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Policy:

This policy stands to show the criteria for and preferencing of agents within the therapeutic class of Proprotein convertase subtilisin-kexin type 9, also known as PCSK9, and policy for treatment of familial hypercholesterolemia.  At the time of creation of this policy, there are three agents to be reviewed: Praluent (alirocumab)-C9399, Repatha (evolocumab)-C9399, and Leqvio (inclisiran)-J1306.  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
· Medical record must indicate maximized use of part D formulary agents (statins or otherwise) 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 Praluent or Repatha it is preferred that the drug is filled through the pharmacy benefit and the PBM criteria is used.  The provider should submit the authorization to the PBM.  If they state that the member cannot self-administer or has a condition that prohibits the use of an agent through the pharmacy benefit the case can be reviewed for medical necessity and use of prior pharmacy agents and may be approved.
· If the requested agent is for Leqvio the case can be reviewed for medical necessity, the use of prior pharmacy agents, and trial and lack of clinical response to Praluent or Repatha and 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

Preferencing:
Preferred Agents: Oral Part D formulary agents 
Secondary Agents: Praluent, Repatha (via Part D benefit, then in-office)
Tertiary Agents: Leqvio

Agents:

HCPCS: C9399, J1306



Clinical Indications for Procedure
· [bookmark: cl_c_1]APOB, LDLR, and PCSK9 gene testing may be indicated when ALL the following are present:
· Diagnosis or screening for familial hypercholesterolemia, as indicated by 1 or more of the following:
· Confirmation of diagnosis in adult with probable familial hypercholesterolemia according to Dutch Lipid Clinic Network criteria
· Confirmation of diagnosis of familial hypercholesterolemia after acquired causes of hypercholesterolemia have been excluded by standard diagnostic evaluation, as indicated by 1 or more of the following:
2. For adults: untreated fasting LDL cholesterol level 250 mg/dL (6.48 mmol/L) or greater
2. For children: untreated fasting LDL cholesterol level 190 mg/dL (4.92 mmol/L) or greater
· [bookmark: cl_c_90]Confirmation of diagnosis of familial heterozygous hypercholesterolemia after acquired causes of hypercholesterolemia have been excluded by standard diagnostic evaluation, as indicated by ALL the following:
3. Hypercholesterolemia, as indicated by 1 or more of the following:
1. For adults: untreated fasting total cholesterol level greater than 290 mg/dL (7.51 mmol/L)
1. For adults: untreated fasting LDL cholesterol level 190 mg/dL (4.92 mmol/L) or greater
1. For children: untreated fasting total cholesterol level 230 mg/dL (5.96 mmol/L) or greater
1. For children: untreated fasting LDL cholesterol level greater than 155 mg/dL (4.01 mmol/L)
1. Untreated fasting total cholesterol greater than 95th percentile by age and gender for country
3. Physical examination, clinical history, or family history suggestive of familial hypercholesterolemia, as indicated by 1 or more of the following:
2. Presence of xanthoma(s), xanthelasma, or corneal arcus senilis (in individual younger than 45 years of age)
2. Personal history of premature (i.e., younger than 55 years of age in male and 65 years of age in female) atherosclerotic cardiovascular disease (e.g., angina, myocardial infarction)
2. First-degree relative with history of premature (i.e., younger than 55 years of age in male and 65 years of age in female) atherosclerotic cardiovascular disease (e.g., angina, myocardial infarction)
2. First-degree relative with LDL cholesterol greater than 95th percentile by age and gender for country
2. First-degree relative with xanthoma(s), xanthelasma, or corneal arcus senilis (in individual younger than 45 years of age)
· [bookmark: cl_c_93][bookmark: cl_c_94][bookmark: cl_c_95][bookmark: cl_c_96]Confirmation of diagnosis of familial homozygous hypercholesterolemia after acquired causes of hypercholesterolemia have been excluded by standard diagnostic evaluation, as indicated by ALL the following:
4. Hypercholesterolemia: untreated fasting LDL cholesterol level 400 mg/dL (10.36 mmol/L) or greater
4. Physical examination of patient or family history suggestive of familial hypercholesterolemia, as indicated by 1 or more of the following:
2. Presence of xanthoma(s) (tendinous or cutaneous) prior to 10 years of age in patient
2. Untreated elevated LDL cholesterol levels consistent with heterozygous familial hypercholesterolemia in both parents
· First-degree relative of patient with familial hypercholesterolemia confirmed by genetic testing
· Preimplantation genetic diagnosis, when disease-causing mutation has been identified in both parents
· Prenatal diagnosis, when disease-causing mutation has been identified in both parents
· [bookmark: cl_c_110]Genetic counseling has been performed, as indicated by ALL the following:
· Counseling is provided by healthcare professionals with education and training in genetic issues relevant to genetic tests under consideration. 
· Counseling is provided to enable patient's informed decision making concerning proposed testing (e.g., purpose of testing, management that may be informed by result, heritable nature informed by 3-generation family history, range of possible results, potential benefits and risks of testing (e.g., psychological, social, economic)).

