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Policy:

This policy stands to show the criteria for and preferencing of agents within the therapeutic class of Bone Resorption Inhibitors, and policy for treatment of both Osteoporosis and Other Indications.  At the time of creation of this policy, there are three agents to be reviewed: Prolia (denosumab)-J0897, Xgeva (denosumab)-J0897, and Evenity (romosozumab-aqqg)-J3111.  The review includes review of product package inserts for FDA approved indications and limitations, ASP pricing files updated quarterly, any external evidence available through CMS approved compendia, NCD/LCD information, and the approved system used for clinical direction of the Utilization Management team for agents on the eternalHealth Medicare Part B Prior Auth list.  This information combined with a wholistic review of the members’ clinical profile will allow the eternalHealth team to arrive at a decision of clinical appropriateness and is not a guarantee of payment.  This policy crosses benefits, and portions attributed to the part D benefit will be handled by the PBM (at this time OptumRx) while those under part B will be handled by our TPA, nirvanaHealth.  








Summary:

· All agents injected in the office will require prior authorization review for medical necessity
· For osteoporosis:
· Medical record must indicate maximized use of part D formulary agents found here: https://welcome.optumrx.com/rxexternal/external-prescription-drug-list?type=PDPClientFormulary&var=X25ETEGD&infoid=X25ETEGD&clientCode=ETHOEDL 
· [bookmark: _Hlk190865049]If the requested agent is for zoledronic acid or injected ibandronate, the case can be reviewed for medical necessity and use of prior pharmacy agents and may be approved.
· If the requested agent is for Prolia or Evenity, the use of prior pharmacy agents, and trial and lack of clinical response to zoledronic acid or ibandronate injection, the request may be approved.
· For oncology indications:
· If the requested agent is for an injectable pamidronate or zoledronic acid the case can be reviewed for prior authorization based on medical necessity and may be approved.
· If the requested agent is for Xgeva, the trial and lack of clinical response to injectable pamidronate or zoledronic acid and the agent is medically necessary, it may be approved.
· An exception to step therapy will be considered if:
· There is specific documentation of inadequate response, contraindication, adverse event or otherwise demonstrated for a preferred agent if requesting a secondary agent, and for preferred and secondary agents if requesting a tertiary agent.
· Request contains documentation of a continuation of therapy within the past 365 days (if new) or if it is a reauthorization request.
In either of the above situations, the product being used cannot be based on the use of samples or products provided through manufacturer patient assistance programs.


Exclusions:
· Requests for indications not FDA approved or supported by documentation of compendial acceptance provided by the requesting provider

Osteoporosis Preferencing:
Preferred Agents: Part D formulary agents 
Secondary Agents: Zoledronic acid, ibandronate (via medical benefit administered in-office)
Tertiary Agents: Prolia, Evenity

Other Indication Preferencing:
Preferred Agents: Pamidronate, zoledronic acid
Secondary Agents: Prolia, Xgeva

Agents:

