Multiple Myeloma

After a diagnosis of multiple myeloma

He’s ready for XGEVA®
Prevent bone complications* by SC injection
without adjusting the dose for renal function1,†

*Bone complications, also known as skeletal-related events (SREs), are defined as radiation to bone, pathologic fracture, surgery to bone,
and spinal cord compression.1
†

Patients with creatinine clearance <30 mL/min were excluded from the clinical trial.1 Please see clinical trial information on page 5.
SC, subcutaneous.

Indication
XGEVA® is indicated for the prevention of skeletal-related events in patients with multiple myeloma and in patients with bone metastases from solid tumors.

Important Safety Information
Hypocalcemia
• Pre-existing hypocalcemia must be corrected prior to initiating therapy with XGEVA®. XGEVA® can cause severe symptomatic hypocalcemia, and fatal cases
have been reported. Monitor calcium levels, especially in the first weeks of initiating therapy, and administer calcium, magnesium, and vitamin D as necessary.
Concomitant use of calcimimetics and other drugs that can lower calcium levels may worsen hypocalcemia risk and serum calcium should be closely monitored.
Advise patients to contact a healthcare professional for symptoms of hypocalcemia.
• An increased risk of hypocalcemia has been observed in clinical trials of patients with increasing renal dysfunction,
most commonly with severe dysfunction (creatinine clearance less than 30 mL/minute and/or on dialysis), and with
inadequate/no calcium supplementation. Monitor calcium levels and calcium and vitamin D intake.
Please see Important Safety Information on pages 10 and 11.
USA-162X-80890

120 mg/1.7 mL vial
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Multiple myeloma puts patients’ bones at risk
for bone complications and continues throughout
the course of their disease2,3
~60% of patients experience pathologic
fractures over the course of their disease2

One fracture can lead to another3

>7x

More likely to experience a
subsequent fracture after
a prior bone complication*

62

patients go untreated with a BTA at 3 months after diagnosis,
% ofoften
receiving treatment only after the onset of a bone complication

4,†

To prevent bone complications, including fractures, NCCN Clinical Practice Guidelines in Oncology
(NCCN Guidelines®) recommend treating with a BTA for up to 2 years in patients receiving primary
therapy for multiple myeloma5
*In a retrospective analysis of 220 patients who had an SRE at baseline, 88% experienced a fracture vs 12% who did not.3
†
Based on a retrospective analysis of electronic health records from oncology clinics across the United States (Flatiron Health, Inc.) that linked to the MarketScan® claims
databases. Patients ≥18 years with a new multiple myeloma diagnosis (ICD-9, 203.00; ICD-10, C90.00), 2011-2016. Patients were excluded if they had an IV bisphosphonate
within 6 months of the multiple myeloma diagnosis, concurrent cancer in the 12 months prior to diagnosis, or zero resource use in the 30 days following the diagnosis.
The cumulative incidence of IV bisphosphonate initiation was estimated using competing risk models to account for death.4
BTA, bone-targeting agent; IV, intravenous; NCCN, National Comprehensive Cancer Network.
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CRAB features* are typical at diagnosis and as
multiple myeloma progresses6,7
Patients with multiple myeloma can present with varying degrees of CRAB features at diagnosis6,8-10
HYPERCALCEMIA

19%

RENAL INSUFFICIENCY

≤40%

ANEMIA

39%

BONE LESIONS

~70%

Patients’ risk of developing certain CRAB features grows as their multiple myeloma progresses7,11
Lytic bone lesions2,10,11

~70%

AT DIAGNOSIS

Renal impairment7,9,11,†

90

%

AFTER DIAGNOSIS

• Lytic bone lesions often cause bone complications2

*CRAB features are defined as increased Calcium levels (hypercalcemia),
Renal insufficiency, Anemia, and Bone lesions.8-10
Renal impairment was defined as a single occurrence of estimated glomerular
filtration rate <60 mL/min per 1.73 m2 on or after diagnosis.7

†

40%

AT DIAGNOSIS

60

%

AFTER DIAGNOSIS

• Multiple myeloma directly harms the kidneys, potentially
complicating bone-targeting treatment for patients with
renal impairment9,11

Don't wait to prevent bone complications
Choose the appropriate BTA for your patient’s needs
and start at the diagnosis of multiple myeloma
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Unlike bisphosphonates, XGEVA® is the 1st and only BTA that
specifically blocks RANKL to prevent bone complications1,12,13,*
*Clinical significance is unknown.

