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Introduction

Familial hypercholesterolemia (FH) is a genetic disorder, which means it is passed down through
families. FH is caused by a defect in a specific gene. Because of the defect, the body can't
remove LDL cholesterol (the "bad cholesterol”) from the blood. The result is a very high level of
LDL. Untreated high levels of LDL can lead to deposits of fat and cholesterol on walls of the
arteries. These plaques can narrow or block the arteries and cause heart and blood vessel
disease. The first step to reduce LDL is a change in lifestyle, such as altering the diet and getting
more exercise. If this does not work well enough, the next step is to use standard medications,
such as atorvastatin or rosuvastatin, to reduce cholesterol. If cholesterol levels remain extremely
high despite these types of medications, other types of cholesterol drugs may be prescribed.
These drugs are known as PCSK9 inhibitors. This policy describes when a PCSK9 inhibitor may be
approved after medical records show that these other treatments did not bring LDL cholesterol
down to desired levels.

Note: The Introduction section is for your general knowledge and is not to be taken as policy coverage criteria. The
rest of the policy uses specific words and concepts familiar to medical professionals. It is intended for
providers. A provider can be a person, such as a doctor, nurse, psychologist, or dentist. A provider also can
be a place where medical care is given, like a hospital, clinic, or lab. This policy informs them about when a
service may be covered.



Policy Coverage Criteria

Indication

Familial heterozygous
hypercholesterolemia

Medical Necessity
Praluent® (alirocumab) and Repatha® (evolocumab) may be
considered medically necessary for treatment of familial
hypercholesterolemia (for primary prevention) when ALL FIVE
of the following criteria have been met. In addition to meeting
criteria for familial hypercholesterolemia, requests involving
failure of statins due to myalgias or transaminitis will be
considered medically necessary when criteria listed below are
met (see criteria for myalgias and transaminitis).
(Documentation from the patient’s chart is REQUIRED):
1. Patientis > 18 years old
AND
2. Diagnosis of familial heterozygous hypercholesterolemia is
established by either:
o LDL-C level > 190 mg/dL on optimal LDL-C lowering
therapy prior to adding a PCSK9 Inhibitor,
OR
o Genetic typing indicating the presence of familial
hypercholesterolemia
AND
3. Patient has tried both atorvastatin 80 mg daily, AND Crestor®
(rosuvastatin) > 20 mg daily for > 8 continuous weeks and LDL-
C level has not achieved a 50% reduction from baseline or
remains > 100 mg/dL
AND
4. Praluent® (alirocumab) or Repatha® (evolocumab) is
prescribed by, or in consultation with, a cardiologist or
endocrinologist
AND
5. High dose statin therapy is continued while receiving
alirocumab or evolocumab therapy (unless not tolerated)

Familial homozygous
hypercholesterolemia

Praluent® (alirocumab) and Repatha® (evolocumab) may be
considered medically necessary for treatment of familial
hypercholesterolemia (for primary prevention) when ALL FIVE
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of the following criteria have been met. In addition to meeting

criteria for familial hypercholesterolemia, requests involving

failure of statins due to myalgias or transaminitis will be

considered medically necessary when criteria listed below are

met (see criteria for myalgias and transaminitis).

(Documentation from the patient’s chart is REQUIRED):

1. Patientis > 18 years old

AND

2. Diagnosis of familial hypercholesterolemia is established by:
o Genetic typing indicating the presence of familial

hypercholesterolemia

AND

3. Patient has tried both atorvastatin 80 mg daily, AND Crestor®
(rosuvastatin) > 20 mg daily for > 8 continuous weeks and LDL-
C level has not achieved a 50% reduction from baseline or
remains > 100 mg/dL

AND

4. Praluent® (alirocumab) or Repatha® (evolocumab) is
prescribed by, or in consultation with, a cardiologist or
endocrinologist

AND

5. High dose statin therapy is continued while receiving
alirocumab or evolocumab therapy (unless not tolerated)

Clinical atherosclerotic Praluent® (alirocumab) and Repatha® (evolocumab) may be
cardiovascular disease considered medically necessary for treatment of
(ASCVD) hyperlipidemia in patients > 18 with clinical atherosclerotic

cardiovascular disease (ASCVD), when ALL FOUR of the
following criteria have been met. In addition to meeting
criteria for ASCVD, requests involving failure of statins due to
myalgias or transaminitis will be considered medically
necessary when criteria listed below are met (see criteria for
myalgias and transaminitis).
(Documentation from the patient’s chart is REQUIRED):
1. Patient has a history of at least ONE of the following in order
for a PCSK9 inhibitor to be used for secondary prevention:
o Myocardial infarction (MI) or acute coronary syndrome
(ACS)
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o Stroke or transient ischemic attack (TIA)
o Coronary revascularization procedure

AND

2. LDL-C level > 100 mg/dL on optimal LDL-C lowering therapy
prior to adding a PCSK9 Inhibitor:

o Patient has tried both atorvastatin 80 mg daily, AND
Crestor® (rosuvastatin) > 20 mg daily for > 8 continuous
weeks, and LDL-C level has not achieved a 50% reduction
from baseline or remains > 100 mg/dL

AND

3. High dose statin therapy is continued while receiving
alirocumab or evolocumab therapy (unless not tolerated)

AND

4. Praluent® (alirocumab) or Repatha® (evolocumab) is
prescribed by, or in consultation with, a cardiologist or
endocrinologist

Symptom Medical Necessity

Myalgias In addition to meeting above-stated criteria for familial

hypercholesterolemia or ASCVD requests involving failure of

statins due to myalgias will be considered medically necessary

when ALL of the following criteria have been met:

e Patient has intolerable symptoms and Creatine Kinase (CK) is >
10 x Upper Limit of Normal (ULN)

AND

e Provider ruled out other potential causes for myopathy
(example: concomitant use of interacting medications,
hypothyroidism, reduced renal or hepatic function,
rheumatologic disorders, steroid myopathy, vitamin D
deficiency, or primary muscle disease)

Transaminitis In addition to meeting above-stated criteria for familial
hypercholesterolemia or ASCVD requests involving failure of
statins due to transaminitis (eg, elevated Liver Function Tests)
will be considered medically necessary when ALL of the
following criteria have been met:

e Provider ruled out other potential causes for transaminitis, such

00
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Symptom Medical Necessity

as presence of baseline elevations due to comorbid conditions,
such as obesity, prediabetes, etc

AND

e Transaminitis persists beyond the 12-week period from the
start of statin therapy

AND

e Patient failed reduction of statin therapy

Indication Investigational
Indications not listed in All uses of Praluent® (alirocumab) and Repatha®
this policy (evolocumab) for indications not listed in the Medical

Necessity sections above are considered investigational.

