For the treatment of postmenopausal women with
osteoporosis at high risk for fracture

FDA APPROVED FOR 10 YEARS

A decade
with Prolia

®

Make it
hers, today
Prolia® has been FDA approved for
10 years to treat postmenopausal
women with osteoporosis at high
risk for fracture.1,2
Now is the time to start reducing
her risk of fracture with Prolia®.

Indication
Prolia® is indicated for the treatment of postmenopausal women with osteoporosis at high risk for
fracture, defined as a history of osteoporotic fracture, or multiple risk factors for fracture; or patients
who have failed or are intolerant to other available osteoporosis therapy. In postmenopausal women
with osteoporosis, Prolia® reduces the incidence of vertebral, nonvertebral, and hip fractures.

Important Safety Information
Prolia® is contraindicated in patients with hypocalcemia, women who
are pregnant, and patients with a history of systemic hypersensitivity to
any component of the product. Perform pregnancy testing in women of
reproductive potential prior to initiating treatment with Prolia®.
Please see additional Important Safety Information on pages 16 and 17.

How many women in your practice
are at risk?
Osteoporosis is a chronic and progressive disease. If untreated,
bones continue to weaken and fracture risk continues to rise.3

It’s time to change the numbers in osteoporosis

IN THE US

~1 in 2

women

50+ WILL BREAK A BONE
DUE TO OSTEOPOROSIS4

Women at high risk of fracture have an urgent and critical need to
reduce their fracture risk.4 The potential impact of fracture includes:
•
•
•
•

2

Admission to a nursing home or long‑term care facility 4
Pain at the fracture site5
Potential complications during hospitalization (due to hip fracture)6
Potential burden on patients, their families, and their finances 7,8

3

FDA approved for 10 years
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FDA approves Prolia® for women
with postmenopausal osteoporosis
at high risk for fracture2

In the decade since
approval, approximately
9 million doses
have been distributed
in the US9

When your postmenopausal
osteoporosis patient is at high risk
for fracture, start with Prolia® for
her initial therapy
AACE guidelines include Prolia® as an initial therapy for
most postmenopausal women at high risk for fracture10
Per the Prolia® Prescribing Information, high risk for fracture is defined as a
history of osteoporotic fracture, or multiple risk factors for fracture, or patients
who have failed or are intolerant to other osteoporosis therapy

With Prolia®, relative fracture risk was significantly
reduced at year 3 vs placebo1,11,*

68

40

20

Vertebral fractures

Hip fractures‡

Nonvertebral fractures‡,§

p = 0.04

p = 0.01

%†

Absolute risk reduction = 4.8%

%†

Absolute risk reduction = 0.3%

p < 0.0001

Prolia® continues to
serve women with
postmenopausal
osteoporosis at high
risk for fracture

%†

Absolute risk reduction = 1.5%

Pivotal phase 3 study design: Multicenter, international, randomized, double-blind,
placebo-controlled clinical trial that studied postmenopausal women between 60 and
91 years of age with a BMD T-score between –2.5 and –4.0 at the lumbar spine or total
hip. 7,808 patients were randomized to receive Prolia® 60 mg (n = 3,902) or placebo
(n = 3,906) subcutaneously every 6 months. All patients were supplemented with daily
calcium and vitamin D.
Primary endpoint: Evaluate incidence of new vertebral fractures at 3 years.
Secondary endpoints: Evaluate time to nonvertebral fractures and time to the first hip
fractures.
*Includes 7,393 patients with a baseline and at least 1 post-baseline radiograph.
†
Relative risk reduction.
‡
Secondary endpoints were time to first nonvertebral and hip fracture, assessed at 3 years.
§
Composite measurement excluding pathological fractures and those associated with severe
trauma, fractures of the vertebrae, skull, face, mandible, metacarpals, fingers, and toes.
AACE = American Association of Clinical Endocrinologists; BMD = bone mineral density.

Important Safety Information
Clinically significant hypersensitivity including anaphylaxis has been reported with
Prolia®. If an anaphylactic or other clinically significant allergic reaction occurs,
initiate appropriate therapy and discontinue Prolia®.
Please see additional Important Safety Information on pages 16 and 17.