Background
[bookmark: cl_c_5][bookmark: cl_c_6][bookmark: cl_c_9][bookmark: cl_c_12][bookmark: cl_c_15][bookmark: cl_c_18][bookmark: cl_c_19][bookmark: cl_c_20][bookmark: cl_c_22]Familial hypercholesterolemia is an inherited disorder of cholesterol metabolism characterized by markedly elevated LDL cholesterol resulting in an increased risk of premature cardiovascular disease, most notably coronary artery disease. The diagnosis of familial hypercholesterolemia is typically established based on significantly elevated LDL cholesterol levels in conjunction with a personal or family history of premature cardiovascular disease, after identifiable acquired causes of hypercholesterolemia such as hypothyroidism, nephrotic syndrome, and liver disease have been excluded. Clinical findings may include yellowish cholesterol plaques (xanthomas) within tendons (e.g., Achilles tendon, finger extensor tendons) and around eyelids (xanthelasma) and corneal arcus senilis (in individuals younger than 45 years of age). The diagnosis may also be established based on the identification of a pathogenic mutation in one of the genes associated with familial hypercholesterolemia. No unified international criteria for familial hypercholesterolemia exist. Several statistically validated formal diagnostic criteria sets, including the Dutch Lipid Clinic Network criteria, the Simon Broome criteria, and the MEDPED (Make Early Diagnosis to Prevent Early Death) criteria, are currently utilized in clinical practice.

[bookmark: cl_c_24][bookmark: cl_c_27][bookmark: cl_c_32][bookmark: cl_c_38][bookmark: cl_c_39][bookmark: cl_c_44][bookmark: cl_c_45][bookmark: cl_c_46][bookmark: cl_c_47][bookmark: cl_c_48]Familial hypercholesterolemia is most commonly inherited in an autosomal dominant manner. Inheritance of a single allele in one of 3 genes, LDLR (approximately 90% of causative mutations), APOB (5% to 10% of causative mutations), or PCSK9 (less than 1% of causative mutations), results in heterozygous familial hypercholesterolemia. Up to 40% of patients with a clinical diagnosis of familial hypercholesterolemia will not have a detectable pathogenic mutation. The estimated prevalence of familial heterozygous hypercholesterolemia is 1 in 200 to 1 in 250 individuals, although the prevalence may be significantly higher in certain populations (e.g., Ashkenazi Jewish, French Canadian, Lebanese) because of founder mutations. Overlap in LDL levels between heterozygous hypercholesterolemia and non-familial hypercholesterolemia patients have been observed. The severe familial hypercholesterolemia phenotype (defined by LDL level) often occurs when the patient has 2 disease-causing variants present in APOB, LDLR, and/or PCSK9 genes (e.g., when both copies of one gene have disease-causing variants or when 2 of these genes each have a single copy of a disease-causing variant). However, for certain mutations, severe phenotypes may occur in a patient with only a single copy of a disease-causing mutation. The estimated prevalence of familial homozygous hypercholesterolemia is 1 in 160,000 to 1 in 300,000 individuals. Patients with homozygous hypercholesterolemia generally present with significantly higher LDL cholesterol levels than do heterozygous patients; some overlap in LDL levels between single allele carriers (heterozygotes) and biallelic carriers (homozygotes or compound heterozygotes) has been observed. Homozygous hypercholesterolemia patients experience an earlier onset (as early as the first decade of life) of cardiovascular disease than do heterozygous patients. Homozygous patients may present with severe aortic stenosis in addition to coronary artery disease. A similar presentation may be seen in patients with autosomal recessive hypercholesterolemia, which results from homozygous LDLRAP1 gene mutations.