Praluent® (alirocumab) and Repatha® (evolocumab) Reauthorization

Initial approval is valid for 12 months. Reauthorization requires documentation of ALL of the

following:

1. Continued clinical benefit (ie, at goal LDL-C values- specific to the patient)

AND

2. Praluent® (alirocumab) or Repatha® (evolocumab) is prescribed by, or in consultation with, a
cardiologist or endocrinologist

AND

3. The patient continues to receive the maximum tolerated dose of a statin while receiving
alirocumab or evolocumab therapy

N/A
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Familial Hypercholesterolemia

Familial Hypercholesterolemia encompasses a group of genetic defects that causes severe
elevations in LDL-C levels, as well as other lipid parameters. Heterozygous familial
hypercholesterolemia (HeFH) occurs in roughly 1 in 300 to 500 patients, and is present in
childhood. Total cholesterol levels in HeFH range from 350 to 550 mg/dL, which can result in
premature ASCVD. Aggressive lipid-lowering therapy is recommended to achieve LDL-C
reductions of at least 50%. Both children and adults with LDL-C levels of > 190 mg/dL, following
lifestyle modifications will require medication therapy. Statins are the initial treatment for all
adults with FH. Higher risk patients may require intensification of drug therapy to achieve the
more aggressive treatment goals. Intensification of medication therapy should be considered if
LDL-C remains > 160 mg/dL, or if an initial 50% reduction in LDL-C is not achieved. HeFH is a
combination of genetic mutations in either the LDL receptor, or PCSK9 genes. Alterations in any
of these genes are associated with reduced clearance of LDL-C from circulation leading to
hyperlipidemia, collection of cholesterol in various tissues (tendons or eyes), and marked
increased risk of cardiovascular disease. Homozygous familial hypercholesterolemia (HoFH) is
much less common, the estimated U.S. prevalence being 1:1,000,000. These individuals usually
present with untreated LDL-C > 650 mg/dL. Over 800 mutations are known to affect PCKS9
funtion, and they vary in severity. At this time, genetic testing of all patients is not standard
practice, since the individual patients’ severity is indicated by the baseline untreated LDL-C.

Clinical Atherosclerotic Cardiovascular Disease

Atherosclerosis is responsible for almost all cases of coronary heart disease (CHD). Many factors
are associated with an increased risk of atherosclerotic plaques in coronary arteries. Family
history is an independent risk factor for CHD and is very important to be aware of, as the risk of
developing CHD in the presence of positive family history can range from 15% to 100%, as has
been shown in the cohort analyses done by various groups (eg, Physician's Health Study,
Women's Health Study, Reykjavik Cohort Study, Framingham Offspring Study, INTERHEART
Study, Cooper Center Longitudinal Study, Danish national population database). Other risk
factors include, lifestyle (smoking, diet, exercise habits, etc.), as well as comorbid conditions,
such as diabetes, kidney disease, thyroid disease, hypertension, etc. It is important to realize that
lifestyle modifications are controllable risk factors, while positive family history is not.
Atherosclerotic CV disease can manifest as coronary heart disease, carotid artery disease,
peripheral arterial disease, and chronic kidney disease.
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Statin-Associated Adverse Events

Statins are both effective and generally safe, however, muscle toxicity remains a concern. Muscle
syndromes associated with statins include, myalgias and muscle injury, or clinical
rhabdomyolysis (rare). Other statin side effects may include hepatic dysfunction (elevation of
aminotransferases), renal dysfunction (proteinuria), behavioral and cognitive changes, such as
memory loss (still questionable). Side effect profile of each statin may be slightly different as
lipophilicity/hydrophilicity properties of statins differ and can play a role. While statin chemical
properties are one of the risk factors (which can be manipulated by switching patient to a
different statin), others include: drug-drug interactions (CYP 450 inhibitors), comorbid medical
conditions (eg, hypothyroidism, acute renal failure, biliary obstruction). Side effects can also be
associated with dose-intensity and dosing schedule. In general, neuromuscular and skeletal
adverse reactions for high-intensity statins (atorvastatin and Crestor® (rosuvastatin) have a 4%
to 8% rate of occurrence.

ACC/AHA Guidelines on Categorization of Statin Intensity

Daily dose lowers LDL-C, on Daily dose lowers LDL-C, on Text Daily dose lowers LDL-C, on
average, by approximately >50% average, by approximately 30% to average, by <30%
<50%
Atorvastatin (401)-80 mg Atorvastatin 10 (20 ) mg Simvastatin 10 mg
Rosuvastatin 20 (40) mg Rosuvastatin (5) 10 mg Pravastatin 10-20 mg
Simvastatin 20-40 mg# Lovastatin 20 mg
Pravastatin 40 (80 ) mg Fluvastatin 20-40 mg
Lovastatin 40 mg Pitavastatin 1 mg

Fluvastatin XL 80 mg
Fluvastatin 40 mg BID

Pitavastatin 2-4 mg

Benefit Application

The drugs included in this policy may be managed through either the pharmacy or medical
benefit.
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Alirocumab (Praluent®) and Evolocumab (Repatha®)

Alirocumab and evolocumab are proprotein converatase subtilisin kexin type 9 (PCSK9)
inhibitors. PCSK 9 is an enzyme that acts as part of the cholesterol homeostasis process in
humans. PCSK 9 binds to the epidermal growth factor-like domain of the LDL receptor on
human hepatocytes. This binding forces LDL receptors to remain in the “open” confirmation,
which facilitates their destruction, limiting the ability of the liver to remove LDL cholesterol from
circulation. Humans with loss of function mutations in PCSK 9 have notable lower LDL-C
concentrations, and somewhat lower risk of cardiovascular disease.