5

A decade of safety and efficacy data
Prolia® adverse event (AE) profile reflects
data through 10 years13

Long-term use of Prolia® has been studied for up
to 10 years in the pivotal phase 3 fracture trial and
open-label extension of the pivotal phase 3 trial12-14

Exposure-adjusted subject incidence of AEs (rates per 100 subject-years)12,14

Open-label extension study design: Study of Prolia® continued in a 7-year, international
multicenter, open-label, single-arm extension. Eligible participants must have completed the
pivotal phase trial, did not discontinue Prolia®, were not taking any other osteoporosis medications,
and did not miss more than 1 dose of Prolia®.
Primary endpoint: Safety and tolerability up to 10 years of Prolia® administration.
Select secondary endpoints: Percent changes from baseline in BMD at lumbar spine, total hip,
femoral neck, and one-third radius; vertebral, nonvertebral, and hip fracture incidence during
10 years of Prolia® administration.
Pivotal Phase 3
Fracture Trial
N = 7,808

1

RANDOMIZATION

Denosumab
Denosumab
60 mg SC Q6M

Open-Label Extension Study
N = 4,550
2
3
4
5

6

n = 3,902

7

Crossover (received placebo in pivotal phase 3 fracture trial)

0

1

2

3

4

5

6

7

8

Continued Prolia®
(n = 2,343)

156.1

154.3

96.8

97.0

Infections

30.7

29.3

20.7

19.9

Malignancies

1.6

1.8

2.0

2.0

Eczema

0.6

1.1

0.9

0.9

< 0.1

0.0

< 0.1

< 0.1

Serious AEs

10.4

10.6

10.1

10.3

Infections

1.3

1.5

1.4

1.5

< 0.1

0.1

< 0.1

< 0.1

Atypical femoral fracture from open-label extension study13
• 0.8 per 10,000 subject-years†

Daily Calcium and Vitamin D
Year

Crossover Prolia®
(n = 2,206)

Cellulitis or
erysipelas

Denosumab 60 mg SC Q6M

n = 3,906

Prolia®
(n = 3,879)

Hypocalcemia

Continued (received denosumab in pivotal phase 3 fracture trial)

Placebo
60 mg SC Q6M

Placebo
(n = 3,883)
All AEs

Denosumab 60 mg SC Q6M

60mg SCQ6M

9

OPEN-LABEL
EXTENSION STUDY14
Years 4-10 Rate

PIVOTAL PHASE 3
FRACTURE TRIAL12
Years 1-3 Rate

10

continued*:

n = 2,343

n = 1,827

n = 1,343

crossover*:

n = 2,207

n = 1,720

n = 1,283

10 Years Total Treatment

Osteonecrosis of the jaw (ONJ) from open-label extension study13
• 5.2 per 10,000 subject-years†
Exposure-adjusted subject incidence during the open-label extension study (years 4-10); rates include both the
continued and crossover groups.14

†

Consider open-label extension study limitations when interpreting results. The open-label
extension study is not blinded, not controlled, and includes inherent self-selection bias. A
total of 351 patients (7.7%) had adverse events that led to discontinuation of Prolia® and 277
patients (6.1%) had adverse events that led to discontinuation of the study.
Q6M = every 6 months; SC = subcutaneously.
*At year 3, n values represent patients who began the open-label extension study. At years 6 and 10, n values
represent patients who completed those respective years of the open-label extension study.

6

Please see Important Safety Information on pages 16 and 17.
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Prolia® continued to increase
BMD at 10 years in the open-label
extension study13,15,*

