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SCOPE: 
Providence Health Plan, Providence Health Assurance as applicable (referred to 

individually as “Company” and collectively as “Companies”). 
 
APPLIES TO: 

Commercial 
Medicaid 

POLICY CRITERIA: 
 

COVERED USES:  
All Food and Drug Administration (FDA) approved indications not otherwise 
excluded from the benefit. 

 
REQUIRED MEDICAL INFORMATION:  
For initial authorization, all the following must be met: 

1. Diagnosis of Homozygous Familial Hypercholesterolemia (HoFH) as evidenced 
by either genetic or clinical confirmation, as outlined below:  

a. Genetic confirmation: biallelic functional mutations in the low-density 

lipoprotein receptor (LDLR), apolipoprotein B (apo B), proprotein 
convertase subtilisin/kexin type 9 (PCSK9) or LDL receptor adapter 
protein 1 (LDLRAP1) genes 

b. Clinical confirmation defined as untreated total cholesterol greater than 
400 mg/dL or treated LDL-C greater than or equal to 300 mg/dL and one 
of the following:  

i. Presence of xanthomas before the age of 10 years, or 
ii. Evidence of heterozygous familial hypercholesterolemia in both 

parents such as documented history of elevated LDL-C greater 

than or equal to 190 mg/dL prior to lipid-lowering therapy 
2. Current use of all the following therapies:  

a. High-intensity statin therapy (defined as atorvastatin 40mg - 80mg daily or 

rosuvastatin 20mg - 40 mg daily) unless contraindicated or documented 

statin intolerance  

b. Ezetimibe, unless contraindicated or prior intolerance  



PHARMACY PRIOR AUTHORIZATION 
POLICY AND CRITERIA 

ORPTCCAR024 

CARDIOVASCULAR AGENTS 

HOMOZYGOUS FAMILIAL 

HYPERCHOLESTEROLEMIA (HoFH) 
AGENTS 

Evkeeza® (evinacumab-dgnb vial) 

Juxtapid® (lomitapide capsules) 
 

 

 

Homozygous Familial Hypercholesterolemia (HoFH) Agents  Page 2 of 11 

c. PCSK-9 inhibitor (such as, evolocumab), unless contraindicated or prior 

intolerance  

3. Continue to receive concomitant lipid-lowering therapy at the maximally tolerated 
dose, unless contraindicated or documented intolerance 

4. Documentation showing that patient has failed to achieve LDL-C goal (levels 

taken within the last six months) despite at least six months of use of the 

therapies outlined above, defined as one of the following:  

a. Treated LDL-C level greater than or equal to 70 mg/dL 

b. Treated LDL-C level greater than or equal to 55 mg/dL and meets either of 

the following criteria: 

i. History of clinical atherosclerotic cardiovascular disease (ASCVD) 

event  

ii. Major ASCVD risk factor (e.g., 65 years of age or older, familial 

hypercholesterolemia, diabetes, chronic kidney disease, history of 

congestive heart failure) 

 

Reauthorization requires documentation of a positive clinical response to therapy, 

defined as a reduction of 30% or more in LDL-C levels from pre-treatment levels 
 
EXCLUSION CRITERIA:  

1. Concomitant use of therapies on this policy (specifically, Juxtapid or Evkeeza) 
2. Current pregnancy 
3. Diagnosis of Heterozygous familial hypercholesterolemia or other hyperlipidemia 

disorders 
 
AGE RESTRICTIONS:  
Age must be appropriate based on FDA-approved indication  

 
PRESCRIBER RESTRICTIONS:  
Must be prescribed by, or in consultation with, a cardiologist, endocrinologist, or 

board-certified lipidologist 
 
COVERAGE DURATION: 

Initial authorization will be approved for six months. Reauthorization will be approved 
until no longer eligible with the plan, subject to formulary and/or benefit changes. 
___________________________________________________________________ 
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Requests for indications that were approved by the FDA within the previous six (6) months may not 
have been reviewed by the health plan for safety and effectiveness and inclusion on this policy 
document. These requests will be reviewed using the New Drug and or Indication Awaiting P&T 
Review; Prior Authorization Request ORPTCOPS047. 
 
Requests for a non-FDA approved (off-label) indication requires the proposed indication be listed in 
either the American Hospital Formulary System (AHFS), Drugdex, or the National Comprehensive 
Cancer Network (NCCN) and is considered subject to evaluation of the prescriber’s medical rationale, 
formulary alternatives, the available published evidence-based research and whether the proposed 
use is determined to be experimental/investigational.   
 
Coverage for Medicaid is limited to a condition that has been designated a covered line item number 
by the Oregon Health Services Commission listed on the Prioritized List of Health Care Services. 
 
Coverage decisions are made on the basis of individualized determinations of medical necessity and 
the experimental or investigational character of the treatment in the individual case. 