The recommended starting dose of alirocumab is 75 mg administered SQ once every 2 weeks,
since the majority of patients achieve sufficient LDL-C reduction with this dosage. If the LDL-C
response is inadequate, the dosage may be increased to the maximum dosage of 150 mg
administered every 2 weeks. Measure LDL-C levels within 4 to 8 weeks of initiating or titrating
alirocumab, to assess response and adjust the dose, if needed.

The recommended dosing of evolocumab for primary hyperlipidemia with established clinical
atherosclerotic CVD or HeFH is 140 mg every 2 weeks or 420 mg once monthly, administered SQ
in abdomen, thigh, or upper arm. For HoFH, the dose is 420 mg once monthly. To administer
420 mg, give 3 REPATHA injections consecutively within 30 minutes.

Efficacy

The efficacy of alirocumab was investigated in five double-blind placebo-controlled trials that
enrolled 3499 patients: 36% were patients with heterozygous familial hypercholesterolemia
(HeFH), and 54% were non-FH patients, who had clinical atherosclerotic cardiovascular disease.
Three of the five trials were conducted exclusively in patients with HeFH. All patients were
receiving a maximally tolerated dose of a statin, with or without other lipid-modifying therapies.
In the trials that enrolled patients with HeFH, the diagnosis of HeFH was made either by
genotyping or clinical criteria (“definite FH" using either the Simon Broome or WHO/Dutch Lipid
Network criteria). All trials were at least 52 weeks in duration with the primary efficacy endpoint
measured at week 24 (mean % change in LDL-C from baseline). Three studies used an initial
dose of 75 mg every 2 weeks (Q2W), followed by criteria-based up-titration to 150 mg Q2E at
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week 12 for patients who did not achieve their pre-defined target LDL-C at week 8. The majority
of patients (57% to 83%), who were treated for at least 12 weeks, did not require up-titration.
Two studies used only a 150 mg Q2W dose.

Study 1 was a multicenter, double-blind, placebo-controlled trial that randomly assigned 1553
patients to alirocumab 150mg Q2W and 788 patients to placebo. All patients were taking
maximally tolerated doses of statins with or without other lipid-modifying therapy, and required
additional LDL-C reduction. The mean age was 61 years (range 18-89), 38% were women, 93%
were Caucasian, 3% were Black, and 5% were Hispanic/Latino. Overall, 69% were non-FH
patients with clinical atherosclerotic cardiovascular disease, and 18% had HeFH. The average
LDL-C at baseline was 122 mg/dL. The proportion of patients who prematurely discontinued
study drug prior to 24-week endpoint was 8% among those treated with the active drug, and
8% among those treated with placebo. At week 24, the treatment difference between
alirocumab and placebo in mean LDL-C % change was -58% (95% CI: -61%, -56%; p-value:
<0.0001).

Study 2 was a multicenter, double-blind, placebo-controlled trial that randomly assigned 209
patients to alirocumab and 107 to placebo. Patients were taking maximally tolerated doses of
statins with or without other lipid-modifying therapy, and required additional LDL-C reduction.
The mean age was 63 years (range 39-87), 34% were women, 82% were Caucasian, 16% were
Black, and 11% were Hispanic/Latino. Overall 84% had clinical atherosclerotic cardiovascular
disease. Mean baseline LDL-C was 102 mg/dL. The proportion of patients who prematurely
discontinued study drug prior to the 24-week endpoint was 11% among those treated with
alirocumab, and 12% among those treated with placebo. At week 12, the mean % change from
baseline in LDL-C was -45% with active drug compared to 1% with placebo, and the treatment
difference between alirocumab 75mg Q2W and placebo in mean LDL-C % change was -46%
(95% CI: -53%, -39%). At week 12, if additional LDL-C lowering was required based on pre-
specified LDL-C criteria, alirocumab was up-titrated to 150mg Q2W for the remainder of the
trial. At week 24, the mean % change from baseline in LDL-C was -44% with active drug and 2%
with placebo, and the treatment difference between alirocumab and placebo in mean LDL-C %
change was =43% (95% CI: -50%, -35%; p-value:<0.0001). The dose was up-titrated to 150 mg
Q2W in 32 (17%) of 191 patients treated with alirocumab for at least 12 weeks.

Studies 3 and 4 were multicenter, double-blind, placebo-controlled trials that, combined,
randomly assigned 490 patients to alirocumab and 245 to placebo. The trials were similar with
regard to both design and eligibility criteria. All patients had HeFH, were taking a maximally
tolerated dose of statin with or without other lipid-modifying therapy, and required additional
LDL-C reduction. The mean age was 52 years (range 20-87), 45% were women, 94% were
Caucasian, 1% Black, and % were Hispanic/Latino. Overall, 45% of these patients with HeFH also
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had clinical atherosclerotic cardiovascular disease. The average LDL-C at baseline was 141
mg/dL. Considering both trials together, the proportion of patients who prematurely
discontinued study drug prior to the 24-week endpoint was 6% among those treated with active
drug, and 4% among those treated with placebo. At week 12, the treatment difference between
alirocumab 75mg Q2W and placebo in mean LDL-C % change was -48% (95% CI: -52%, -44%).
At week 12, if additional LDL-C lowering was required based on pre-specified LDL-C criteria,
alirocumab was up-titrated to 150mg Q2W for the remainder of the trials. At week 24, the mean
treatment difference between alirocumab and placebo in mean LDL-C % change from baseline
was -54% (95% CI: -59%, -50%; p-value: <0.0001). The dose was up-titrated to 150mg Q2W in
196 (42%) of 469 patients treated with alirocumab for at least 12 weeks. The LDL-C lowering
effect was sustained to week 52.