Criteria
The evidence for the clinical indications found in this guideline includes 72 published peer reviewed articles, 8 specialty society or other evidence-based guidelines, and 3 book sections.
[bookmark: cl_c_56][bookmark: cl_c_63][bookmark: cl_c_66][bookmark: cl_c_68][bookmark: cl_c_69][bookmark: cl_c_80][bookmark: cl_c_79][bookmark: cl_c_78][bookmark: cl_c_81][bookmark: cl_c_82]For diagnosis or screening for familial hypercholesterolemia, 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. Genetic testing is indicated when the diagnosis of familial hypercholesterolemia is not clearly established by clinical evaluation. Some specialty societies assert that a diagnosis of familial hypercholesterolemia can be established based on cholesterol levels, family history, and physical examination findings (if present). Other specialty societies endorse diagnostic criteria sets (e.g., Dutch Lipid Clinic Network, Simon Broome) that incorporate genetic testing results.  An international expert panel recommends genetic testing for familial hypercholesterolemia in individuals at risk based on family history as well as individuals with a phenotype consistent with familial hypercholesterolemia in the absence of family history. The clinical utility of genetic testing includes increased (and earlier) identification and treatment of individuals with familial hypercholesterolemia, differentiation of familial from acquired forms of hypercholesterolemia and other genetic dyslipidemias, genetic counseling and recurrence risk assessment, determination of eligibility for new and emerging therapies (e.g., evinacumab), and risk stratification. A study involving 20,485 multiethnic participants from 7 case control and 5 prospective cohort studies demonstrated that for any given LDL cholesterol level, the presence of a pathogenic mutation resulted in a significantly increased risk for coronary artery disease. Among participants with an LDL cholesterol level of 190 mg/dL (4.92 mmol/L) or greater, those with a pathogenic mutation had a nearly 4-fold increased risk as compared with individuals without a pathogenic mutation. Genetic evaluation may begin with LDLR mutation testing, the most commonly detected pathogenic mutation; if LDLR mutation testing is negative, reflex testing for APOB and PCSK9 mutations is recommended. Alternatively, multigene panel testing of the most common mutations in the 3 most prevalent genes, LDLR, APOB, and PCSK9, may be considered. When a gene mutation is not identified by sequencing, deletion and duplication testing of the LDLR gene may be appropriate.  Cascade screening of at-risk family members, beginning with first-degree relatives, is appropriate after confirmation of a diagnosis in an index patient.  Cascade screening has been demonstrated to reduce the age at which patients are diagnosed and increase the percentage of patients receiving treatment. Due to the early onset and severity of cardiovascular disease in individuals with familial homozygous hypercholesterolemia, prenatal diagnosis and preimplantation genetic diagnosis are available when both reproductive partners carry pathogenic mutations.