HCPCS: J3489, J1740, J0897, J3111, J2430, J3110
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· Intravenous bisphosphonates may be indicated for 1 or more of the following:
·  Breast cancer, adjuvant therapy, as indicated by ALL the following:
· No evidence of metastatic disease
· No uncorrected hypocalcemia at time of administration
· Postmenopausal female (i.e., physiologic menopause, surgical menopause, or menopause induced by ovarian ablation or suppression) 
·  Hypercalcemia of malignancy, as indicated by ALL the following:
· Age 18 years or older
· Albumin-corrected serum calcium of 12 mg/dL (3 mmol/L) or greater
· Current malignancy
· Hypercalcemia due to malignancy
· Patients are not pregnant
· Vigorous saline hydration, with urine output of 2 L per day or greater, being maintained
·  Osteopenia or low bone mass, and need for treatment with zoledronic acid, as indicated by ALL the following:
· Age 65 years or older
· Femoral neck, spine, or total hip bone mineral density T-score between -1.0 to -2.5
· No uncorrected hypocalcemia at time of administration
· Postmenopausal female
·  Osteoporosis, and need for treatment, as indicated by ALL the following:
· Clinical scenario, as indicated by 1 or more of the following:
1. Osteoporosis in female, as indicated by ALL the following:
1. [bookmark: cl_c_104]Documented osteoporosis, as indicated by 1 or more of the following:
1. Femoral neck, spine, or total hip bone mineral density T-score between -1.0 to -2.5 and 1 or more of the following:
1. Fracture Risk Assessment Tool (FRAX®) 10-year probability for major osteoporotic fracture of 20% or greater
1. Fracture Risk Assessment Tool (FRAX®)10-year probability of hip fracture greater than country-specific threshold (e.g., 3% or greater in the United States) 
1. Fragility fracture of proximal humerus, pelvis, or distal forearm in patient 50 years or older
1. Femoral neck, spine, or total hip bone mineral density T-score -2.5 or less
1. Hip or vertebral fragility (i.e., low trauma) fracture in patient 50 years or older
1. Patient is postmenopausal.
1. [bookmark: cl_c_113]Osteoporosis in male, as indicated by ALL the following:
2. Clinical scenario, as indicated by 1 or more of the following:
1. Femoral neck, spine, or total hip bone mineral density T-score between -1.0 to -2.5 and 1 or more of the following:
1. Fracture Risk Assessment Tool (FRAX®)10-year probability for major osteoporotic fracture of 20% or greater
1. Fracture Risk Assessment Tool (FRAX®)10-year probability of hip fracture greater than country-specific threshold (e.g., 3% or greater in United States) 
1. [bookmark: cl_c_116]Femoral neck, spine, or total hip bone mineral density T-score -2.5 or less
1. Hip or vertebral fragility (i.e., low trauma) fracture in patient 50 years or older
1. Osteoporosis secondary to hypogonadism and failure or intolerance of testosterone
2. Prescribed medication is zoledronic acid.
1. [bookmark: cl_c_118]Glucocorticoid-induced osteoporosis in male or female, as indicated by ALL the following:
3. Age 18 years or older
3. Documented osteoporosis, as indicated by 1 or more of the following:
2. Femoral neck, lumbar spine, or total hip bone mineral density T-score of less than -2.0
2. History of osteoporotic fracture
3. Duration of glucocorticoid therapy expected to be 3 months or longer
3. Glucocorticoid daily dose equivalent to 5 mg or greater of prednisone
3. [bookmark: cl_c_121]Risk factors for fracture, as indicated by 1 or more of the following:
5. Alcohol intake of 3 or more drinks per day
5. BMI less than 20 
5. Current cigarette use
5. Glucocorticoid use of 3 months or greater duration
5. Multiple falls in previous 1 year
5. Parental hip fracture
5. Personal history of fragility or osteoporotic fracture
5. Rheumatoid arthritis (confirmed diagnosis)
3. Patients are not pregnant
3. Prescribed medication is zoledronic acid.
· No uncorrected hypocalcemia at time of administration
·  Paget disease, as indicated by ALL the following:
· Age 18 years or older
· [bookmark: cl_c_140]Moderate to severe Paget disease of bone, as indicated by 1 or more of the following:
2. Asymptomatic, but likely progression in high-risk areas, as indicated by 1 or more of the following:
1. Potential compression would cause neurologic syndrome.
1. Potential fracture in weight-bearing long bone
2. Elective surgery planned for pagetic site (e.g., hip replacement)
2. Hypercalcemia from immobilization
2. Serum alkaline phosphatase elevated to 2 or more times upper limit of normal age-specific reference range
2. Symptoms from active bone lesions, including 1 or more of the following:
5. Back pain due to pagetic radiculopathy or arthropathy
5. Bone pain
5. Fissure fractures
5. Headache with skull involvement
5. Other neurologic syndromes
· No uncorrected hypocalcemia at time of administration
· Patients are not pregnant
·  Prevention of osteoporosis, as indicated by 1 or more of the following:
· Postmenopausal female with breast cancer on aromatase inhibitor and ALL the following:
1. No uncorrected hypocalcemia at time of administration
1. Risk for osteoporosis, as indicated by 1 or more of the following:
2. [bookmark: cl_c_166]Bone mineral density T-score less than -2.0
2. [bookmark: cl_c_168]Current nontraumatic fracture
2. Risk factors for fracture, as indicated by 2 or more of the following:
3. Age older than 65 years
3. Alcohol intake of 3 or more drinks per day
3. BMI less than 20 
3. Bone mineral density T-score less than -1.5
3. Current cigarette use
3. [bookmark: cl_c_170]Glucocorticosteroid use of 3 months or greater duration
3. Parental hip fracture
3. Personal history of fragility fracture or osteoporotic fracture
3. Rheumatoid arthritis (confirmed diagnosis)
· [bookmark: cl_c_171]Male with prostate cancer and ALL the following:
2. [bookmark: cl_c_176]Age 50 years or older
2. Bone mineral density T-score between -1.0 and -2.5
2. No uncorrected hypocalcemia at time of administration
2. [bookmark: cl_c_177]Patients are receiving androgen deprivation therapy
2. [bookmark: cl_c_178]Risk factors for fracture, as indicated by 1 or more of the following:
5. Alcohol intake of 3 or more drinks per day
5. BMI less than 20 
5. Current cigarette use
5. Glucocorticoid use of 3 months or greater duration
5. Multiple falls in previous 1 year
5. Parental hip fracture
5. Personal history of fragility or osteoporotic fracture
5. Rheumatoid arthritis (confirmed diagnosis)
· Male or female at risk of glucocorticoid-induced osteoporosis, as indicated by ALL the following:
3. Age 18 years or older
3. [bookmark: cl_c_188]Moderate to high risk of fracture, as indicated by 1 or more of the following:
2. Age 40 years or older and ALL the following:
1. Duration of glucocorticoid therapy expected to be 3 months or longer
1. Glucocorticoid daily dose equivalent to 2.5 mg or greater of prednisone
1. Fracture risk, as indicated by 1 or more of the following:
3. Fracture Risk Assessment Tool (FRAX®) 10-year probability for major osteoporotic fracture 10% or greater
3. Fracture Risk Assessment Tool (FRAX®) 10-year probability of hip fracture greater than country-specific threshold (e.g., 1% or greater in United States)
2. Age younger than 40 years and ALL the following:
2. Duration of glucocorticoid therapy expected to be 6 months or longer
2. Glucocorticoid daily dose equivalent to 7.5 mg or greater of prednisone
2. Bone mineral density testing, as indicated by 1 or more of the following:
3. Rapid bone loss (i.e., 10% or greater decrease in spine or hip bone mineral density in 1 year)
3. Spine or total hip bone mineral density z score -3.0 or less
3. Patients are not pregnant
3. Prescribed medication is zoledronic acid.
· [bookmark: cl_c_191] Skeletal metastases from cancer, as indicated by ALL the following:
· Age 18 years or older
· [bookmark: cl_c_220]Osteolytic bone lesions or metastases from 1 or more of the following:
2. Breast cancer
2. Multiple myeloma
2. [bookmark: cl_c_237]For zoledronic acid use only, 1 or more of the following:
3. [bookmark: cl_c_240]Prostate cancer, if progression occurred after treatment with at least one form of androgen deprivation therapy
· [bookmark: cl_c_244]Other solid tumors (e.g., lung cancer, renal cancer)
· No uncorrected hypocalcemia at time of administration
· Patients are not pregnant
· Standard antineoplastic therapy continues.