RANKL, an important target in the cycle of bone destruction, can lead
to excessive bone resorption when overproduced by myeloma cells1,14

1

MYELOMA
CELLS

Excessive RANKL, released by myeloma
cells, drives increased osteoclast activity
without a compensatory increase in bone
formation by osteoblasts13,14

XGEVA® binds to and
inhibits RANKL 1,12,15

GROWTH
FACTORS

2

This unbalanced activity causes
bone lesions to develop and
weaken bones, which increases
the risk of bone complications13,14

OSTEOCLASTS

3

Inhibits the formation, function,
and survival of osteoclasts,
which decreases bone resorption

Bone resorption releases
growth factors that drive
myeloma cell proliferation,
which further increases
RANKL and continues the
cycle of bone destruction12,13

OSTEOBLASTS

RANKL

RANKL, RANK Ligand.

Important Safety Information (cont’d)

XGEVA® breaks the cycle of bone destruction
through its unique mechanism of action1,12

Hypersensitivity
• XGEVA® is contraindicated in patients with known clinically significant hypersensitivity to XGEVA®, including anaphylaxis
that has been reported with use of XGEVA®. Reactions may include hypotension, dyspnea, upper airway edema, lip
swelling, rash, pruritus, and urticaria. If an anaphylactic or other clinically significant allergic reaction occurs, initiate
appropriate therapy and discontinue XGEVA® therapy permanently.
Please see Important Safety Information on pages 10 and 11.

120 mg/1.7 mL vial

FOR THE PREVENTION OF BONE COMPLICATIONS
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Efficacy of XGEVA® was proven in the largest international trial
ever conducted in multiple myeloma1,11
XGEVA® vs ZA was evaluated in a 4-year, phase 3 study of newly diagnosed patients with various degrees of renal function1,11,*

1,718
PATIENTS

73

Noninferiority

WITH NORMAL RENAL FUNCTION

PRIMARY ENDPOINT

(creatinine clearance ≥60 mL/min)

(Time to first on-study bone complication)

%

Study dosing
Patients were randomized 1:1 to receive either 120 mg XGEVA® by SC injection every 4 weeks and a
placebo by IV infusion (n=859) or 4 mg ZA by IV infusion over 15 minutes, once every 4 weeks, and
a placebo by SC injection (n=859). Both arms received daily supplements of calcium and vitamin D.1,11,16
• No SC dose adjustments were required for administering XGEVA®1
• ZA was dose adjusted for baseline creatinine clearance and subsequent dose intervals were
determined by serum creatinine levels11,17
• Patients with creatinine clearance <30 mL/min were not included in the clinical trial1

Patients who responded well
to XGEVA® were offered
2 more years of treatment
in an open-label study16,*

*Patients received study treatment for ~2 years. Following the primary analysis, which occurred at a
prespecified number of events, patients were then offered up to 2 additional years of XGEVA® in an
open-label trial.16
ZA, zoledronic acid.

Important Safety Information (cont’d)
Drug Products with Same Active Ingredient
• Patients receiving XGEVA® should not take Prolia® (denosumab).
Please see Important Safety Information on pages 10 and 11.

120 mg/1.7 mL vial
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One SC dosing regimen for all patients1
XGEVA® is the only BTA that is not cleared by the kidneys, eliminating the need for dose adjustments
in renally impaired patients1,11
Dose adjustments/withholdings seen in head-to-head
phase 3 studies of XGEVA® Q4W vs ZA18,*,†

0

%

XGEVA®
(n=2,862)

vs
ZA
(n=2,861)

27

%

NO dose adjustments or dose
withholdings were required due
to renal function, per protocol

• 18% of patients (n=502) required
dose adjustment based on baseline
creatinine clearance
• 10% of patients (n=277) required
dose withholdings due to increased
serum creatinine during therapy

*Patients with creatinine clearance <30 mL/min were not included in the XGEVA® pivotal trials.18
†
Results from an integrated analysis of three phase 3 clinical trials of patients with bone metastases from
breast, prostate, non-small cell lung, renal, small cell lung, bladder, rectal, colon, and other solid tumors
and multiple myeloma.18
Q4W, every 4 weeks.