[bookmark: cl_c_119][bookmark: cl_c_122][bookmark: cl_c_134]For genetic counseling, 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. Genetic counseling is a specialized skill set that can be performed by clinicians who receive appropriate training and have core competencies. Various professional societies outside of genetic medicine, including primary care and non-genetic medicine subspecialty societies, have created core competencies for physicians and other healthcare professionals relevant to their area of practice to enable successful incorporation of genetic medicine into practice.  The limited number of studies that compare the outcomes of counseling from genetics specialists vs non-genetics specialists report contradictory findings. Several studies demonstrate deficiencies in knowledge or counseling provided by non-genetics specialists. Genetic counseling should be provided prior to the testing by a clinician who has received the education and training to gather a complete family history, perform detailed pretest counseling, obtain fully informed consent, and order the appropriate test. The ordering clinician should be capable of properly interpreting the results and should perform post-test counseling. The choice of a genetics counselor may depend on factors such as patient needs, provider knowledge, resource availability, sufficiency of visit time, and test complexity. Certain types of genetic tests have sufficient complexity that obtaining informed consent, preparing the patient for potentially uninformative results, and interpreting the returned results require a trained geneticist or genetics counselor (e.g., multigene panels, whole exome sequencing, whole genome sequencing).

Clinical Indications
Praluent is a human monoclonal immunoglobulin IgG1 that targets the proprotein convertase subtilisin-kexin type 9 (PCSK9), preventing it from binding to LDL receptors; this increases the number of available LDL receptors to remove LDL from the blood.  Alirocumab may be indicated when ALL the following are present:
· Age 18 years or older
· Appropriate clinical condition, as indicated by 1 or more of the following:
·  Atherosclerotic cardiovascular disease, as indicated by ALL the following:
1. Known atherosclerotic cardiovascular disease, as indicated by 1 or more of the following:
1. Coronary artery disease identified on invasive or noninvasive cardiac imaging
1. History of acute coronary syndrome (e.g., unstable angina, myocardial infarction) 
1. History of stroke or transient ischemic attack
1. Peripheral arterial disease (e.g., carotid artery disease, aortic disease, renal artery disease, lower extremity artery disease) identified on invasive or noninvasive imaging
1. LDL cholesterol not at goal after a minimum of 4 weeks of treatment on maximally tolerated stable statin dose, as indicated by 1 or more of the following:
2. LDL cholesterol level not reduced by more than 50% from baseline
2. Patient with additional high-risk conditions (e.g., 2 or more cardiovascular events, age 65 years or older, chronic kidney disease (eGFR less than 60 mL/min/1.73m2 (1.00 mL/sec/1.73m2)), current tobacco use, diabetes, hypertension, history of heart failure), and cholesterol level is 1 or more of the following:
2. LDL cholesterol level remains 55 mg/dL (1.42 mmol/L) or greater.
2. Non-HDL cholesterol level remains 85 mg/dL (2.20 mmol/L) or greater.
2. Patient without additional high-risk conditions, and cholesterol level is 1 or more of the following:
3. LDL cholesterol level remains 70 mg/dL (1.81 mmol/L) or greater.
3. Non-HDL cholesterol level remains 100 mg/dL (2.59 mmol/L) or greater.
·  Heterozygous familial hypercholesterolemia, as indicated by ALL the following:
2. Heterozygous familial hypercholesterolemia, known or suspected, as indicated by 1 or more of the following:
1. Definite or probable familial hypercholesterolemia according to Dutch Lipid Clinic Network criteria (i.e., score of 6 or greater) 
1. For adults: untreated fasting total cholesterol level greater than 290 mg/dL (7.51 mmol/L)
1. For adults: untreated fasting LDL cholesterol level 190 mg/dL (4.92 mmol/L) or greater
1. Untreated fasting total cholesterol level greater than 95th percentile by age and gender for country
2. LDL cholesterol not at goal after a minimum of 4 weeks of treatment on maximally tolerated stable statin dose, as indicated by 1 or more of the following:
2. LDL cholesterol level not reduced by more than 50% from baseline
2. Patient with prior atherosclerotic events (e.g., acute coronary syndrome, arterial or coronary revascularization, cerebrovascular event, peripheral arterial disease), and cholesterol level is 1 or more of the following:
2. LDL cholesterol remains 55 mg/dL (1.42 mmol/L) or greater.
2. Non-HDL cholesterol remains 85 mg/dL (2.20 mmol/L) or greater.
2. Patients without prior atherosclerotic event, and cholesterol level is 1 or more of the following:
3. LDL cholesterol remains 100 mg/dL (2.59 mmol/L) or greater.
3. Non-HDL cholesterol remains 130 mg/dL (3.37 mmol/L) or greater.
·  Homozygous familial hypercholesterolemia, as indicated by ALL the following:
3. Homozygous familial hypercholesterolemia, known or suspected, as indicated by 1 or more of the following:
1. Two disease-causing mutations have been identified, in any combination, in familial hypercholesterolemia genes (e.g., APOB, LDLR, or PCSK9 gene). 
1. Untreated fasting LDL cholesterol level 400 mg/dL (10.36 mmol/L) or greater, and clinical xanthomas before 10 years of age or evidence of heterozygous familial hypercholesterolemia in both parents
3. LDL cholesterol level not at goal after minimum of 4 weeks of treatment on maximally tolerated stable statin dose, as indicated by 1 or more of the following:
2. LDL cholesterol level not reduced by more than 50% from baseline
2. Patient with prior atherosclerotic events (e.g., acute coronary syndrome, arterial or coronary revascularization, cerebrovascular event, peripheral arterial disease), and cholesterol level is 1 or more of the following:
2. LDL cholesterol remains 55 mg/dL (1.42 mmol/L) or greater.
2. Non-HDL cholesterol remains 85 mg/dL (2.20 mmol/L) or greater.
2. Patients without prior atherosclerotic event, and cholesterol level is 1 or more of the following:
3. LDL cholesterol remains 100 mg/dL (2.59 mmol/L) or greater.
3. Non-HDL cholesterol remains 130 mg/dL (3.37 mmol/L) or greater.
· Patients are taking maximally tolerated statin, with or without ezetimibe, or is intolerant to that therapy.