Study 5 was a multicenter, double-blind, placebo-controlled trial that randomly assigned 72
patients to alirocumab 150mg Q2W and 35 patients to placebo. Patients had HeFH with a
baseline LDL-C > 160 mg/dL, while taking a maximally tolerated dose of statin with or without
other lipid-modifying therapy. The mean age was 51 years (range 18-80), 47 % were women,
88% were Caucasian, 2% were Black, and 6% were Hispanic/Latino. Overall, 50% gad clinical
atherosclerotic cardiovascular disease. The average LDL-C at baseline was 198 mg/dL. The
proportion of patients who discontinued stud drug prior to the 24-week endpoint was 10%
among those treated with active drug, and 0% among those treated with placebo. At week 24,
the mean % change from baseline in LDL-C was -43% with alirocumab, and -7% with placebo,
and the treatment difference between alirocumab and placebo in mean LDL-C % change was -
36% (95%CIL: -49%, -24%,; p-value: <0.0001).

Evidence for the efficacy of evolocumab stems from several phase III trials that are part of the
extensive PROFICIO clinical trial program. The LAPLACE-2, OSLER and RUTHERFORD-2 trials
were evaluated for this analysis. LAPLACE-2 randomized 2067 patients with hyperlipidemia to
either evolocumab or ezetimibe with various strengths of statins. Evolocumab was associated
with a greater reduction of LDL-C than did ezetimibe (-60% vs -23%). OSLER randomized 4465
patients from various “parent studies” to evolocumab plus standard therapy, or standard
therapy alone to evaluate long-term safety. Long-term administration of evolocumab was
associated with maintained greater LDL-C reduction than did standard therapy alone (P<.001).
RUTHERFORD-2 randomized 331 patients with HeFH to either monthly evolocumab, biweekly
evolocumab or placebo, in addition to statin therapy. Biweekly and monthly evolocumab were
associated with greater reductions of LDL-C at 12 weeks than placebo (mean difference -59.2%
and -61.3% respectively) (P<.0001). TESLA is the only study at this time evaluating evolocumab
in patients with HoFH (N=50). Participants in the evolocumab arm experienced greater percent
reductions in LDL-C than did placebo (-23.1% vs 7.9%; P<.0001).
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Neither drug has any evidence of long-term clinical outcomes. Specifically, as noted in the label
of both products, the effect of alirocumab and evolocumab on cardiovascular morbidity and
mortality has not been determined.

Cardiovascular Outcome Trials

Evidence of long-term cardiovascular outcomes is based on two studies:

FOURIER was a randomized trial of evolocumab (140 mg every 2 weeks or 420 mg once per
month) versus placebo in 27 564 patients with atherosclerotic disease on concurrent statin
therapy. Follow up was a median of 2-2 years. 76:8% (6337 of 8256 patients) in the evolocumab
group and 76-8% (6337 of 8254 patients) in the placebo group. The primary end point was the
composite of cardiovascular death, myocardial infarction, stroke, hospitalization for unstable
angina, or coronary revascularization. The key secondary end point was the composite of
cardiovascular death, myocardial infarction, or stroke. Median duration of follow-up was 2.2
years. At 48 weeks, the least-squares mean percentage reduction in LDL cholesterol levels with
evolocumab, as compared with placebo, was 59%, from a median baseline value of 92 mg per
deciliter (2.4 mmol per liter) to 30 mg per deciliter (0.78 mmol per liter) (P<0.001). Relative to
placebo, evolocumab treatment significantly reduced the risk of the primary end point (1344
patients [9.8%)] vs. 1563 patients [11.3%]; hazard ratio, 0.85; 95% confidence interval [CI], 0.79 to
0.92; P<0.001) and the key secondary end point (816 [5.9%)] vs. 1013 [7.4%]; hazard ratio, 0.80;
95% CI, 0.73 to 0.88; P<0.001). The results were consistent across key subgroups, including the
subgroup of patients in the lowest quartile for baseline LDL cholesterol levels (median, 74 mg
per deciliter [1.9 mmol per liter]). There was no significant difference between the study groups
with regard to adverse events (including new-onset diabetes and neurocognitive events), with
the exception of injection-site reactions, which were more common with evolocumab (2.1% vs.
1.6%). Inhibition of PCSK9 with evolocumab on a background of statin therapy lowered LDL
cholesterol levels to a median of 30 mg per deciliter (0.78 mmol per liter) and reduced the risk
of cardiovascular events. These findings show that patients with atherosclerotic cardiovascular
disease benefit from lowering of LDL cholesterol levels below current targets.

Outcomes evidence for alirocumab was obtained from the ODYSSEY outcomes trial presented at
the American College of Cardiology’s 2018 Scientific Session in March, 2018. The trial was a
multi-site RCT testing alirocumab versus placebo in patients age > 40 years, hospitalized for ACS
with MI or unstable angina 1-12 months prior to randomization. A run-in period of 2-16 weeks
of high-intensity or maximally tolerated dose of atorvastatin or rosuvastatin preceded the
intervention period. Following the run-in period, subjects had to meet at least one of the
following: LDL-C >70 mg/dL, Non-HDL-C >100 mg/dL, or Apolipoprotein B >80 mg/dL.

O
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The primary outcome was a composite of coronary heart disease death, non-fatal MI, ischemic
stroke (fatal and non-fatal), and hospitalization for unstable angina. The incidence of the primary
outcome was lower in the alirocumab arm of the trial (hazard ratio (HR) 0.85, 95% CI 0.78-0.93)).
There was a non-significant reduction in CHD death (HR 0.92) and cardiovascular disease death
(HR 0.88) and a nominally significant reduction in all-cause mortality (HR 0.85, 95% CI (0.73-
0.98)). In the subgroup of patients with a high LDL-C level (=100 mg/dL) on maximally tolerated
statin therapy, the HR for all-cause mortality was 0.71 and for CV mortality was 0.69. There were
statistically significant reductions in the HR for the primary outcome and key secondary
mortality outcomes for patients in the high LDL-C group, as well as an improvement in clinical
benefit over time in a landmark analysis.

