adverse effects plays
a large part in patients not willingness to pursue treatment for osteoporosis. There are multiple medications available for
osteoporosis treatment that are not oral, may have less frequent administration than oral formulations, and have minimal
and tolerable side effects. The risk of adverse effects is outweighed by the benefits of treatment to prevent a fracture from
occurring. It is important to identify patients that qualify for a DEXA scan and encourage them to get one. Patients need to
be educated on the various treatment options, non-pharmacological therapies in addition to medication, and the risks that
untreated osteoporosis can bring.




References
l.

Ross BJ, Lee OC, Harris MB, Dowd TC, Savoie FH 3rd, Sherman WF. Rates of osteoporosis management and
secondary preventative treatment after primary fragility fractures. /B /S Open Access. 2021;6(2):e20.00142.
doi:10.2106/)BJS.OA.20.00142

Sarafrazi N, Wambogo EA, Shepherd JA. Osteoporosis or low bone mass in older adults: United States, 2017—-
2018. NCHS Data Brief, no 405. Hyattsville, MD: National Center for Health Statistics. 2021. DOI:
https://dx.doi.org/10.15620/cdc: 103477

Osteoporosis drug prescribing often does not follow guidelines. Endocrine Society. Published March 18, 2021.
Accessed October 30, 2023. https://www.endocrine.org/news-and-advocacy/news-room/featured-science-from-
endo-202 | /osteoporosis-drug-prescribing-often-does-not-follow-guidelines

Viswanathan M, Reddy S, Berkman N, et al. Screening to Prevent Osteoporotic Fractures: An Evidence Review for
the U.S. Preventive Services Task Force [Internet]. Rockville (MD): Agency for Healthcare Research and Quality
(US); 2018 Jun. (Evidence Synthesis, No. 162.) Table |, Recommendations About Screening and Treatment of
Osteoporosis From  Various Professional and Health Organizations.  Available  from:
https://www.ncbi.nlm.nih.gov/books/NBK532080/table/table |/

Bello MO, Rodrigues Silva Sombra L, Anastasopoulou C, Garla VV. Osteoporosis in Males. In: StatPear/s. Treasure
Island (FL): StatPearls Publishing; July 10, 2023.

Qaseem A, Hicks LA, Etxeandia-lkobaltzeta |, et al. Pharmacologic Treatment of Primary Osteoporosis or Low
Bone Mass to Prevent Fractures in Adults: A Living Clinical Guideline From the American College of Physicians
[published correction appears in Ann Intern Med. 2023 Jun;176(6):882-884]. Ann Intern Med. 2023;176(2):224-
238. doi:10.7326/M22-1034

Tile L, Cheung AM. Atypical femur fractures: Current understanding and approach to management. 7her Adv
Musculoskelet Dis. 2020;12:1759720X20916983. doi:10.1177/1759720X20916983

Camacho PM, Petak SM, Binkley N, et al. American Association of Clinical Endocrinologists/American College of
Endocrinology Clinical Practice Guidelines for the Diagnosis and Treatment of Postmenopausal Osteoporosis—
2020 Update. Endocr Pract. 2020;26(Suppl 1):1-46. doi:10.4158/GL-2020-0524SUPPL

Lexicomp Online. Hudson, OH: Wolters Kluwer Clinical Drug Information, Inc.; 2023.
http://online.lexi.com/Ico/action/home. [subscription required]. Accessed October 30, 2023.

. Miller PD, Hattersley G, Riis BJ, et al. Effect of abaloparatide vs placebo on new vertebral fractures in postmeno-

pausal women with osteoporosis: A randomized clinical trial [published correction appears in JAMA. 2017 Jan
24;317(4):442]. JAMA. 2016;316(7):722-733. doi:10.1001/jama.2016.11136

. Bone HG, Cosman F, Miller PD, et al. ACTIVExtend: 24 months of alendronate after |8 months of abaloparatide

or placebo for postmenopausal osteoporosis. / Clin Endocrinol Metab. 2018;103(8):2949-2957.
doi:10.1210/jc.2018-00163

. Neer RM, Arnaud CD, Zanchetta |R, et al. Effect of parathyroid hormone (1-34) on fractures and bone mineral

density in postmenopausal women with osteoporosis. N Eng/ |/ Med 2001;344(19):1434-1441.
doi:https://doi.org/10.1056/nejm200105 103441904

. Cosman F, Crittenden DB, Adachi JD, et al. Romosozumab treatment in postmenopausal women with osteopo-

rosis. NV Engl / Med. 2016;375(16):1532-1543. doi:10.1056/NEJMoal 607948

. Saag KG, Petersen |, Brandi ML, et al. Romosozumab or alendronate for fracture prevention in women with

osteoporosis. N Engl [ Med. 2017;377(15):1417-1427. doi:10.1056/NEJMoal 708322

. Cummings SR, San Martin |, McClung MR, et al. Denosumab for prevention of fractures in postmenopausal women

with osteoporosis [published correction appears in N Engl ] Med. 2009 Nov 5;361(19):1914]. N Eng/ / Med.
2009;361(8):756-765. doi:10.1056/NEJM0a0809493

. Black DM, Delmas PD, Eastell R, et al. Once-yearly zoledronic acid for treatment of postmenopausal osteoporosis.

N Engl | Med. 2007;356(18):1809-1822. doi:10.1056/NEJM0a067312