· [bookmark: cl_c_11]Teriparatide may be indicated when ALL the following are present:
· [bookmark: cl_c_37]Clinical findings include 1 or more of the following:
·  Female with postmenopausal osteoporosis, as indicated by ALL the following:
1. Age 18 years or older
1. Documented osteoporosis, as indicated by 1 or more of the following:
2. Femoral neck, spine, or total hip bone mineral density T-score between -1.0 to -2.5 and 1 or more of the following:
1. Fracture Risk Assessment Tool (FRAX®) 10-year probability for major osteoporotic fracture of 20% or greater
1. Fracture Risk Assessment Tool (FRAX®) 10-year probability of hip fracture greater than country-specific threshold (e.g., 3% or greater in the United States) 
1. Fragility fracture of proximal humerus, pelvis, or distal forearm in patient 50 years or older
2. Femoral neck, spine, or total hip bone mineral density T-score -2.5 or less
2. Hip or vertebral fragility (i.e., low trauma) fracture in patient 50 years or older
1. Need for therapy with teriparatide, as indicated by 1 or more of the following:
3. Failure of, inability to tolerate, or contraindication to other available osteoporosis therapy, including 1 or more of the following:
1. Abaloparatide
1. Calcitonin
1. Denosumab
1. Intravenous bisphosphonate (e.g., ibandronate, zoledronic acid)
1. Oral bisphosphonate (e.g., alendronate, risedronate, ibandronate)
1. Raloxifene
1. Romosozumab
3. [bookmark: cl_c_71]Risk factors for fracture, as indicated by 1 or more of the following:
2. Alcohol intake of 3 or more drinks per day
2. BMI less than 20 
2. Current cigarette use
2. Glucocorticoid use of 3 months or greater duration
2. Multiple falls in previous 1 year
2. Parental hip fracture
2. Personal history of fragility or osteoporotic fracture
2. Rheumatoid arthritis (confirmed diagnosis)
·  Glucocorticoid-induced osteoporosis in male or female, as indicated by ALL the following:
2. Age 18 years or older
2. Documented osteoporosis, as indicated by 1 or more of the following:
2. Femoral neck, lumbar spine, or total hip bone mineral density T-score of less than -2.0
2. History of osteoporotic fracture
2. Duration of glucocorticoid therapy expected to be 3 months or longer
2. Daily dose equivalent to 5 mg or more of prednisone
2. Need for therapy with teriparatide, as indicated by 1 or more of the following:
5. Failure of, inability to tolerate, or contraindication to other available osteoporosis therapy, including 1 or more of the following:
1. Abaloparatide
1. Calcitonin
1. Denosumab
1. Intravenous bisphosphonate (e.g., ibandronate, zoledronic acid)
1. Oral bisphosphonate (e.g., alendronate, risedronate, ibandronate)
1. Raloxifene
1. Romosozumab (female only)
5. Risk factors for fracture, as indicated by 1 or more of the following:
2. Alcohol intake of 3 or more drinks per day
2. BMI less than 20
2. Current cigarette use
2. Glucocorticoid use of 3 months or greater duration
2. Multiple falls in previous 1 year
2. Parental hip fracture
2. Personal history of fragility or osteoporotic fracture
2. Rheumatoid arthritis (confirmed diagnosis)
·  Male with hypogonadal or primary osteoporosis, as indicated by ALL the following:
3. Age 18 years or older
3. Documented osteoporosis, as indicated by 1 or more of the following:
2. Femoral neck, spine, or total hip bone mineral density T-score between -1.0 to -2.5 and 1 or more of the following:
1. Fracture Risk Assessment Tool (FRAX®)10-year probability for major osteoporotic fracture of 20% or greater
1. Fracture Risk Assessment Tool (FRAX®)10-year probability of hip fracture greater than country-specific threshold (e.g., 3% or greater in the United States) 
1. Fragility fracture of proximal humerus, pelvis, or distal forearm in patient 50 years or older
2. Femoral neck, spine, or total hip bone mineral density T-score -2.5 or less
2. Hip or vertebral fragility (i.e., low trauma) fracture in patient 50 years or older
3. Need for therapy with teriparatide, as indicated by 1 or more of the following:
3. Failure of, inability to tolerate, or contraindication to other available osteoporosis therapy, including 1 or more of the following:
1. Abaloparatide
1. Calcitonin
1. Denosumab
1. Intravenous bisphosphonate (e.g., ibandronate, zoledronic acid)
1. Oral bisphosphonate (e.g., alendronate, risedronate, ibandronate)
1. Raloxifene
3. [bookmark: cl_c_110]Risk factors for fracture, as indicated by 1 or more of the following:
2. Alcohol intake of 3 or more drinks per day
2. BMI less than 20
2. Current cigarette use
2. Glucocorticoid use of 3 months or greater duration
2. Multiple falls in previous 1 year
2. Parental hip fracture
2. Personal history of fragility or osteoporotic fracture
2. Rheumatoid arthritis (confirmed diagnosis)
·  Prevention of glucocorticoid-induced osteoporosis in female or male, as indicated by ALL the following:
4. Age 18 years or older
4. Moderate to high risk of fracture, as indicated by 1 or more of the following:
2. Age 40 years or older and ALL the following:
1. Duration of glucocorticoid therapy expected to be 3 months or longer
1. Glucocorticoid daily dose equivalent to 2.5 mg or greater of prednisone
1. Fracture risk, as indicated by 1 or more of the following:
3. Fracture Risk Assessment Tool (FRAX®) 10-year probability for major osteoporotic fracture 10% or greater
3. Fracture Risk Assessment Tool (FRAX®) 10-year probability of hip fracture greater than country-specific threshold (e.g., 1% or greater in United States) 
2. Age younger than 40 years and ALL the following:
2. Duration of glucocorticoid therapy expected to be 6 months or longer
2. Glucocorticoid daily dose equivalent to 7.5 mg or greater of prednisone
2. Bone mineral density testing, as indicated by 1 or more of the following:
3. Rapid bone loss (i.e., 10% or greater decrease in spine or hip bone mineral density in 1 year)
3. Spine or total hip bone mineral density z score -3.0 or less
· No active Paget disease of bone
· No history of hereditary disorders predisposing to osteosarcoma (e.g., hereditary retinoblastoma, Li-Fraumeni syndrome)
· No history of skeletal irradiation
· [bookmark: cl_c_129]No hypercalcemia
· No skeletal malignancy or bone metastases