Renal impairment shows
no effect on XGEVA®1
In clinical trials of 87 patients with varying degrees
of renal dysfunction, including patients on dialysis,
the degree of renal impairment had no effect on the
pharmacokinetics and pharmacodynamics of denosumab.
• In one study, patients (n=55) with varying degrees
of renal function (ranging from normal through
end-stage renal disease requiring dialysis) received
a single 60 mg SC dose of denosumab
• In a second study, patients (n=32) with severe renal
dysfunction (creatinine clearance <30 mL/min
and/or on dialysis) were given two 120 mg SC doses
of denosumab
In both studies, greater risk of developing hypocalcemia
was observed with increasing renal impairment and
with inadequate/no calcium supplementation. In the
second study, hypocalcemia was mild to moderate in
severity in 96% of patients.
In patients with renal impairment, monitor calcium
levels and calcium and vitamin D intake.

XGEVA® 120 mg SC Q4W—
one regimen for all patients1

Important Safety Information (cont’d)
Osteonecrosis of the Jaw
• Osteonecrosis of the jaw (ONJ) has been reported in patients receiving XGEVA®, manifesting as jaw pain, osteomyelitis,
osteitis, bone erosion, tooth or periodontal infection, toothache, gingival ulceration, or gingival erosion. Persistent pain
or slow healing of the mouth or jaw after dental surgery may also be manifestations of ONJ. In clinical trials in patients
with cancer, the incidence of ONJ was higher with longer duration of exposure.
Please see Important Safety Information on pages 10 and 11.

120 mg/1.7 mL vial

IN MULTIPLE MYELOMA
7

As a SC injection, XGEVA® has a mode of administration
that may complement a patient’s primary treatment regimen1

75

%

OF FRONT-LINE
MULTIPLE MYELOMA
TREATMENTS

ARE ORAL OR SC THERAPIES19,*

*In a 14-month retrospective chart audit of 833 patients.19

XGEVA® is the first and only SC injection
for preventing bone complications1

Important Safety Information (cont’d)
Osteonecrosis of the Jaw (cont’d)
• Patients with a history of tooth extraction, poor oral hygiene, or use of a dental appliance are at a greater risk to
develop ONJ. Other risk factors for the development of ONJ include immunosuppressive therapy, treatment with
angiogenesis inhibitors, systemic corticosteroids, diabetes, and gingival infections.
Please see Important Safety Information on pages 10 and 11.

120 mg/1.7 mL vial

FOR THE PREVENTION OF BONE COMPLICATIONS

XGEVA® met the primary endpoint of noninferiority1
Primary endpoint: Time to first on-study bone complication* (noninferiority analysis)1,11

23
NEARLY

1.00

PROPORTION OF PATIENTS
WITHOUT A BONE COMPLICATION
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XGEVA® 120 mg Q4W (n=859)
ZA 4 mg Q4W (n=859)

0.80

HR†=0.98 (95% CI: 0.85-1.14)

MONTHS

OF PREVENTION1
Median time to first on-study
bone complication in the
XGEVA® arm was 22.8 months
vs 24 months in the
ZA arm
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®

Proven prevention from
a Q4W SC injection1

*Bone complications, also known as skeletal-related events (SREs), are defined as radiation to bone,
pathologic fracture, surgery to bone, and spinal cord compression.1
 R is defined as the increase or decrease in likelihood of an event of interest (in this case, a bone complication) for
H
one group relative to a comparator group.
CI, confidence interval; HR, hazard ratio.

†

Important Safety Information (cont’d)
Osteonecrosis of the Jaw (cont’d)
• Perform an oral examination and appropriate preventive dentistry prior to the initiation of XGEVA® and periodically during
XGEVA® therapy. Advise patients regarding oral hygiene practices. Avoid invasive dental procedures during treatment with
XGEVA®. Consider temporarily interrupting XGEVA® therapy if an invasive dental procedure must be performed.
Please see Important Safety Information on pages 10 and 11.

120 mg/1.7 mL vial
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We’re committed to helping patients access
Amgen® medicines whenever possible
For eligible* commercially insured patients

For patients on government insurance (like Medicare)

The Amgen FIRST STEP™ program can help your eligible
commercially insured patients cover their out-of-pocket
prescription costs, including deductible, co-insurance,
and co-payment.