Repatha is a human monoclonal immunoglobulin IgG2 that targets the proprotein convertase subtilisin-kexin type 9 (PCSK9), preventing it from binding to LDL receptors; this increases the number of available LDL receptors to remove LDL from the blood. Evolocumab has also been found to accelerate the catabolism of multiple atherogenic lipoproteins, particularly LDL cholesterol, resulting in lower plasma concentrations of these lipoproteins.  Evolocumab may be indicated when ALL the following are present:
· Appropriate clinical condition, as indicated by 1 or more of the following:
·  Atherosclerotic cardiovascular disease, as indicated by ALL the following:
1. Age 18 years or older
1. Known atherosclerotic cardiovascular disease, as indicated by 1 or more of the following:
2. Coronary artery disease identified on invasive or noninvasive cardiac imaging
2. History of acute coronary syndrome (e.g., unstable angina, myocardial infarction) 
2. History of stroke or transient ischemic attack
2. Peripheral arterial disease (e.g., carotid artery disease, aortic disease, renal artery disease, lower extremity artery disease) identified on invasive or noninvasive imaging
1. LDL cholesterol level not at goal after minimum of 4 weeks on maximally tolerated stable statin dose, as indicated by 1 or more of the following:
3. LDL cholesterol level not reduced by more than 50% from baseline
3. Patients with additional high-risk conditions (e.g., 2 or more cardiovascular events, age 65 years or older, chronic kidney disease (eGFR less than 60 mL/min/1.73m2 (1.00 mL/sec/1.73m2)), current tobacco use, diabetes, hypertension, history of heart failure), and cholesterol level is 1 or more of the following:
2. LDL cholesterol level remains 55 mg/dL (1.42 mmol/L) or greater.
2. Non-HDL cholesterol level remains 85 mg/dL (2.20 mmol/L) or greater.
3. Patient without additional high-risk conditions, and cholesterol level is 1 or more of the following:
3. LDL cholesterol level remains 70 mg/dL (1.81 mmol/L) or greater.
3. Non-HDL cholesterol level remains 100 mg/dL (2.59 mmol/L) or greater.
·  Heterozygous familial hypercholesterolemia, as indicated by ALL the following:
2. Age 10 years or older
2. Heterozygous familial hypercholesterolemia, known or suspected, as indicated by 1 or more of the following:
2. Definite or probable familial hypercholesterolemia according to Dutch Lipid Clinic Network criteria (i.e., score of 6 or greater)
2. For adults: untreated fasting total cholesterol level greater than 290 mg/dL (7.51 mmol/L)
2. For adults: untreated fasting LDL cholesterol level 190 mg/dL (4.92 mmol/L) or greater
2. Untreated fasting total cholesterol level greater than 95th percentile by age and gender for country
2. LDL cholesterol not at goal after a minimum of 4 weeks of treatment on maximally tolerated stable statin dose, as indicated by 1 or more of the following:
3. LDL cholesterol level not reduced by more than 50% from baseline
3. Patient with prior atherosclerotic events (e.g., acute coronary syndrome, arterial or coronary revascularization, cerebrovascular event, peripheral arterial disease), and cholesterol level is 1 or more of the following:
2. LDL cholesterol remains 55 mg/dL (1.42 mmol/L) or greater.
2. Non-HDL cholesterol remains 85 mg/dL (2.20 mmol/L) or greater.
3. Patients without prior atherosclerotic event, and cholesterol level is 1 or more of the following:
3. LDL cholesterol remains 100 mg/dL (2.59 mmol/L) or greater.
3. Non-HDL cholesterol remains 130 mg/dL (3.37 mmol/L) or greater.
·  Homozygous familial hypercholesterolemia, as indicated by ALL of the following:
3. Age 10 years or older
3. Homozygous familial hypercholesterolemia, known or suspected, as indicated by 1 or more of the following:
2. Two disease-causing mutations have been identified, in any combination, in familial hypercholesterolemia genes (e.g., APOB, LDLR, or PCSK9 gene). 
2. Untreated fasting LDL cholesterol level 400 mg/dL (10.36 mmol/L) or greater, and clinical xanthomas before 10 years of age or evidence of heterozygous familial hypercholesterolemia in both parents
3. LDL cholesterol level not at goal after minimum of 4 weeks of treatment on maximally tolerated stable statin dose, as indicated by 1 or more of the following:
3. LDL cholesterol level not reduced by more than 50% from baseline
3. [bookmark: cl_c_86]Patient with prior atherosclerotic events (e.g., acute coronary syndrome, arterial or coronary revascularization, cerebrovascular event, peripheral arterial disease), and cholesterol level is 1 or more of the following:
2. LDL cholesterol remains 55 mg/dL (1.42 mmol/L) or greater.
2. Non-HDL cholesterol remains 85 mg/dL (2.20 mmol/L) or greater.
3. [bookmark: cl_c_88][bookmark: cl_c_87]Patients without prior atherosclerotic event, and cholesterol level is 1 or more of the following:
3. LDL cholesterol remains 100 mg/dL (2.59 mmol/L) or greater.
3. Non-HDL cholesterol remains 130 mg/dL (3.37 mmol/L) or greater.
· Patients are taking maximally tolerated statin, with or without ezetimibe, or are intolerant to that therapy.

LEQVIO is a small interfering RNA (siRNA) directed to proprotein convertase subtilisin kexin type 9 (PCSK9) mRNA indicated as an adjunct to diet and statin therapy for the treatment of adults with primary hyperlipidemia, including heterozygous familial hypercholesterolemia (HeFH), to reduce low-density lipoprotein cholesterol (LDL-C).

DOSAGE AND ADMINISTRATION
• The recommended dosage of LEQVIO, in combination with statin therapy, is 284 mg administered as a single subcutaneous injection initially, again at 3 months, and then every 6 months.
• LEQVIO should be administered by a healthcare professional.
• Inject LEQVIO subcutaneously into the abdomen, upper arm, or thigh.

Duration of approval:

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): 

· Praluent package insert. https://www.regeneron.com/downloads/praluent_pi.pdf
· Repatha package insert.  https://www.repatha.com/-/media/Themes/Amgen/Repatha-com/Repatha-com/PDFs/repatha_pi_hcp_english.pdf
· Leqvio package insert.  https://www.novartis.com/us-en/sites/novartis_us/files/leqvio.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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