Total Hip BMD at 10 Years
Total Hip BMD at 10 Years13,15,16
Prolia®

Lumbar Spine BMD at 10 Years13,15,16
Placebo

§

22

Percentage Change From Baseline

21.7%

Crossover Prolia®

Open-Label Extension Study

Pivotal Phase 3
Fracture Trial

20
18

§
§

§

16

§

§

14

increase at 10 years

**

16.5

increase at 10 years

§

12

‡

†

1

10
8

†,‡

6

YEAR

2

§

§

§
§

†,‡

4

§

§

§

†,‡
§

§

§

2

†

0
BL

Years of Treatment

-2
YEAR

12

†

†,‡

YEAR

1

YEAR

2

YEAR

3

increase at 10 years**

7.4%

increase at 10 years**

Years of Treatment
YEAR

4

YEAR

5

YEAR

6

YEAR

7

YEAR

8

YEAR

9

YEAR

10

n††

232

228

1,567

1,215

n††

209

207

1,457

1,189

†,‡

0
BL

9.2%

14

-2

4
2

16

§

†,‡

6

18

Crossover Prolia®

Open-Label Extension Study

Pivotal Phase 3
Fracture Trial

20

§

†,‡

8

**

§

†,‡

10

%

Percentage Change From Baseline

22

Lumbar spine BMD at 10 years

Prolia®

Placebo

YEAR

3

YEAR

4

YEAR

5

YEAR

6

YEAR

7

YEAR

8

YEAR

9

YEAR

10

n††

232

227

1,589

1,251

n††

209

208

1,487

1,216

BMD data results are not meant to imply fracture efficacy and should not be
extrapolated to predict differences in fracture efficacy.

BMD data results are not meant to imply fracture efficacy and should not be
extrapolated to predict differences in fracture efficacy.
BMD = bone mineral density.
Data are least squares means (95% confidence interval).
*
BMD was measured as a secondary endpoint.
†
p < 0.05 compared with pivotal phase 3 fracture trial baseline.
‡
Represents subjects from BMD substudy of pivotal phase 3 fracture trial.
§
p < 0.05 compared with both pivotal phase 3 fracture trial and open-label extension study baselines.
**
Final number listed at year 10 represents BMD percentage change while on denosumab treatment (from FREEDOM
baseline for the long-term group and from extension baseline for the crossover group).
††
The n values represent number of subjects with observed BMD data. In the open-label extension study, subjects
were required to have 1 BMD measurement at baseline and at least 1 BMD measurement post-baseline to be
included in the analysis. As such, the number of subjects measured in the open-label extension study is greater
than the number of subjects measured in the first 3 years.

Important Safety Information
Hypocalcemia may worsen with the use of Prolia®, especially in patients with severe
renal impairment. Adequately supplement all patients with calcium and vitamin D.
8

Please see additional Important Safety Information on pages 16 and 17.
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Primary endpoint:

N = 250

• Adherence during the first year (end of treatment period 1)

Denosumab
Denosumab
60
mgSCQ6M
SC Q6M
60mg
n = 126

n = 115

ALN/DMAB sequence

Alendronate
70 mg PO QW

Denosumab
60 mg SC Q6M

n = 124

n = 106

Year 1

Year 2
Calcium and Vitamin D

Select secondary endpoints:
• Adherence to treatment at the end of treatment period 2
• Subject preference at the end of year 2, as assessed in the validated Preference and
Satisfaction Questionnaire (PSQ)
• Proportion of subjects satisfied with treatment at the end of each treatment period, as
assessed in the PSQ

Alendronate
Alendronate
70
mgPO
PO QW
QW
70mg

END OF STUDY

DMAB/ALN sequence

RANDOMIZATION

Adherence, preference, and satisfaction study design: In this multicenter, randomized,
open-label, crossover study, eligible patients were randomized to receive either
Prolia® or alendronate for 1 year before switching treatments for year 2. Subjects were
postmenopausal women age 55 or older, with no prior bisphosphonate or denosumab
treatment, and BMD between –2.0 and –4.0 at the lumbar spine, total hip, or femoral
neck. Prolia® 60 mg was administered subcutaneously by a healthcare professional
every 6 months. Alendronate 70 mg was taken orally once every week. All patients were
instructed to take ≥ 1000 mg calcium and ≥ 400 IU vitamin D daily.

Patients were evaluated in treatment crossover
sequences over 2 years17,*

SCREENING

Patient adherence and preference
with Prolia®17

Visits

Day 1

Month 6

Month 12

Month 18

Month 24

Study design limitations:
• Consider open-label study limitations when interpreting results. This open-label
study was not blinded and not controlled
• Patients knew their adherence and BMD were being monitored, which may have
influenced treatment adherence
• Use of 1-year treatment periods limits conclusions that can be made about
long-term compliance
• Provision of medication in this study removed any influence of treatment cost
on adherence
• Adherence results measures in clinical studies are higher than in clinical practice
• Head-to-head fracture studies have not been conducted
 LN = alendronate; BMD = bone mineral density; DMAB = denosumab; PO = by mouth; Q6M = once
A
every 6 months; QW = once a week; SC = subcutaneous.
*For subjects who wished to withdraw from treatment in treatment period 1 prior to the month 12 visit but
still remained in the study, the treatment crossover could occur anytime prior to the month 12 visit.