Our Amgen Nurse Ambassadors‡ can refer patients to independent
nonprofit patient assistance programs that may be able to help them
afford the co-pay costs of their prescribed medicine.§

For uninsured patients
The Amgen Safety Net Foundation is a nonprofit patient assistance
program sponsored by Amgen that helps qualifying patients access
Amgen medicines at no cost.

• $0 out-of-pocket for first dose or cycle
• As little as $5 out-of-pocket for subsequent doses
or cycles, up to the brand program benefit maximum†
• No income eligibility requirement

Support, Simplified
Simplified
Support,

Help your eligible patient enroll today
Visit amgenassist360.com/enroll or
call 888-4ASSIST (888-427-7478)
*Terms, conditions, and program maximums apply. This program is not open to patients receiving prescription reimbursement under
any federal, state, or government-funded healthcare program. Not valid where prohibited by law.
$25 out-of-pocket cost for subsequent dose or cycle of Prolia®; $5 out-of-pocket cost for subsequent dose or cycle of other products
through Amgen FIRST STEP™.

†

Amgen Nurse Ambassadors are there to support, not replace, your treatment plan and do not provide medical advice or case
management services. Patients should always consult their healthcare provider regarding medical decisions or treatment concerns.

‡

Resources include referrals to independent nonprofit patient assistance programs. Eligibility for resources provided by independent
nonprofit patient assistance programs is based on the nonprofits’ criteria. Amgen has no control over these programs and provides
referrals as a courtesy only.

§
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Important Safety Information
Hypocalcemia
• Pre-existing hypocalcemia must be corrected prior to initiating therapy
with XGEVA®. XGEVA® can cause severe symptomatic hypocalcemia, and
fatal cases have been reported. Monitor calcium levels, especially in the
first weeks of initiating therapy, and administer calcium, magnesium,
and vitamin D as necessary. Concomitant use of calcimimetics and other
drugs that can lower calcium levels may worsen hypocalcemia risk and
serum calcium should be closely monitored. Advise patients to contact a
healthcare professional for symptoms of hypocalcemia.
• An increased risk of hypocalcemia has been observed in clinical trials
of patients with increasing renal dysfunction, most commonly with
severe dysfunction (creatinine clearance less than 30 mL/minute
and/or on dialysis), and with inadequate/no calcium supplementation.
Monitor calcium levels and calcium and vitamin D intake.

Hypersensitivity
• XGEVA® is contraindicated in patients with known clinically significant
hypersensitivity to XGEVA®, including anaphylaxis that has been reported
with use of XGEVA®. Reactions may include hypotension, dyspnea, upper
airway edema, lip swelling, rash, pruritus, and urticaria. If an anaphylactic
or other clinically significant allergic reaction occurs, initiate appropriate
therapy and discontinue XGEVA® therapy permanently.

Drug Products with Same Active Ingredient
• Patients receiving XGEVA® should not take Prolia® (denosumab).

Osteonecrosis of the Jaw
• Osteonecrosis of the jaw (ONJ) has been reported in patients receiving
XGEVA®, manifesting as jaw pain, osteomyelitis, osteitis, bone erosion, tooth
or periodontal infection, toothache, gingival ulceration, or gingival erosion.
Persistent pain or slow healing of the mouth or jaw after dental surgery
may also be manifestations of ONJ. In clinical trials in patients with cancer,
the incidence of ONJ was higher with longer duration of exposure.

• Perform an oral examination and appropriate preventive dentistry
prior to the initiation of XGEVA® and periodically during XGEVA®
therapy. Advise patients regarding oral hygiene practices. Avoid
invasive dental procedures during treatment with XGEVA®. Consider
temporarily interrupting XGEVA® therapy if an invasive dental
procedure must be performed.
• Patients who are suspected of having or who develop ONJ while on XGEVA®
should receive care by a dentist or an oral surgeon. In these patients,
extensive dental surgery to treat ONJ may exacerbate the condition.