 

 
INTRODUCTION:   
Juxtapid® (lomitapide) is an agent with unique mechanism of action approved to 

reduce low-density lipoprotein cholesterol, total cholesterol, apolipoprotein B, and 
non-high-density lipoprotein cholesterol in patients with homozygous familial 
hypercholesterolemia (HoFH). Juxtapid® is a microsomal triglyceride transfer (MTP) 

protein inhibitor.  MTP regulates triglyceride absorption and chylomicron secretion 
from the intestine and VLDL-C secretion from the liver. Inhibiting MTP reduces the 
level of all apoB-containing lipoproteins, including LDL-C 

 
Evinacumab-dgnb is a monoclonal antibody that binds to and inhibits angiopoietin-
like protein 3 (ANGPTL3). Inhibition of ANGPTL3 leads to reductions in LDL-C, HDL-

C, and triglycerides (TG). Evinacumab-dgnb reduces LDL-C independent of the 
presence of LDL receptor (LDLR) by promoting very low-density lipoprotein (VLDL) 
processing and clearance upstream of LDL formation. Evinacumab-dgnb blockade 

of ANGPTL3 lowers TG and HDL-C by rescuing LPL and EL activities, respectively.  
 
Recommended dose = 15 mg/kg administered by intravenous (IV) infusion every 

four weeks.  

• Administer the diluted solution via IV infusion over 60 minutes through an IV line 
containing a sterile, in-line or add-on, 0.2 micron to 5 micron filter.  

• Do not mix other medications with evinacumab or administer other medications 
concomitantly via the same infusion line. 
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FDA APPROVED INDICATIONS:  

Lomitapide (Juxtapid®): Adjunct to a low-fat diet and other lipid-lowering 
treatments, including LDL apheresis where available, to reduce low-density 
lipoprotein cholesterol, total cholesterol, apolipoprotein B, and non-high-density 

lipoprotein cholesterol in patients with homozygous familial hypercholesterolemia 
(HoFH). 
Limitations of Use: 

• The safety and effectiveness of lomitapide have not been established in patients 
with hypercholesterolemia who do not have HoFH , including those with 

heterozygous familial hypercholesterolemia (HeFH). 

• The effect of lomitapide on cardiovascular morbidity and mortality has not been 
determined. 

 
Evinacumb-dgnb (Evkeeza®):  Adjunct to diet and exercise and other low-density 

lipoprotein-cholesterol (LDL-C) lowering therapies to reduce LDL-C in adults and 
pediatric patients, aged 1 year and older, with homozygous familial 
hypercholesterolemia (HoFH). 

 
POSITION STATEMENT:   
Homozygous familial hypercholesterolemia (HoFH) is a rare genetic disorder 

affecting approximately 1 in every 300,000 to 400,000 people.6 This genetic disorder 
results from a gene mutation that affects the catabolism of low-density lipoproteins 
(LDL) and therefore elevates the LDL levels in the blood. The most common 
mutation that causes HoFH is a loss of function mutation in the low-density 

lipoprotein receptor (LDLR) gene. Other possible mutations are in the apolipoprotein 
B (apo B) gene (APOB3500), LDL receptor adapter protein 1 (LDLRAP1) and the 
proprotein convertase subtilisin kexin 9 (PCSK9) gene – this is a gain of function 

mutation10,11. 
 
HoFH is characterized by premature cardiovascular disease due to persistently high 

levels of LDL cholesterol (LDL-C). Therefore, early diagnosis and treatment is crucial 
to delay cardiovascular disease in these patients10,12.  
 

Diagnosis of HoFH can be made through genetic testing or clinical criteria such as 
baseline LDL levels, physical manifestations and family history. The European 
Atherosclerosis Society (EAS)10 criteria for HoFH is defined as one of the following: 

1) genetic confirmation of two mutant alleles of the LDLR, Apo(b), PCSK9, or LDLR 
adaptor protein 1 gene locus; or 2) an untreated LDL-C >500 mg/dL or treated LDL-
C ≥300 mg/dL together with either cutaneous or tendon xanthoma before 10 years of 
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age or untreated elevated LDL-C levels consistent with HeFH in both parents. They 

also indicate lower LDL-C levels do not exclude HoFH. A scientific statement from 
the American Heart Association (AHA) has proposed a slightly different definition 
provided in table 1 (see Appendix B)12. 

 
American Heart Association/American College of Cardiology Guidelines (2018)  
For patients with primary severe hypercholesterolemia (LDL-C ≥190 mg/dL) initiation 

of a high intensity statin is recommended. If a high intensity statin is not tolerated 
then the maximally tolerated statin therapy is recommended. If LDL-C remains ≥100 
mg/dL or there is <50% reduction in LDL-C on maximally tolerated statin therapy, the 

addition of ezetimibe is recommended. If LDL-C remains ≥100 mg/dL consider the 
addition of a PCSK9 inhibitor. Bile acid sequestrates may be considered in patients 
who are not eligible for PCSK9 inhibitor. 

 
Clinical evidence for lomitapide 
The pivotal trial that resulted in FDA orphan drug approval of lomitapide was 

conducted in 29 adult HoFH patients in an international, multicenter, single arm, 
open label, 26-week study sponsored by the manufacturer. The primary endpoint 
was reduction in LDL from baseline to week 26. The study was continued for an 

additional 52 weeks to assess safety. At the 26-week point, researchers noted a 50 
percent mean reduction in LDL in the treatment arm. By the end of the 78 weeks, a 
mean LDL reduction of 38% was noted in the 23 patients that completed the trial. 