Safety

The safety of alirocumab was evaluated in 9 placebo-controlled trials that included 2476
patients treated with alirocumab, including 2135 exposed for 6 months, and 1999 exposed for
more than 1 year (median treatment duration of 65 weeks). The mean age of the population was
59 years, 40% of the population were women, 90% were Caucasians, 4% Black or African
American, and 3% were Asians. At baseline, 37% of patients had a diagnosis of heterozygous
familial hypercholesterolemia and 66% had clinical atherosclerotic cardiovascular disease.
Adverse reactions reported in at least 2% of alirocumab-treated patients, and more frequently
than in placebo-treated patients:

Long-term evolocumab safety data is from the OSLER study in which 4465 patients from 1 of 12
“parent” studies were randomized to either evolocumab and standard therapy, or standard
therapy alone. In order to be eligible, patients must not have had adverse events leading to
study discontinuation in the “parent” study. There was no placebo in the standard therapy arm.
After 4219.4 patient-years of follow-up (median follow-up 11.1 months) adverse events occurred
with similar frequency in both groups. Adverse events more common in the evolocumab group
included neurocognitive events (0.9% vs 0.3%), arthralgia (4.6% vs 3.2%), and injection site
reaction (4.3% vs N/A).

While not expressly studied, theoretical risks of the use of PCSK9 inhibition were noted by the
Pharmacy and Therapeutics Committee. The clinical relevance of rapid, drastic reductions of
LDL-C are unknown. Furthermore, LDL sequestration into hepatocytes by this mechanism could
increase the risk of non-alcoholic fatty liver (NAFL) or possibly lead to drug induced non-
alcoholic steatohepatits (NASH). Concern stems from the rapid introduction of LDL-C into
hepatocytes while LDL clearance is unknown, combined with expert opinion that states that
NAFL and NASH can develop without outward symptoms or abnormal laboratory values.
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Furthermore, the theoretical risk of gallstones, masses of cholesterol precipitating in the gall
bladder, cannot be ruled out with given trial data.

2018 Update

A literature search was conducted from 1/1/17 to 10/31/18. Outcomes evidence from the
FOURIER and ODYSSEY Outcomes trials was added; however, there is no change to the medical
necessity criteria, as the results of these trials confirm and do not alter earlier projections based
on initial short-term studies.
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November 7. 2018 [ePub ahead of print]is policy was approved by the Pharmacy and Therapeutics Committee September 3,
2015.

08/05/15 New policy, add to Pharmacy subsection. Considered medically necessary as an
adjunct to diet and maximally tolerated statin therapy treatment for adults with
heterozygous familial hypercholesterolemia or clinical atherosclerotic CVD when
criteria are met.

9/14/15 Interim update. Policy updated with recently FDA-approved drug, evolocumab
(Repatha®). Heterozygous removed from policy statement; criteria numbered for
improved clarity. References 8-14 added. “Inhibitors” added to policy title.

03/01/16 Interim update, approved February 18, 2016. Policy updated with guidelines around
management of statin-induced myopathy, as well as statin-induced transaminitis.

09/13/16 Policy moved into new format; no change to policy statements. Corrected formatting
to show that criteria for myalgias and transaminitis apply to both FH and ASCVD.

07/01/17 Annual Review, approved June 13, 2017. Updated ASCVD diagnoses critieria to exclude
angina. Created two sections for FH, homozygous and heterozygous. Specified when a
PCSK9 inhibitor might be used for primary vs. secondary prevention.

05/01/18 Interim Review, approved April 3, 2018. Medical Necessity criteria language revised for
clear intent; no clinical criteria changes made. Note regarding “effect of alirocumab or
evolovumab on cardiovascular morbidity and mortality has not been determined” was
removed.

12/01/18 Annual Review, approved November 21, 2018. Literature search 1/1/17-10/31/18.

Summary of Fourier and Odyssey Outcomes trials added. No change to criteria.
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Disclaimer: This medical policy is a guide in evaluating the medical necessity of a particular service or treatment. The
Company adopts policies after careful review of published peer-reviewed scientific literature, national guidelines and
local standards of practice. Since medical technology is constantly changing, the Company reserves the right to review
and update policies as appropriate. Member contracts differ in their benefits. Always consult the member benefit
booklet or contact a member service representative to determine coverage for a specific medical service or supply.
CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). ©2018 Premera
All Rights Reserved.

Scope: Medical policies are systematically developed guidelines that serve as a resource for Company staff when
determining coverage for specific medical procedures, drugs or devices. Coverage for medical services is subject to
the limits and conditions of the member benefit plan. Members and their providers should consult the member
benefit booklet or contact a customer service representative to determine whether there are any benefit limitations
applicable to this service or supply. This medical policy does not apply to Medicare Advantage.
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PREMERA |

An Independent Licensee of the Blue Cross Blue Shield Association

Discrimination is Against the Law

Premera Blue Cross complies with applicable Federal civil rights laws and
does not discriminate on the basis of race, color, national origin, age,
disability, or sex. Premera does not exclude people or treat them differently
because of race, color, national origin, age, disability or sex.

Premera:

¢ Provides free aids and services to people with disabilities to communicate
effectively with us, such as:
¢ Qualified sign language interpreters
e Written information in other formats (large print, audio, accessible

electronic formats, other formats)

¢ Provides free language services to people whose primary language is not
English, such as:
e Qualified interpreters
¢ Information written in other languages

If you need these services, contact the Civil Rights Coordinator.

If you believe that Premera has failed to provide these services or
discriminated in another way on the basis of race, color, national origin, age,
disability, or sex, you can file a grievance with:

Civil Rights Coordinator - Complaints and Appeals

PO Box 91102, Seattle, WA 98111

Toll free 855-332-4535, Fax 425-918-5592, TTY 800-842-5357

Email AppealsDepartmentinquiries@Premera.com

You can file a grievance in person or by mail, fax, or email. If you need help
filing a grievance, the Civil Rights Coordinator is available to help you.