· [bookmark: cl_c_1]Denosumab may be indicated for 1 or more of the following:
·  Giant cell tumor of bone in adult or skeletally mature adolescent, as indicated by ALL the following:
· Documented need for denosumab, as indicated by 1 or more of the following:
1. Recurrent disease
· Unresectable disease, or located where planned surgery is likely to result in severe morbidity
· Hypocalcemia absent or treated with calcium and vitamin D as necessary
· Patients are not pregnant. 
·  Hypercalcemia of malignancy, as indicated by ALL the following:
· Age 18 years or older
· Hypercalcemia due to current malignancy and refractory to bisphosphonate therapy
· Serum calcium of 12.5 mg/dL (3.1 mmol/L) or greater, after correction for serum albumin
· Patients are not pregnant.
·  Osteoporosis and need for treatment in patient at high risk for fracture, as indicated by 1 or more of the following:
· Postmenopausal female with osteoporosis and ALL the following:
1. [bookmark: cl_c_88]Documented osteoporosis, as indicated by 1 or more of the following:
1. Femoral neck, spine, or total hip bone mineral density T-score between -1.0 to -2.5 and 1 or more of the following:
1. Fracture Risk Assessment Tool (FRAX®) 10-year probability for major osteoporotic fracture of 20% or greater
1. Fracture Risk Assessment Tool (FRAX®) 10-year probability of hip fracture greater than country-specific threshold (eg, 3% or greater in the United States) 
1. Fragility fracture of proximal humerus, pelvis, or distal forearm in patient 50 years or older
1. Femoral neck, spine, or total hip bone mineral density T-score -2.5 or less
1. Hip or vertebral fragility (i.e., low trauma) fracture in patient 50 years or older
1. Need for therapy with denosumab, as indicated by 1 or more of the following:
2. Failure of, inability to tolerate, or contraindication to other available osteoporosis therapy, including 1 or more of the following:
1. Abaloparatide
1. Calcitonin
1. Intravenous bisphosphonate (e.g., ibandronate, zoledronic acid)
1. Oral bisphosphonate (e.g., alendronate, risedronate, ibandronate)
1. Raloxifene
1. Romosozumab
1. Teriparatide
2. Risk factors for fracture, as indicated by 1 or more of the following:
2. Alcohol intake of 3 or more drinks per day
2. BMI less than 20
2. Current cigarette use
2. Glucocorticoid use of 3 months or greater duration
2. Multiple falls in previous 1 year
2. Parental hip fracture
2. Personal history of fragility or osteoporotic fracture
2. Rheumatoid arthritis (confirmed diagnosis)
1. No hypocalcemia at time of administration
· Male with osteoporosis and ALL the following:
2. Age 18 years or older
2. Documented osteoporosis, as indicated by 1 or more of the following:
2. Femoral neck, spine, or total hip bone mineral density T-score between -1.0 to -2.5 and 1 or more of the following:
1. Fracture Risk Assessment Tool (FRAX®) 10-year probability for major osteoporotic fracture of 20% or greater
1. Fracture Risk Assessment Tool (FRAX®) 10-year probability of hip fracture greater than country-specific threshold (e.g., 3% or greater in the United States) 
1. Fragility fracture of proximal humerus, pelvis, or distal forearm in patient 50 years or older
2. Femoral neck, spine, or total hip bone mineral density T-score -2.5 or less
2. Hip or vertebral fragility (i.e., low trauma) fracture in patient 50 years or older
2. Need for therapy with denosumab, as indicated by 1 or more of the following:
3. [bookmark: cl_c_122]Failure of, inability to tolerate, or contraindication to other available osteoporosis therapy, including 1 or more of the following:
1. Abaloparatide
1. Calcitonin
1. Intravenous bisphosphonate (e.g., ibandronate, zoledronic acid)
1. Oral bisphosphonate (e.g., alendronate, risedronate, ibandronate)
1. Raloxifene
1. Teriparatide
3. Risk factors for fracture, as indicated by 1 or more of the following:
2. Alcohol intake of 3 or more drinks per day
2. BMI less than 20
2. Current cigarette use
2. Glucocorticoid use of 3 months or greater duration
2. Multiple falls in previous 1 year
2. Parental hip fracture
2. Personal history of fragility or osteoporotic fracture
2. Rheumatoid arthritis (confirmed diagnosis)
2. No hypocalcemia at time of administration
· [bookmark: cl_c_130]Glucocorticoid-induced osteoporosis in male or female, as indicated by ALL the following:
3. Age 18 years or older
3. Documented osteoporosis, as indicated by 1 or more of the following:
2. Femoral neck, lumbar spine, or total hip bone mineral density T-score of less than -2.0
2. [bookmark: cl_c_134]History of osteoporotic fracture
3. Duration of glucocorticoid therapy expected to be 3 months or longer
3. Glucocorticoid daily dose equivalent to 5 mg or greater prednisone
3. Need for therapy with denosumab, as indicated by 1 or more of the following:
5. Failure of, inability to tolerate, or contraindication to other available osteoporosis therapy, including 1 or more of the following:
1. Abaloparatide
1. Calcitonin
1. Intravenous bisphosphonate (e.g., ibandronate, zoledronic acid)
1. Oral bisphosphonate (e.g., alendronate, risedronate, ibandronate)
1. Raloxifene
1. Romosozumab (female only)
1. Teriparatide
5. Risk factors for fracture, as indicated by 1 or more of the following:
2. Alcohol intake of 3 or more drinks per day
2. BMI less than 20
2. Current cigarette use
2. Glucocorticoid use of 3 months or greater duration
2. Multiple falls in previous 1 year
2. Parental hip fracture
2. Personal history of fragility or osteoporotic fracture
2. Rheumatoid arthritis (confirmed diagnosis)
3. No hypocalcemia at time of administration
3. Patients are not pregnant.
·  Prevention of bone loss in female with breast cancer, as indicated by ALL the following:
· Patient receiving adjuvant therapy with aromatase inhibitor
· Clinical condition, as indicated by 1 or more of the following:
2. Bone mineral density T-score less than -2.0
2. Risk factors for fracture, as indicated by 2 or more of the following:
2. Age older than 65 years
2. Alcohol intake of 3 or more drinks per day
2. BMI less than 20
2. Bone mineral density T-score less than -1.5
2. Current cigarette use
2. Glucocorticosteroid use of 3 months or greater duration
2. Parental hip fracture
2. Personal history of fragility fracture or osteoporotic fracture
2. Rheumatoid arthritis (confirmed diagnosis)
· No hypocalcemia at time of administration
· Patients are not pregnant.
·  Prevention of bone loss in male with prostate cancer, as indicated by ALL the following:
· Age 50 years or older
· Bone mineral density T-score between -1.0 and -2.5
· Patients are receiving androgen deprivation therapy
· Risk factors for fracture, as indicated by 1 or more of the following:
4. Alcohol intake of 3 or more drinks per day
4. BMI less than 20
4. Current cigarette use
4. Glucocorticoid use of 3 months or greater duration
4. Multiple falls in previous 1 year
4. Parental hip fracture
4. Personal history of fragility or osteoporotic fracture
4. Rheumatoid arthritis (confirmed diagnosis)
· No hypocalcemia at time of administration
·  Prevention of glucocorticoid-induced osteoporosis, as indicated by ALL the following:
· Age 18 years or older
· Moderate to high risk of fracture, as indicated by 1 or more of the following:
2. Age 40 years or older and ALL the following:
1. Duration of glucocorticoid therapy expected to be 3 months or longer
1. Glucocorticoid daily dose equivalent to 2.5 mg or greater of prednisone
1. Fracture risk, as indicated by 1 or more of the following:
3. Fracture Risk Assessment Tool (FRAX®) 10-year probability for major osteoporotic fracture 10% or greater
3. Fracture Risk Assessment Tool (FRAX®) 10-year probability of hip fracture greater than country-specific threshold (e.g., 1% or greater in United States) 
2. Age younger than 40 years and ALL the following:
2. Duration of glucocorticoid therapy expected to be 6 months or longer
2. Glucocorticoid daily dose equivalent to 7.5 mg or greater of prednisone
2. Bone mineral density testing, as indicated by 1 or more of the following:
3. Rapid bone loss (i.e., 10% or greater decrease in spine or hip bone mineral density in 1 year)
3. Spine or total hip bone mineral density z score -3.0 or less
· No hypocalcemia at time of administration
· Patients are not pregnant.
·  Prevention or treatment of skeletal-related events from multiple myeloma or cancer metastatic to bone, as indicated by ALL the following:
· Age 18 years or older
· Hypocalcemia absent or treated with calcium and vitamin D as necessary
· [bookmark: cl_c_216]Osteolytic bone lesions or bone metastases from malignancy, including 1 or more of the following:
3. [bookmark: cl_c_218]Breast cancer
3. [bookmark: cl_c_221]Multiple myeloma
3. [bookmark: cl_c_225]Prostate cancer
· Other solid tumors (e.g., lung or renal cancer)
· Standard antineoplastic therapy continues.
· Patients are not pregnant.