Atypical Subtrochanteric and Diaphyseal Femoral Fracture
• Atypical femoral fracture has been reported with XGEVA®. These
fractures can occur anywhere in the femoral shaft from just below the
lesser trochanter to above the supracondylar flare and are transverse
or short oblique in orientation without evidence of comminution.
• Atypical femoral fractures most commonly occur with minimal or no
trauma to the affected area. They may be bilateral and many patients
report prodromal pain in the affected area, usually presenting as dull,
aching thigh pain, weeks to months before a complete fracture occurs.
A number of reports note that patients were also receiving treatment with
glucocorticoids (e.g. prednisone) at the time of fracture. During XGEVA®
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
suspected of having an atypical fracture and should be evaluated to rule
out an incomplete femur fracture. Patients presenting with an atypical
femur fracture should also be assessed for symptoms and signs of
fracture in the contralateral limb. Interruption of XGEVA® therapy should
be considered, pending a risk/benefit assessment, on an individual basis.

Continued on next page.

• Patients with a history of tooth extraction, poor oral hygiene, or use
of a dental appliance are at a greater risk to develop ONJ. Other risk
factors for the development of ONJ include immunosuppressive
therapy, treatment with angiogenesis inhibitors, systemic
corticosteroids, diabetes, and gingival infections.

120 mg/1.7 mL vial
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Important Safety Information (cont’d)
Hypercalcemia Following Treatment Discontinuation in
Patients with Giant Cell Tumor of Bone (GCTB) and in Patients
with Growing Skeletons
• Clinically significant hypercalcemia requiring hospitalization and
complicated by acute renal injury has been reported in XGEVA®-treated
patients with GCTB and in patients with growing skeletons within one year
of treatment discontinuation. Monitor patients for signs and symptoms of
hypercalcemia after treatment discontinuation and treat appropriately.

Multiple Vertebral Fractures (MVF) Following
Treatment Discontinuation
• Multiple vertebral fractures (MVF) have been reported following
discontinuation of treatment with denosumab. Patients at higher risk
for MVF include those with risk factors for or a history of osteoporosis
or prior fractures. When XGEVA® treatment is discontinued, evaluate
the individual patient’s risk for vertebral fractures.

Embryo-Fetal Toxicity
• XGEVA® can cause fetal harm when administered to a pregnant
woman. Based on findings in animals, XGEVA® is expected to result
in adverse reproductive effects.
• Advise females of reproductive potential to use effective contraception
during therapy, and for at least 5 months after the last dose of XGEVA®.
Apprise the patient of the potential hazard to a fetus if XGEVA® is used
during pregnancy or if the patient becomes pregnant while patients
are exposed to XGEVA®.

Adverse Reactions
• The most common adverse reactions in patients receiving XGEVA®
with bone metastasis from solid tumors were fatigue/asthenia,
hypophosphatemia, and nausea. The most common serious adverse
reaction was dyspnea. The most common adverse reactions resulting
in discontinuation were osteonecrosis and hypocalcemia.