You can also file a civil rights complaint with the U.S. Department of Health
and Human Services, Office for Civil Rights, electronically through the
Office for Civil Rights Complaint Portal, available at
https://ocrportal.hhs.gov/ocr/portal/lobby.jsf, or by mail or phone at:

U.S. Department of Health and Human Services

200 Independence Avenue SW, Room 509F, HHH Building

Washington, D.C. 20201, 1-800-368-1019, 800-537-7697 (TDD)
Complaint forms are available at
http://www.hhs.gov/ocr/office/file/index.html.

Getting Help in Other Languages

This Notice has Important Information. This notice may have important
information about your application or coverage through Premera Blue
Cross. There may be key dates in this notice. You may need to take action
by certain deadlines to keep your health coverage or help with costs. You
have the right to get this information and help in your language at no cost.
Call 800-722-1471 (TTY: 800-842-5357).

A71¢% (Amharic):

2V TINFOEE hdAL LG GHA: LU TI0FOEL A TlvahFP @eg° ¢ Premera Blue
Cross 147 ANdAL °CF ASC@ RFAA: (LY TINFOEP OO BAG $TF A.F¢ STFAk:
M7 14797 AaPmNPS NANGLA ACAF ATIT T (O PLE 180T ACIPE avm-18:
L10P+ LIPGA: UT aPl8 W19.0TT AG LAY haf (RTIRP h(CAT K18.0TT av(It

AP T=0nAh ¢7C 800-722-1471 (TTY: 800-842-5357) g+

44 ) (Arabic):

s Gl agady Gage Clogles Jlad¥) 1 (goan B Aaly claglra Yl 1 (5 9as
daga g 58 lia S5 B Premera Blue Cross 34 (s e Jgeanll b 55 Gl dpdassl)
sacluall §f donall elihass e Laliall Linne o)) 58 8 ol ya) JATY Zlad 8y aSY) 13 b
ol 2815 40 25 g0 lialy 5acLusall 5 il glaall 038 e Jeanll @l Gay oSl ady b
800-722-1471 (TTY: 800-842-5357)-

3¢ (Chinese):

AEMAEENRL . AEBEMTHEERMRIEER Premera Blue Cross 13X
HESRBNEZEAL., ABMARAIEZ AL, EAEEEESHLAY

ZRATRERITE, LRBENERRREREEAMHN. CHEEANRBELENE

SEREAFEMER, FEREE 800-722-1471 (TTY: 800-842-5357).

037338 (07-2016)

Oromoo (Cushite):

Beeksisni kun odeeffannoo barbaachisaa gaba. Beeksisti kun sagantaa
yookan karaa Premera Blue Cross tiin tajaajila keessan ilaalchisee
odeeffannoo barbaachisaa qabaachuu danda’a. Guyyaawwan murteessaa
ta’an beeksisa kana keessatti ilaalaa. Tarii kaffaltidhaan deeggaramuuf
yookan tajaajila fayyaa keessaniif guyyaa dhumaa irratti wanti raawwattan
jiraachuu danda’a. Kaffaltii irraa bilisa haala ta’een afaan keessaniin
odeeffannoo argachuu fi deeggarsa argachuuf mirga ni gabaattu.
Lakkoofsa bilbilaa 800-722-1471 (TTY: 800-842-5357) tii bilbilaa.

Francgais (French):

Cet avis a d'importantes informations. Cet avis peut avoir d'importantes
informations sur votre demande ou la couverture par l'intermédiaire de
Premera Blue Cross. Le présent avis peut contenir des dates clés. Vous
devrez peut-étre prendre des mesures par certains délais pour maintenir
votre couverture de santé ou d'aide avec les codts. Vous avez le droit
d'obtenir cette information et de I'aide dans votre langue a aucun codt.
Appelez le 800-722-1471 (TTY: 800-842-5357).

Kreyol ayisyen (Creole):

Avi sila a gen Enfomasyon Enpotan ladann. Avi sila a kapab genyen
enfomasyon enpotan konsénan aplikasyon w lan oswa konsénan kouveti
asirans lan atravé Premera Blue Cross. Kapab genyen dat ki enpotan nan
avi sila a. Ou ka gen pou pran kék aksyon avan seten dat limit pou ka
kenbe kouvéti asirans sante w la oswa pou yo ka ede w avek depans yo.
Se dwa w pou resevwa enfomasyon sa a ak asistans nan lang ou pale a,
san ou pa gen pou peye pou sa. Rele nan 800-722-1471

(TTY: 800-842-5357).

Deutsche (German):

Diese Benachrichtigung enthélt wichtige Informationen. Diese
Benachrichtigung enthalt unter Umstanden wichtige Informationen
beziiglich Ihres Antrags auf Krankenversicherungsschutz durch Premera
Blue Cross. Suchen Sie nach eventuellen wichtigen Terminen in dieser
Benachrichtigung. Sie kdnnten bis zu bestimmten Stichtagen handeln
mussen, um Ihren Krankenversicherungsschutz oder Hilfe mit den Kosten
zu behalten. Sie haben das Recht, kostenlose Hilfe und Informationen in
lhrer Sprache zu erhalten. Rufen Sie an unter 800-722-1471

(TTY: 800-842-5357).