[bookmark: cl_c_43]For adjuvant treatment of breast cancer, evidence demonstrates a net benefit, but of less than moderate certainty, and may consist of a consensus opinion of experts, case studies, and common standard care.  A meta-analysis of 26 randomized controlled trials including 18,766 patients concluded that for women with early breast cancer, adjuvant bisphosphonate therapy had minimal effect on 10-year disease outcomes in premenopausal women. However, in postmenopausal women, treatment was associated with reduction in recurrence, distant recurrence, bone recurrence, and breast cancer mortality at 10 years.  Two specialty society consensus statements recommend bisphosphonates as adjuvant therapy for breast cancer in postmenopausal women and for premenopausal women receiving ovarian suppression. Another specialty society guideline recommends that bisphosphonate therapy, including zoledronic acid, be considered as adjuvant therapy for postmenopausal patients with breast cancer who are deemed candidates for adjuvant systemic therapy. An expert consensus guideline recommends routine use of a bisphosphonate (zoledronic acid or clodronate) for postmenopausal women with early-stage breast cancer and zoledronic acid for premenopausal women with early-stage estrogen receptor-positive breast cancer receiving gonadotropin-releasing hormone (GnRH) agonist therapy.

[bookmark: cl_c_55]For hypercalcemia of malignancy, evidence demonstrates at least moderate certainty of at least moderate net benefit.  Intravenous bisphosphonates are considered a first-line therapy for hypercalcemia of malignancy, with zoledronic acid being a preferred agent given its effectiveness after a brief period of infusion.

[bookmark: cl_c_62]For osteopenia, evidence demonstrates a net benefit, but of less than moderate certainty, and may consist of a consensus opinion of experts, case studies, and common standard care.  A randomized double-blind trial of 2000 women with osteopenia (defined as a T-score of -1.0 to -2.5 in one hip or femoral neck) age 65 years or older found that, at 6-year follow-up, treatment with zoledronic acid administered at 18-month intervals significantly reduced the risk of nonvertebral and vertebral fragility fractures compared with placebo. A specialty society practice guideline recommends pharmacologic therapy for patients with osteopenia or low bone mass and a history of fragility fracture of the hip or spine.

[bookmark: cl_c_84][bookmark: cl_c_92][bookmark: cl_c_93][bookmark: cl_c_95][bookmark: cl_c_97][bookmark: cl_c_98][bookmark: cl_c_99][bookmark: cl_c_101][bookmark: cl_c_102][bookmark: cl_c_103]For osteoporosis, evidence demonstrates at least moderate certainty of at least moderate net benefit.  The oral bisphosphonates alendronate, ibandronate, and risedronate are effective first-line options for treatment of osteoporosis. Intravenous bisphosphonates are appropriate for women and men with gastrointestinal intolerance to oral bisphosphonates. However, many patients can tolerate a weekly or monthly dosing regimen of the oral agents, even with intolerance to daily dosing. Expert reviews of randomized trials have concluded that zoledronic acid is effective for reducing the incidence of hip, vertebral, and nonvertebral fractures in postmenopausal women. A long-term extension of a randomized placebo-controlled clinical trial of zoledronic acid for postmenopausal women with osteoporosis reported a reduction in new vertebral fractures after 6 years of annual zoledronic acid as compared with those treated for 3 years. Similarly, expert reviews have reported that ibandronate is effective in reducing the risk of vertebral fracture in patients with osteoporosis. Longer-term studies reported that ibandronate administration for over 5 years is well tolerated and effective in improving bone mineral density in the lumbar spine in women with postmenopausal osteoporosis. A systematic review and network meta-analysis of 107 studies (193,987 postmenopausal women with primary osteoporosis or osteopenia) evaluating the comparative effectiveness of medications used to prevent fragility fractures found that, compared with placebo, zoledronic acid was associated with a significant reduction in hip fractures, nonvertebral fractures, and vertebral fractures. The authors identified the risk of bias in the included studies and the paucity of head-to-head trials as major study limitations. A multicenter, double-blind, randomized, placebo-controlled trial of 1199 men with osteoporosis reported that treatment with zoledronic acid was associated with a significantly reduced risk of vertebral fracture. Review articles also indicate that zoledronic acid is effective in reducing nonvertebral fracture in the setting of primary osteoporosis in men. For patients with known primary osteoporosis, a clinical practice guideline and systematic review recommended treatment with bisphosphonates to reduce the risk of fractures in males and postmenopausal females. A systematic review and meta-analysis of 27 studies including 3075 adults with chronic inflammatory disease requiring glucocorticoid administration found moderate to strong evidence that bisphosphonate administration, for up to 24 months, is effective in preventing new vertebral fractures and in reducing bone loss at the lumbar spine and femoral neck; only weak evidence was found suggesting that bisphosphonates may prevent nonvertebral fractures. With regard specifically to corticosteroid therapy for Duchenne muscular dystrophy, another systematic review and meta-analysis did not find significant evidence that bisphosphonates clearly prevented or treated osteoporosis or fragility fractures in adults and children with this condition; the authors stated that additional trials are necessary.