10

Please see Important Safety Information on pages 16 and 17.
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Patient adherence and preference with
Prolia® vs alendronate17
At 12 months*

+11.5%

At 24 months

+29%

higher adherence (p = 0.026)

higher adherence (p < 0.001)

88.1% adherent with Prolia® (n = 126)
vs 76.6% with alendronate (n = 124)

92.5% adherent with Prolia® (n = 106)
vs 63.5% with alendronate (n = 115)

*Primary endpoint.

Adherence was defined as a composite of being both compliant and persistent with therapy17
•
•
•
•

Prolia® compliance: Received 2 Prolia® injections 6 months apart (± 4 weeks)
Prolia® persistence: Received both injections and completed treatment within the allotted time
Alendronate compliance: Took ≥ 80% of once-weekly tablets
Alendronate persistence: Took ≥ 2 tablets in last month and completed treatment within
the allotted time
• Results suggest a treatment sequence effect (treatment-by-period interaction): Adherence
rates in the alendronate group were lower after crossover from Prolia®, and rates were higher
in the Prolia® group after crossover from alendronate. Transitioning from biannual
to weekly administration may have been more difficult than the converse

At 24 months, more patients expressed overall preference
for Prolia® vs alendronate17,18,† (n = 198)
Data reflects the more than
93% of respondents who
expressed a preference for
1 treatment over the other.
‡
p < 0.001.
Patient preference was not
affected by treatment sequence
(before or after alendronate).
†

Preference at 24 months (patient-reported) (n = 198)
†

92.4

‡

%

preferred Prolia®

vs

7.6

Overall, a similar number of participants reported
adverse events (AEs) in each treatment group (63.2%
on alendronate, 65.7% on Prolia®)

‡

%

preferred alendronate

SUMMARY OF ADVERSE EVENTS17,18
Alendronate
(N = 228) n (%)

Prolia® (denosumab)
(N = 230) n (%)

144 (63.2)

151 (65.7)

Serious AEs

9 (3.9)

8 (3.5)

AEs of fracture§

2 (0.9)

4 (1.7)

1 (0.4)

3 (1.3)

Arthralgia

15 (6.6)

14 (6.1)

Pain in extremity

9 (3.9)

14 (6.1)

Back pain

13 (5.7)

9 (3.9)

Any AE

AEs of osteoporotic fracture**
AEs ≥ 5% frequency in either
treatment group

No deaths, osteonecrosis of the jaw, or atypical femoral fractures
were reported in the study.17,18
Includes only treatment-emergent adverse events occurring on or
before the end of the specific treatment period.
N = number of patients who received at least 1 dose of study drug
during the specific treatment period.
n = number of patients reporting at least 1 adverse event during the
specific treatment period.
§
On-study fractures were as follows: Prolia®—2 foot, 1 pubis, 1 ulna;
alendronate—1 fibula, 1 humerus.
**
On-study osteoporotic fractures were as follows: Prolia®—2 foot,
1 ulna; alendronate—1 humerus.

The Preference and Satisfaction Questionnaire (PSQ) is a validated instrument
• 34-item, self-reported questionnaire assessing a patient’s preferences for and satisfaction
with different study treatments
Preference
• Patient preference was assessed through the following question:
– Preference: "Which do you prefer: the weekly pill, the 6-month injection, or no preference?"