Hmoob (Hmong):

Tsab ntawv tshaj xo no muaj cov ntshiab lus tseem ceeb. Tej zaum
tsab ntawv tshaj xo no muaj cov ntsiab lus tseem ceeb txog koj daim ntawv
thov kev pab los yog koj ghov kev pab cuam los ntawm Premera Blue
Cross. Tej zaum muaj cov hnub tseem ceeb uas sau rau hauv daim ntawv
no. Tej zaum koj kuj yuav tau ua gee yam uas peb kom koj ua tsis pub
dhau cov caij nyoog uas teev tseg rau hauv daim ntawv no mas koj thiaj
yuav tau txais kev pab cuam kho mob los yog kev pab them tej nqi kho mob
ntawd. Koj muaj cai kom lawv muab cov ntshiab lus no uas tau muab sau
ua koj hom lus pub dawb rau koj. Hu rau 800-722-1471

(TTY: 800-842-5357).

lloko (llocano):

Daytoy a Pakdaar ket naglaon iti Napateg nga Impormasion. Daytoy a
pakdaar mabalin nga adda ket naglaon iti napateg nga impormasion
maipanggep iti apliksayonyo wenno coverage babaen iti Premera Blue
Cross. Daytoy ket mabalin dagiti importante a petsa iti daytoy a pakdaar.
Mabalin nga adda rumbeng nga aramidenyo nga addang sakbay dagiti
partikular a naituding nga aldaw tapno mapagtalinaedyo ti coverage ti
salun-atyo wenno tulong kadagiti gastos. Adda karbenganyo a mangala iti
daytoy nga impormasion ken tulong iti bukodyo a pagsasao nga awan ti
bayadanyo. Tumawag iti numero nga 800-722-1471 (TTY: 800-842-5357).

Italiano (Italian):

Questo avviso contiene informazioni importanti. Questo avviso pud contenere
informazioni importanti sulla tua domanda o copertura attraverso Premera
Blue Cross. Potrebbero esserci date chiave in questo avviso. Potrebbe
essere necessario un tuo intervento entro una scadenza determinata per
consentirti di mantenere la tua copertura o sovvenzione. Hai il diritto di
ottenere queste informazioni e assistenza nella tua lingua gratuitamente.
Chiama 800-722-1471 (TTY: 800-842-5357).



HAEE (Japanese):

COBHICIEELERAESENTLES, ZOBEENCIL. Premera Blue
Cross MHFEF - IIMEKHICEHT 2EERFEBRNEENTLII5ELH
UYET, COBRICEHESATVSAREENHIEELBfHE CHERLE
TV, BEEECEHYR— FEHFTSICE. BEOHAFETICITHE
BoBINIEESBNVEELRHYET, CHEDEEICKDIFREYR—
FOVEH TIRE SN E T, 800-722-1471 (TTY: 800-842-5357)E THES
(&L,

=01 (Korean):
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'}01 712|110 Premera Blue Cross & S8 HH2IXI0f| 2& HEE
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St Ot LNAl 2XIE FoloF & 2RI UAS = USU
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290 (Lao):

CC99NIVDD2HVFIHV. (C39NIVLDI0PED2NVIIGTLRIOTLAISBYTE
wIN B 90V LOSIUEHLIWESIUIIVEIV Premera Blue Cross. 909D
SVHFELICECFINILY. WIVDIHEHATVLCIDIOIBLNIVOILNIVO
(0ITUWNRCWOSNIIN0IVELODIUEIVIL:WIL B HoIVFoBCHBCIDY
enlgsreeoquiinls. tindSoldsuayvd war norvgoscdacivwIF
2o9umlosticges. lilnma 800-722-1471 (TTY: 800-842-5357).

Manigd (Khmer):

iwsigssaimsmstidumsdsas gy wosysSaimsuinu
sfismsundesafspiiuuus yriUimiugsemgiun:
Premera Blue Cross 4 [UINUMNMENS MUUUTNIGSISSISIHHINGSNES
2aiHISH HRUTNUMMEIMIUTNDOEEMN SUSunsSigoh/Asn
SIS 18] SHIMPS /M SINUIRUSAMNIUNES YIS Suwismigy
gREsifsgurifmsis: SusguisinmMmMaIuLMmiEnSSHY
UjuY e gIaie) 800-722-1471 (TTY: 800-842-5357)%

UAreh (Punjabi):

fen &fen feo uA Frearat 3. o &fcr f2g Premera Blue Cross @8 39731
FEIA 3 I TS HIFTYIS et I Aal I . for SfrA A=Y wH 3ehr
J A I5. g IF RIS Jea9d fdust I= 7 6A € 3913 Affg Hee ©
fegx I 3 3% izH 39 3 Ufos' I3 UH geH g9t 9 83 I AIS 3,398
¥e3 9 3 vt 3 9 Areardt w3 Hee Y3 996 & witard 3 3%
800-722-1471 (TTY: 800-842-5357).

= (Farsi):

a8 05l 33 pge e Dl (5 gla Canl (S 4xdle ) (. Ao pge e Slal (5 gla azedle] ol
0 age s & 5 4 250 Premera Blue Cross Gk )l Led g) day (i by 5 Lalss
A e SAla 0 S L U dan (b g Jaia () g Gl (e e, A.uLuuym):.\uﬂ
Ga L, A.\.mb aiila C\.u;‘ s"‘h LgLAJIS e\;.ﬂ L5‘)€ W sl @JL\ a“ 4u\.\ @LA)J sl
€ (g e il 5 I8 sl 4p 25 Gl 1) SeS 5 e Sl gl aS yla ) gl
il (800-842-5357 o jledly e TTY 0lnJS) 800-722-1471 oledi L SileSUal
ke )8

Polskie (Polish):

To ogtoszenie moze zawiera¢ wazne informacje. To ogtoszenie moze
zawiera¢ wazne informacje odnos$nie Panstwa wniosku lub zakresu
$wiadczen poprzez Premera Blue Cross. Prosimy zwrécic uwage na
kluczowe daty, ktére mogg by¢ zawarte w tym ogtoszeniu aby nie
przekroczy¢ terminéw w przypadku utrzymania polisy ubezpieczeniowej lub
pomocy zwigzanej z kosztami. Macie Panstwo prawo do bezptatnej
informacji we wkasnym jezyku. Zadzwoncie pod 800-722-1471

(TTY: 800-842-5357).

Portugués (Portuguese):

Este aviso contém informagoées importantes. Este aviso podera conter
informagdes importantes a respeito de sua aplicagéo ou cobertura por meio
do Premera Blue Cross. Poderdo existir datas importantes neste aviso.
Talvez seja necessario que vocé tome providéncias dentro de
determinados prazos para manter sua cobertura de saude ou ajuda de
custos. Vocé tem o direito de obter esta informagéo e ajuda em seu idioma
e sem custos. Ligue para 800-722-1471 (TTY: 800-842-5357).