[bookmark: cl_c_135][bookmark: cl_c_136][bookmark: cl_c_138][bookmark: cl_c_139]For Paget disease of bone, evidence demonstrates at least moderate certainty of at least moderate net benefit.  A systematic review and meta-analysis of 20 studies concluded that bisphosphonates improve pain in patients with Paget disease of bone compared with placebo. Intravenous bisphosphonates have been demonstrated to significantly increase bone mineral density and decrease serum bone turnover markers from baseline in patients with Paget disease of bone. A retrospective review suggests that a single dose may be effective for as long as 6 years. A specialty society guideline states that bisphosphonates are associated with improved bone pain in patients with Paget disease of bone, with the greatest likelihood of improvement with zoledronic acid. The authors note that bisphosphonates may be used for suppression of metabolic activity in Paget disease of bone but that the clinical benefit is uncertain.

[bookmark: cl_c_142][bookmark: cl_c_145][bookmark: cl_c_149][bookmark: cl_c_150][bookmark: cl_c_152][bookmark: cl_c_154][bookmark: cl_c_155][bookmark: cl_c_156][bookmark: cl_c_158][bookmark: cl_c_159]For prevention of osteoporosis, evidence demonstrates at least moderate certainty of at least moderate net benefit.  Studies confirm that zoledronic acid is effective, as compared with placebo, at significantly increasing bone mineral density in postmenopausal women. Review articles and expert guidelines based on systematic reviews recommend treatment with oral or intravenous bisphosphonates for postmenopausal women with breast cancer treated with aromatase inhibitors who have risk factors for fracture. Follow-up for as long as 5 years has demonstrated that zoledronic acid use is associated with a mean lumbar spine bone mineral density increase of 5% in such patients. Systematic reviews and other review articles indicate that there may also be a beneficial effect upon survival. Expert consensus guidelines recommend bisphosphonates for men with a high probability of osteoporotic fracture, such as those with prostate cancer who have been treated with androgen deprivation therapy. A systematic review and meta-analysis of 15 randomized placebo-controlled trials, including 2634 men with a mean age of 70 years treated with androgen deprivation therapy for prostate cancer, reported that the number needed to treat with zoledronic acid was 14.9 for prevention of any fracture and 17.5 for prevention of nonvertebral fracture. A meta-analysis of 2 systematic reviews and 27 randomized trials evaluating bone-targeted therapies for nonmetastatic prostate cancer concluded that bisphosphonates were effective in increasing bone mineral density; however, the trials were not sufficiently powered to detect a reduction in fractures. A clinical practice guideline based on a systematic review stated that zoledronic acid is effective in improving bone mineral density in men with prostate cancer who receive androgen deprivation therapy. A specialty society guideline states that patients who are receiving chronic glucocorticoid therapy, defined as a daily dose equivalent of 2.5 mg or more of prednisone for 3 or more months, should be risk-stratified for fracture risk. Patients at moderate to high risk of fracture should be treated with medication to prevent osteoporosis, including bisphosphonates (oral or intravenous), denosumab, or teriparatide.

[bookmark: cl_c_196][bookmark: cl_c_198][bookmark: cl_c_199][bookmark: cl_c_202][bookmark: cl_c_204][bookmark: cl_c_207][bookmark: cl_c_211][bookmark: cl_c_215]For skeletal metastasis from cancer, evidence demonstrates at least moderate certainty of at least moderate net benefit.  A systematic review of randomized controlled trials and a meta-analysis concluded that bisphosphonates are effective in reducing bone pain and skeletal-related events in patients with breast cancer, including pathologic fracture and spinal cord compression. A specialty society guideline states that patients with breast cancer who have evidence of bone metastases should be treated with bone-modifying agents; patients should receive comprehensive treatment for bone pain. For skeletal lesions in multiple myeloma, systematic reviews and randomized trials concluded that use of bisphosphonates reduces pathologic fractures and that zoledronic acid therapy significantly improves overall survival, a result that could not be explained solely by a beneficial effect upon skeletal-related events. Specialty society evidence-based guidelines recommend that all multiple myeloma patients with osteolytic disease at diagnosis and adequate renal function be treated with zoledronic acid or pamidronate in addition to specific antimyeloma therapy. Zoledronic acid has demonstrated effectiveness in patients with bone metastases from prostate cancer and other solid tumors. However, there is no evidence of incremental improvement by zoledronic acid in other general clinical outcomes, such as progression-free survival, bone pain, or quality of life, in these patients. Benefits of zoledronic acid may be greater if therapy begins before the onset of bone pain. Randomized studies suggest that the efficacy of zoledronic acid administered every 12 weeks in patients with certain malignancies, including breast, prostate, and myeloma, is noninferior to administration every 3 to 4 weeks, but the drug is not approved for administration at this reduced frequency.

[bookmark: cl_c_4][bookmark: cl_c_7]Denosumab is a fully human monoclonal antibody. It inhibits osteoclast formation, function, and survival, resulting in decreased bone resorption and consequent increased bone mass and strength in both trabecular and cortical bone.

Risk of fracture, including vertebral fractures, have been shown to increase when denosumab is discontinued, and initiation of alternative antiresorptive therapy should be considered.

[bookmark: cl_c_18]Denosumab is associated with osteonecrosis of the jaw. Risk factors include invasive dental procedures, immunosuppressive therapy, gingival disease, and poor oral hygiene.

[bookmark: cl_c_32]For giant cell tumor of bone, evidence demonstrates a net benefit, but of less than moderate certainty, and may consist of a consensus opinion of experts, case studies, and common standard care.  Review articles indicate that denosumab may offer symptom and disease control for patients with giant cell tumor of bone who have no other treatment options. A multicenter open-label phase II study of 37 adult patients with recurrent or unresectable giant cell tumor of bone treated with monthly denosumab reported 86% tumor response (defined as elimination of at least 90% of giant cells on histology or no radiologic progression of the target lesion) at 25 weeks. A multicenter open-label phase II study of 282 patients with giant cell tumors of the bone treated with denosumab found that 96% of 169 patients with surgically unresectable disease had no disease progression for a median duration of 13 months; 74% of 100 patients for whom surgery would have resulted in severe morbidity had no surgery; and 62% of 26 patients having surgery had a less morbid procedure than originally planned. In long-term follow-up of 532 patients treated with denosumab for giant cell tumor of bone, including the 282 patients from the previously described multicenter phase II study, at median follow-up of 58.1 months, 26% of patients had serious treatment-emergent adverse events, including 17 cases of osteonecrosis of the jaw (3% of total sample).