• For multiple myeloma patients receiving XGEVA®, the most common
adverse reactions were diarrhea, nausea, anemia, back pain,
thrombocytopenia, peripheral edema, hypocalcemia, upper respiratory
tract infection, rash, and headache. The most common serious
adverse reaction was pneumonia. The most common adverse reaction
resulting in discontinuation of XGEVA® was osteonecrosis of the jaw.
Please see full Prescribing Information.
References: 1. XGEVA® (denosumab) prescribing information, Amgen. 2. Melton LJ, Kyle RA,
Achenbach SJ, Oberg AL, Rajkumar SV. Fracture risk with multiple myeloma: a population-based study.
J Bone Miner Res. 2005;20(3):487-493. 3. Saad F, Lipton A, Cook R, Chen Y-M, Smith M, Coleman R.
Pathologic fractures correlate with reduced survival in patients with malignant bone disease. Cancer.
2007;110(8):1860-1867. 4. McGrath LJ, Hernandez RK, Overman R, Reams D, Liede A, Brookhart MA.
Patterns and predictors of initiation of intravenous bisphosphonates among patients with multiple
myeloma in the United States. Blood. 2017;130(Suppl 1):534. 5. Referenced with permission from the
NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Multiple Myeloma V.3.2021.
© National Comprehensive Cancer Network, Inc. 2020. All rights reserved. Accessed November 2, 2020.
To view the most recent and complete version of the guidelines, go online to NCCN.org. NCCN makes
no warranties of any kind whatsoever regarding their content, use or application and disclaims any
responsibility for their application or use in any way. 6. Rajkumar SV, Dimopoulos MA, Palumbo A, et al.
International Myeloma Working Group updated criteria for the diagnosis of multiple myeloma. Lancet Oncol.
2014;15(12):e538-e548. 7. Qian Y, Bhowmik D, Bond C, et al. Renal impairment and use of nephrotoxic
agents in patients with multiple myeloma in the clinical practice setting in the United States. Cancer
Med. 2017;6(7):1523-1530. 8. Yong K, Delforge M, Driessen C, et al. Multiple myeloma: patient outcomes
in real-world practice. Br J Haematol. 2016;175(2):252-264. 9. Knudsen LM, Hippe E, Hjorth M, et al; for
the Nordic Myeloma Study Group. Renal function in newly diagnosed multiple myeloma—a demographic
study of 1353 patients. Eur J Haematol. 1994;53(4):207-212. 10. Kyle RA, Gertz MA, Witzig TE, et al. Review
of 1027 patients with newly diagnosed multiple myeloma. Mayo Clin Proc. 2003;78(1):21-33. 11. Raje N,
Terpos E, Willenbacher W, et al. Denosumab versus zoledronic acid in bone disease treatment of newly
diagnosed multiple myeloma: an international, double-blind, double-dummy, randomized, controlled,
phase 3 study. Lancet Oncol. 2018;19(3):370-381. 12. Roodman GD. Pathogenesis of multiple myeloma
bone disease. Leukemia. 2009;23(3):435-441. 13. Heusschen R, Muller J, Withofs N, et al. Multiple
myeloma bone disease: from mechanisms to next generation therapy. Belg J Hematol. 2017;8(2):66-74.
14. Roodman GD, Dougall WC. RANK ligand as therapeutic target for bone metastases and multiple
myeloma. Cancer Treat Rev. 2008;34(1):92-101. 15. Lawson MA, McDonald MM, Kovacic N, et al.
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double-dummy, randomized, controlled, phase 3 study. Supplement 1. Supplementary Appendix. Lancet
Oncol. Published online February 8, 2017. http://dx.doi.org/10.1016/S1470-2045(18)30072-X. 17. ZOMETA®
(zoledronic acid) prescribing information, Novartis. 18. Lipton A, Fizazi K, Stopeck AT, et al. Superiority of
denosumab to zoledronic acid for prevention of skeletal-related events: a combined analysis of 3 pivotal,
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Multiple Myeloma

After a diagnosis of multiple myeloma1

He’s ready for XGEVA®
Prevent bone complications by SC injection
without adjusting the dose for renal function1
Nearly 1.5 million people worldwide
have been treated with XGEVA®20,*
The only BTA that blocks the function of RANKL1,12
• XGEVA® inhibits RANKL to prevent bone complications

No need to adjust dosing for patients with impaired
renal function1,11
• XGEVA® is a monoclonal antibody and is not cleared
by the kidneys1,11
• XGEVA® 120 mg SC Q4W—one regimen for all patients1
• The risk of hypocalcemia increases with decreasing
renal function1

Proven prevention of bone complications from
a SC injection1
• Median time to first on-study bone complication in the
XGEVA® arm was 22.8 months vs 24 months in the ZA arm
(HR=0.98 [95% CI: 0.85-1.14])

The only SC BTA for preventing bone complications1,19
• XGEVA®, a SC injection, may complement a patient's
primary treatment regimen
*Cumulative number of patients with cancer treated worldwide is
calculated based on total global unit sales since 2010 and assumes
patients received an average of 10 treatments.1,20

Important Safety Information
Hypocalcemia
• Pre-existing hypocalcemia must be corrected prior to initiating therapy with XGEVA®. XGEVA® can cause severe symptomatic hypocalcemia, and fatal
cases have been reported. Monitor calcium levels, especially in the first weeks of initiating therapy, and administer calcium, magnesium, and vitamin D
as necessary. Concomitant use of calcimimetics and other drugs that can lower calcium levels may worsen hypocalcemia risk and serum calcium should
be closely monitored. Advise patients to contact a healthcare professional for symptoms of hypocalcemia.
Please see Important Safety Information on pages 10 and 11 and full Prescribing Information.
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