Romana (Romanian):

Prezenta notificare contine informatii importante. Aceasta notificare
poate contine informatii importante privind cererea sau acoperirea asigurarii
dumneavoastre de sanatate prin Premera Blue Cross. Pot exista date cheie
n aceasta notificare. Este posibil sa fie nevoie sa actionati pana la anumite
termene limita pentru a va mentine acoperirea asigurarii de sanatate sau
asistenta privitoare la costuri. Aveti dreptul de a obtine gratuit aceste
informatii si ajutor in limba dumneavoastra. Sunati la 800-722-1471

(TTY: 800-842-5357).

Pycckui (Russian):

HacTosiiee yBegomneHve coaepxuT BaxHyr UHgopmaumio. 310
yBeAOMIIEHNE MOXET coaepxXaTb BaXKHYIO MHAOPMaLMo O BaLleM
3asiBMEHNN UMM CTPAXOBOM MOKPbITUM Yepe3 Premera Blue Cross. B
HacToslLeM yBeAOMIeHUM MOryT BbITb ykasaHbl KntoyeBble AaTbl. Bam,
BO3MOXHO, MOTPebyeTCs NPUHATL MepbI K onpeaeneHHbIM npegenbHbIM
CpoKaM Ans COXpaHEeHUst CTPaxoBOro NMOKPbITUSA UM MOMOLLM C pacxogamu.
Bbl nMeeTe npaBo Ha 6ecnnaTHoe nonyvyeHue 3aTon nHdopMaLmm n
nomMoLLb Ha BalleM si3bike. 3BoHUTE Mo TenedoHy 800-722-1471

(TTY: 800-842-5357).

Fa’asamoa (Samoan):

Atonu ua iai i lenei fa’asilasilaga ni fa’amatalaga e sili ona taua e tatau
ona e malamalama i ai. O lenei fa’asilasilaga o se fesoasoani e fa’amatala
atili i ai i le tulaga o le polokalame, Premera Blue Cross, ua e tau fia maua
atu i ai. Fa’amolemole, ia e iloilo fa'alelei i aso fa’apitoa olo’o iai i lenei
fa’asilasilaga taua. Masalo o le’a iai ni feau e tatau ona e faia ao le'i aulia le
aso ua ta’'ua i lenei fa’asilasilaga ina ia e iai pea ma maua fesoasoani mai ai
i le polokalame a le Malo olo’o e iai i ai. Olo’o iai iate oe le aia tatau e maua
atu i lenei fa’asilasilaga ma lenei fa'matalaga i legagana e te malamalama i
ai aunoa ma se togiga tupe. Vili atu i le telefoni 800-722-1471

(TTY: 800-842-5357).

Espaiiol (Spanish):

Este Aviso contiene informacién importante. Es posible que este aviso
contenga informacioén importante acerca de su solicitud o cobertura a
través de Premera Blue Cross. Es posible que haya fechas clave en este
aviso. Es posible que deba tomar alguna medida antes de determinadas
fechas para mantener su cobertura médica o ayuda con los costos. Usted
tiene derecho a recibir esta informacion y ayuda en su idioma sin costo
alguno. Llame al 800-722-1471 (TTY: 800-842-5357).

Tagalog (Tagalog):

Ang Paunawa na ito ay naglalaman ng mahalagang impormasyon. Ang
paunawa na ito ay maaaring naglalaman ng mahalagang impormasyon
tungkol sa iyong aplikasyon o pagsakop sa pamamagitan ng Premera Blue
Cross. Maaaring may mga mahalagang petsa dito sa paunawa. Maaring
mangailangan ka na magsagawa ng hakbang sa ilang mga itinakdang
panahon upang mapanatili ang iyong pagsakop sa kalusugan o tulong na
walang gastos. May karapatan ka na makakuha ng ganitong impormasyon
at tulong sa iyong wika ng walang gastos. Tumawag sa 800-722-1471
(TTY: 800-842-5357).

v (Thai):
des e o dande o A o S .

dsznetiitfeyadnfty Usennatianaiifeyafidrdyineafunsnisadasvideaaniamlsziu
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800-722-1471 (TTY: 800-842-5357)

YkpaiHcbkun (Ukrainian):

Lle noBiaoMneHHsA MicTUTL BaxnuBy iHdopmauito. Lie nosigomneHHs
MOXe MiCTUTK BaXnuBy iHdopmaLito npo Balue 3BepHeHHs Woao
cTpaxyBanbHOro nokputTs Yepes Premera Blue Cross. 3BepHiTb yBary Ha
KMIOYOBI AaTh, Ski MOXyTb OyTU BKkasaHi y LibOMY NOBiAOMMEHHI. ICHye
iMOBIpHICTb Toro, Lo Bam Tpeba 6yae 3a4INCHUTM NEBHI KPOKW Y KOHKPETHI
KiHLeBi CTpoku Ans Toro, wob 36epertn Bawe megnyHe cTpaxyBaHHs abo
oTpuMaTu chiHaHcoBy gonomory. Y Bac € npaBo Ha OTpUMaHHs L€l
iHdbopmaLii Ta gonomoru 6e3kowToBHO Ha Bawwil pigHii moBi. [13BOHITh 3a
Homepom TenedoHy 800-722-1471 (TTY: 800-842-5357).

Tiéng Viét (Vletnamese)

Théng bao nay cung cép thong tin quan trong. Thong bao nay c6 théng
tin quan trong vé don xin tham gia hoéc hgp ddng bao hiém ctia quy vi qua
chwong trinh Premera Blue Cross. Xin xem ngay quan trong trong théng
bao nay. Quy vi c6 thé phai thyc hién theo thong bao dung trong thoi han
dé duy tri bao hiém strc khde hodc dwoc tro gitip thém vé chi phi. Quy vi cé
quyen duoc biét thong tin nay va duoc tro gidp b&ng ngén ngir clia minh
mién phi. Xin goi s6 800-722-1471 (TTY: 800-842-5357).