[bookmark: cl_c_46][bookmark: cl_c_47][bookmark: cl_c_48][bookmark: cl_c_49]For hypercalcemia of malignancy, evidence demonstrates a net benefit, but of less than moderate certainty, and may consist of a consensus opinion of experts, case studies, and common standard care.  In an open-label single-arm study of 33 patients with hypercalcemia of malignancy refractory to bisphosphonate therapy, corrected serum calcium was achieved in 64% of patients after 10 days. The median response time was 9 days, and median response duration was 104 days. A retrospective case series of 7 patients receiving denosumab for hypercalcemia of malignancy found effectiveness in reducing serum calcium, although hypocalcemia was an issue in some patients. A single-arm proof-of-concept study of 15 patients with hypercalcemia of malignancy, either persisting or relapsing despite bisphosphonate therapy, found that 12 patients responded by day 10, with 10 patients exhibiting a complete response. A specialty society guideline recommends denosumab therapy for adults with hypercalcemia of malignancy that is refractory to intravenous bisphosphonate therapy.
 
[bookmark: cl_c_65][bookmark: cl_c_66][bookmark: cl_c_67][bookmark: cl_c_69][bookmark: cl_c_82]For osteoporosis, evidence demonstrates at least moderate certainty of at least moderate net benefit.  In postmenopausal women, denosumab is effective in significantly increasing bone mineral density at multiple trabecular and cortical sites. Systematic reviews of randomized trials concluded that denosumab also decreased the risk of hip, vertebral, and nonvertebral fractures. A systematic review and meta-analysis of 9 manufacturer-funded studies involving 4890 postmenopausal women found, at 12-month to 24-month follow-up, that safety and efficacy of denosumab in reducing fracture risk were comparable to those of bisphosphonates, although improvement in bone mineral density was significantly higher with denosumab. A pooled analysis of 4 randomized controlled trials (2850 patients) comparing denosumab with a bisphosphonate (alendronate, risedronate, ibandronate, or zoledronic acid) in postmenopausal women aged 55 years or older previously treated with an oral bisphosphonate found that, at 12-month follow-up, denosumab-treated patients had greater improvements in bone mineral density at the femoral neck, total hip, lumbar spine, and 1/3 radius. An international randomized controlled trial with 7868 women with postmenopausal osteoporosis and at high risk for fracture assigned patients to denosumab or to placebo every 6 months for 36 months. After 36 months, new vertebral fractures occurred in 2.3% of the denosumab group and in 7.2% of the placebo group, a 68% relative risk reduction. Significant decreases in secondary endpoints of hip fractures (0.7% vs 1.2%) and nonvertebral fractures (6.5% vs 8%) were also noted. No significant increase in major adverse effects, including malignancy, cardiovascular disease, infection, delayed fracture healing, or hypocalcemia, was noted in this study population. An open-label extension of this trial with 4550 participants reported that bone mineral density continued to improve after 5 years of treatment in the long-term group, resulting in gains of 13.7% and 7% in the lumbar spine and hip, respectively. Bone mineral density also improved in the crossover group after 2 years of treatment, resulting in gains of 7.7% and 4% in the lumbar spine and hip, respectively. Another analysis of this study evaluating 2207 postmenopausal women treated with denosumab over a 7-year extension period found a significant reduction in fracture rate ratios of the upper limb, including at the wrist, forearm, and humerus. Follow-up data remain consistent after 10 years of treatment regarding both safety and efficacy, including continued increases in bone mineral density without plateau. A randomized trial of 100 women with postmenopausal osteoporosis compared treatment with denosumab, teriparatide, or combination therapy with both medications and found, at 12-month follow-up, that combination therapy was associated with improved bone mineral density at the lumbar spine, hip, and femoral neck. A randomized trial of 76 women with postmenopausal osteoporosis compared treatment with denosumab combined with standard-dose (20 mcg) or high-dose (40 mcg) teriparatide and found, at 15-month follow-up, that high-dose teriparatide was associated with improved bone mineral density in the lumbar spine, hip, and femoral neck compared with standard-dose teriparatide. For osteoporosis in males, a network meta-analysis identified 2 randomized trials (289 patients) comparing denosumab with placebo for the treatment of osteoporosis and found that treatment with denosumab resulted in a reduction in vertebral fracture rates compared with placebo. For glucocorticoid-induced osteoporosis, a systematic review and network meta-analysis of 19 randomized controlled trials of treatments to prevent fractures in patients with glucocorticoid-induced osteoporosis or who are starting or continuing long-term glucocorticoid treatment, including 4 studies evaluating denosumab, found that denosumab was associated with a lower risk of vertebral fracture than placebo. A phase III, double-blind, double-dummy, noninferiority trial randomized 795 adults with glucocorticoid-induced osteoporosis to treatment with denosumab every 6 months or daily risedronate for 24 months. In the 590 adults who completed 24-month follow-up, denosumab was associated with improved bone mineral density from baseline at the lumbar spine and total hip compared with risedronate. Limitations included absent outcomes data for fractures and a lack of information regarding treatment patterns or outcomes after completion of denosumab. A specialty society guideline recommends initiating pharmacologic therapy for postmenopausal patients with low bone mass and a history of hip or spine fragility fracture or high risk for fracture. The guideline suggests that patients at very high fracture risk (e.g., fracture within the past 12 months, high risk for falls, fractures while on osteoporosis pharmacotherapy) be treated with abaloparatide, denosumab, romosozumab, teriparatide, or zoledronate, but notes that there is limited evidence for defining who is at very high risk. Another specialty society guideline and a review article recommend initial treatment with bisphosphonates for most postmenopausal women with osteoporosis at high fracture risk, with denosumab as an alternative initial treatment. Expert consensus guidelines recommend denosumab as a treatment option to reduce the risk for hip and vertebral fractures in women with osteoporosis.