Important Safety Information
ONJ and atypical femoral fracture have been reported in patients with Prolia®. The risk of ONJ may
increase with duration of exposure to Prolia®. Patients should be monitored for adverse outcomes.
12

Please see additional Important Safety Information on pages 16 and 17.
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97% of all patients have access*
to Prolia®19,†

93

%

Assist

of Medicare Part B patients have access* to
Prolia® as initial therapy19,‡

$0

Nearly

Ongoing support for you to help her
start and stay with Prolia®

77%

of Medicare Part B patients have supplemental
insurance, meaning they will likely pay $0 per
syringe of Prolia® 20, §

Provides personalized
support and resources
throughout the access and
reimbursement process
1-866-AMG-ASST
(1-866-264-2778)
M-F, 9 am – 8 pm ET
MyAmgenPortal.com

Finder

TM

Helps you locate alternate
sites of care where Prolia®
can be administered and
pharmacies that carry it
ProliaFinder.com

Offers exclusive access to
lifestyle tips, educational
information, injection
appointment reminders,
and more to help her
achieve her bone
health goals
Prolia.com/
BONEMATTERS

97%

Prolia® is available to 97% of commercial
patients through the buy and bill pathway19,†
With the Prolia® Co-pay Program, eligible
patients with commercial insurance can pay
as little as $25.** Visit ProliaSupport.com or call
1-844-369-9962 to learn more
*	Access is defined as the ability of a patient to obtain Prolia®, although patient
out-of-pocket cost and insurance requirements may vary.
†
Medical Payer Mix based on SHS Mx claims from April 2017 to March 2018.
‡	
Channel Mix based on IMS Prolia® data pack integrated units from
September 15, 2017 to September 7, 2018.
§
Data from October 2017 to June 2018.
**See Patient Eligibility Requirements and Coverage Limits for full eligibility
details; other restrictions may apply.

Please see Important Safety Information on pages 16 and 17.
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Important Safety Information
Contraindications: Prolia® is contraindicated in patients with hypocalcemia. Pre-existing
hypocalcemia must be corrected prior to initiating Prolia®. Prolia® is contraindicated in women
who are pregnant and may cause fetal harm. In women of reproductive potential, pregnancy testing
should be performed prior to initiating treatment with Prolia®. Prolia® is contraindicated in patients
with a history of systemic hypersensitivity to any component of the product. Reactions have included
anaphylaxis, facial swelling and urticaria.
Same Active Ingredient: Prolia® contains the same active ingredient (denosumab) found in XGEVA®.
Patients receiving Prolia® should not receive XGEVA®.
Hypersensitivity: Clinically significant hypersensitivity including anaphylaxis has been reported with
Prolia®. Symptoms have included hypotension, dyspnea, throat tightness, facial and upper airway
edema, pruritus and urticaria. If an anaphylactic or other clinically significant allergic reaction
occurs, initiate appropriate therapy and discontinue further use of Prolia®.
Hypocalcemia: Hypocalcemia may worsen with the use of Prolia®, especially in patients with severe
renal impairment. In patients predisposed to hypocalcemia and disturbances of mineral metabolism,
including treatment with other calcium-lowering drugs, clinical monitoring of calcium and mineral
levels is highly recommended within 14 days of Prolia® injection. Concomitant use of calcimimetic
drugs may worsen hypocalcemia risk and serum calcium should be closely monitored. Adequately
supplement all patients with calcium and vitamin D.
Osteonecrosis of the Jaw (ONJ): ONJ, which can occur spontaneously, is generally associated
with tooth extraction and/or local infection with delayed healing, and has been reported in
patients receiving Prolia®. An oral exam should be performed by the prescriber prior to initiation
of Prolia®. A dental examination with appropriate preventive dentistry is recommended prior to
treatment in patients with risk factors for ONJ such as invasive dental procedures, diagnosis of
cancer, concomitant therapies (e.g. chemotherapy, corticosteroids, angiogenesis inhibitors), poor
oral hygiene, and co-morbid disorders. Good oral hygiene practices should be maintained during
treatment with Prolia®. The risk of ONJ may increase with duration of exposure to Prolia®.
For patients requiring invasive dental procedures, clinical judgment should guide the management
plan of each patient. Patients who are suspected of having or who develop ONJ should receive care
by a dentist or an oral surgeon. Extensive dental surgery to treat ONJ may exacerbate the condition.
Discontinuation of Prolia® should be considered based on individual benefit-risk assessment.
Atypical Femoral Fractures: Atypical low-energy, or low trauma fractures of the shaft have been
reported in patients receiving Prolia®. Causality has not been established as these fractures also
occur in osteoporotic patients who have not been treated with antiresorptive agents.
During Prolia® treatment, patients should be advised to report new or unusual thigh, hip, or
groin pain. Any patient who presents with thigh or groin pain should be evaluated to rule out an
incomplete femur fracture. Interruption of Prolia® therapy should be considered, pending a risk/
benefit assessment, on an individual basis.
Multiple Vertebral Fractures (MVF) Following Discontinuation of Prolia® Treatment: Following
discontinuation of Prolia® treatment, fracture risk increases, including the risk of multiple vertebral
fractures. New vertebral fractures occurred as early as 7 months (on average 19 months) after the
last dose of Prolia®. Prior vertebral fracture was a predictor of multiple vertebral fractures after
Prolia® discontinuation. Evaluate an individual’s benefit/risk before initiating treatment with Prolia®.
If Prolia® treatment is discontinued, patients should be transitioned to an alternative
antiresorptive therapy.

Serious Infections: In a clinical trial (N = 7808), serious infections leading to hospitalization were
reported more frequently in the Prolia® group than in the placebo group. Serious skin infections, as well
as infections of the abdomen, urinary tract and ear, were more frequent in patients treated with Prolia®.
Endocarditis was also reported more frequently in Prolia®-treated patients. The incidence of
opportunistic infections and the overall incidence of infections were similar between the treatment
groups. Advise patients to seek prompt medical attention if they develop signs or symptoms of
severe infection, including cellulitis.
Patients on concomitant immunosuppressant agents or with impaired immune systems may be at
increased risk for serious infections. In patients who develop serious infections while on Prolia®,
prescribers should assess the need for continued Prolia® therapy.
Dermatologic Adverse Reactions: Epidermal and dermal adverse events such as dermatitis, eczema and
rashes occurred at a significantly higher rate with Prolia® compared to placebo. Most of these events were
not specific to the injection site. Consider discontinuing Prolia® if severe symptoms develop.
Musculoskeletal Pain: Severe and occasionally incapacitating bone, joint, and/or muscle pain has
been reported in patients taking Prolia®. Consider discontinuing use if severe symptoms develop.
Suppression of Bone Turnover: Prolia® resulted in significant suppression of bone remodeling
as evidenced by markers of bone turnover and bone histomorphometry. The significance of these
findings and the effect of long-term treatment are unknown. Monitor patients for consequences,
including ONJ, atypical fractures, and delayed fracture healing.
Adverse Reactions: The most common adverse reactions (>5% and more common than placebo) are
back pain, pain in extremity, musculoskeletal pain, hypercholesterolemia, and cystitis. Pancreatitis
has been reported with Prolia®.
The overall incidence of new malignancies was 4.3% in the placebo group and 4.8% in the Prolia®
group. A causal relationship to drug exposure has not been established. Denosumab is a human
monoclonal antibody. As with all therapeutic proteins, there is potential for immunogenicity.
Please click here to see Prolia® full Prescribing Information, including Medication Guide.
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Help lead your patients to
stronger bones with Prolia®
A study showed only about a quarter of women with
postmenopausal osteoporosis were treated with
osteoporosis medication within 12 months of an
osteoporosis-related fracture.21

Treating women

WITH POSTMENOPAUSAL OSTEOPOROSIS
AT HIGH RISK FOR FRACTURE

Start your patients on Prolia® today to help change
the numbers of women treated for postmenopausal
osteoporosis at high risk for fracture.

Which of your patients are
ready to start Prolia® today?

Indication
Prolia® is indicated for the treatment of postmenopausal women with osteoporosis at high risk for
fracture, defined as a history of osteoporotic fracture, or multiple risk factors for fracture; or patients
who have failed or are intolerant to other available osteoporosis therapy. In postmenopausal women
with osteoporosis, Prolia® reduces the incidence of vertebral, nonvertebral, and hip fractures.

Important Safety Information
Contraindications: Prolia® is contraindicated in patients with hypocalcemia. Pre-existing
hypocalcemia must be corrected prior to initiating Prolia®. Prolia® is contraindicated in women
who are pregnant and may cause fetal harm. In women of reproductive potential, pregnancy testing
should be performed prior to initiating treatment with Prolia®. Prolia® is contraindicated in patients
with a history of systemic hypersensitivity to any component of the product. Reactions have included
anaphylaxis, facial swelling and urticaria.
Please see additional Important Safety Information on pages 16 and 17.
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