For prevention of bone loss in women with breast cancer, evidence demonstrates at least moderate certainty of at least moderate net benefit.  Expert guidelines and review articles recommend treatment with denosumab for women with breast cancer being treated with aromatase inhibitors. In a randomized controlled trial of 3420 postmenopausal patients with early hormone receptor-positive breast cancer who were receiving treatment with aromatase inhibitors, denosumab doubled the time to first fracture as compared with placebo. Follow-up analysis of this study found, at a median follow-up of 73 months, that denosumab was associated with improved disease-free survival (defined as time to first evidence of metastatic disease, contralateral breast cancer, secondary carcinoma, or death from any cause) compared with placebo, with no difference in adverse events between the groups. A mixed-treatment meta-analysis estimated that immediate use of denosumab, as compared with zoledronic acid, for the treatment of early postmenopausal breast cancer treated with aromatase inhibitors provided significantly better protection (a 50% odds ratio reduction) against new fractures.

[bookmark: cl_c_161]For prevention of bone loss in men with prostate cancer, evidence demonstrates at least moderate certainty of at least moderate net benefit.  A systematic review and meta-analysis of 27 clinical trials concluded that both bisphosphonates and denosumab improve bone mineral density in men with nonmetastatic prostate cancer who are receiving androgen deprivation therapy; a single randomized trial studied denosumab and found that its use was associated with reduced risk of vertebral fractures. Expert consensus guidelines recommend denosumab as a treatment option for men with prostate cancer treated with androgen deprivation therapy and a high probability of fracture.

For prevention of glucocorticoid-induced osteoporosis, evidence demonstrates a net benefit, but of less than moderate certainty, and may consist of a consensus opinion of experts, case studies, and common standard care.  A specialty society guideline states that patients who are receiving chronic glucocorticoid therapy, defined as a daily dose equivalent of 2.5 mg or more of prednisone for 3 or more months, should be risk-stratified for fracture risk. Patients at moderate to high risk of fracture should be treated with medication to prevent osteoporosis, including bisphosphonates (oral or intravenous), denosumab, or teriparatide.

For prevention or treatment of skeletal-related events from multiple myeloma or cancer metastatic to bone, evidence demonstrates at least moderate certainty of at least moderate net benefit.  Systematic reviews and meta-analyses have reported that denosumab was more effective than zoledronic acid in reducing the incidence of and delaying the time to skeletal-related events; however, no differences were found between the 2 drugs in terms of mortality or overall adverse events. A systematic review concluded that the mechanism for reducing skeletal-related events rests primarily on denosumab delaying or preventing such painful bone-related events rather than on a direct analgesic effect. In a meta-analysis of 3 phase III trials (with a total of 5543 patients with breast cancer, prostate cancer, or other solid tumors, and one or more bone metastases), denosumab was found to be significantly better than zoledronic acid in terms of risk of first or subsequent skeletal-related event, bone metastasis location and number, and visceral metastasis presence or absence across all subgroups of patients; however, this study did not address mortality or survival. For breast cancer, systematic reviews concluded that denosumab reduces the risk of and delays the time to pathologic fractures, spinal cord compression, and need for surgery or radiation therapy to bone. In addition, a randomized controlled trial of 2046 patients with advanced breast cancer and bone metastases found that denosumab was comparable to zoledronic acid for palliation of pain. For skeletal lesions in multiple myeloma, a phase III randomized trial of 1718 patients with newly diagnosed multiple myeloma (all of whom had at least one lytic bone lesion) compared treatment with either zoledronic acid or denosumab and found, at 17.3-month follow-up (denosumab) and 17.6-month follow-up (zoledronic acid), that denosumab was noninferior to zoledronic acid in delaying time to first skeletal-related event; no difference in overall survival was seen between groups. Review articles state that denosumab is usually well tolerated and effective in impairing malignant osteolysis, particularly in those myeloma patients with deteriorating renal function for whom bisphosphonates are contraindicated but denosumab is not. Specialty society guidelines state that denosumab provides an alternative to zoledronic acid for the prevention of skeletal-related events in patients with active symptomatic multiple myeloma requiring systemic therapy; the guidelines note that fewer adverse events related to renal toxicity have been seen with denosumab, and thus denosumab may be preferred over zoledronic acid in patients with renal impairment. For prostate cancer, a systematic review and other review articles have confirmed the efficacy of denosumab in reducing the incidence of and delaying the time to skeletal-related events. A multicenter, randomized, double-blind, placebo-controlled trial involving 1432 men reported a significant increase in bone metastasis-free survival by a median of 4.2 months; however, overall survival did not differ between groups. Additionally, a double-blind randomized controlled trial assigned 1901 men with bone metastases from castration-resistant prostate cancer to either denosumab or zoledronic acid. After approximately 12 months, denosumab was found to be significantly more effective than zoledronic acid in terms of preventing skeletal-related events, delaying average time to a first event from 17 months with zoledronic acid to 21 months with denosumab. Based on data from randomized trials of denosumab, a review article reported that the number needed to treat for denosumab to prevent skeletal-related events was 18 patients for breast cancer (over 34 months), 22 patients for prostate cancer (over 41 months), and 21 patients for other cancer sites (over 34 months). Expert consensus guidelines support the use and role of denosumab in delaying or preventing skeletal-related events in patients with several types of solid tumors, including breast, prostate, lung, and kidney

Initial authorization: Length requested, length specified in the indication above (if applicable), or 12 months, whichever is shortest

Reauthorization: Length requested, length specified in the indication above (if applicable), or 12 months, whichever is shortest

Exception Criteria:

· Exceptions may need to be reviewed on multiple levels depending on the agent requested: documentation of inadequate response, contraindication, adverse event or otherwise must be demonstrated for a preferred agent if requesting a secondary agent, and for preferred and secondary agents if requesting a tertiary agent.
· Coverage for a secondary or tertiary agent will be considered if there is documentation of a continuation of therapy within the past 365 days (if new) or if it is a reauthorization request.
· In either of the above situations, the product being used cannot be based on the use of samples or products provided through manufacturer patient assistance programs.
· The PBM is responsible for processing Part D prior authorizations, redeterminations, exceptions and otherwise.  Please consult the most current formulary and prior authorization criteria for content.

Reference(s): 

· Prolia package insert. https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/125320s213lbl.pdf
· Xgeva package insert. https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/125320s201lbl.pdf
· Evenity package insert.  https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/761062s002lbl.pdf
· eternalHealth Medicare Part B Prior Authorization List.  https://www.eternalhealth.com/wp-content/uploads/2022/10/eternalHealth_MA-Part-B-PA-List-eff-1-1-2025.pdf
· CMS ASP Pricing Files.  https://www.cms.gov/medicare/payment/part-b-drugs/asp-pricing-files
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