The most common clinical side effects noted were diarrhea, nausea, vomiting, 
indigestion and abdominal pain. Ten patients (34%) had increases in ALT or AST 
levels greater than three times normal. 4 (14%) patients experienced ALT or AST 

elevations greater than 5 times normal. Due to the incidence of elevated LFT’s, 
lomitapide received a black box warning regarding the incidence of hepatotoxicity.  
Because of this risk lomitapide is only available through a restricted REMS program. 

 
Clinical evidence for evinacumab 
Raal FJ et al. (ELIPSE HoFH Trial) (PubMed ID # 32813947) 

• Randomized, Double-Blind, Placebo-Controlled  

• Study Duration: 24 weeks  
o Patients receiving placebo during the initial 24-week study period were 

eligible to enroll in 24 week open label study 

• Patient population: Patients (N=65)  
o Key inclusion criteria: Patients with homozygous familial 

hypercholesterolemia, ≥12 years old, patients were required to receive 

stable lipid-lowering therapy at the maximally tolerated dose, LDL-C ≥70 
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mg/dL. If undergoing LDL apheresis – must have initiated at least three 

months prior to screening and on a stable schedule or stable settings for 
at least eight weeks. 

▪ HoFH diagnosis was based on either genetic or clinical criteria 

results 
➢ Genetic diagnosis: a documented variant in two LDLR alleles 

or the presence of homozygous or compound heterozygous 

variants in apolipoprotein B (APOB) or PCSK9. Patients who 
had compound heterozygosity or homozygosity for variants 
in the gene encoding LDL receptor adaptor protein 1 

(LDLRAP1) were also eligible. 
➢ Clinical diagnosis: untreated total cholesterol level of more 

than 500 mg per deciliter (12.9 mmol per liter), with either 

the presence of cutaneous or tendinous xanthomas before 
the age of 10 years or documentation of an untreated total 
cholesterol level of more than 250 mg per deciliter (6.5 mmol 

per liter) in both parents. 
o Key exclusion criteria: Use of nutraceuticals or over-the-counter therapies 

known to affect lipids without stable doses for at least four weeks prior to 

screening, newly diagnosed diabetes (within three months prior to 
randomization visit) or poorly controlled diabetes (HbA1c > 9%), significant 
cardiac history within three months of screening, pregnant or 

breastfeeding women, sexually active women not willing to practice highly 
effective birth control during study period and follow-up. 

• Intervention: 2:1 randomization to either evinacumab 15 mg/kg IV every four 
weeks plus other lipid-lowering therapies or to the placebo group of lipid-lowering 
therapies alone  

• Primary endpoint: Percent change from baseline in the LDL-C level at week 24 

• Secondary endpoint: Percentage of participants with ≥30% reduction in 
calculated low-density lipoprotein cholesterol (LDL-C) at week 24 

• Results:  
o Baseline Characteristics: 60% of participants were between 18-44 years 

old, mean age 41.7±15.5, 74% of participants were white  
▪ Diagnosis: 68% via genotyping, 32% via clinical diagnosis 

▪ Cholesterol (mg/dL) 
➢ Calculated LDL: 255.1±165.2 
➢ Total cholesterol: 322.3±163.1 

▪ Adjunct therapies in the evinacumab group:  
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➢ By individual therapy: 93.8% on a statin, 75.4% on 

ezetimibe, 76.9% on PCSK9 inhibitor, 21.5% on lomitapide, 
33.8% undergoing apheresis 

➢ Combination therapies: 

❖ Ezetimibe + PCSK9 inhibitor + statin: 44.1% of 
participants 

❖ Ezetimibe + lomitapide + PCSK9 inhibitor + statin: 

10.8% of participants 
❖ At least three lipid-lowering therapies: 63.1% of 

participants 

o Efficacy: 
▪ Primary endpoint: At week 24, patients in the evinacumab group 

had a 47.1% reduction from baseline in the LDL-C level, as 

compared with a 1.9% increase in the placebo group, for a 
between-group least-squares mean difference of -49.0 percentage 
points (95% confidence interval [CI], -65.0 to -33.1; P<0.001) 

▪ Secondary endpoint: at week 24, 83.7% of patients in the 
evinacumab group had a ≥30% reduction in calculated LDL 
cholesterol, as compared with 18.2% in the placebo group.  

o Safety:  
▪ Adverse events during the treatment period occurred in 66% of the 

patients in the evinacumab group and in 81% of those in the 

placebo group. No patients discontinued treatment due to an 
adverse event.  

▪ Serious adverse events during the treatment period occurred in 2 

patients (5%) in the evinacumab group and were reported as 
urosepsis and a suicide attempt. Both patients recovered.  

▪ No cardiovascular events were reported in either group during the 

double-blind treatment period.  
▪ An influenza-like illness was reported in 5 of 44 patients (11%) in 

the evinacumab group and in no patients in the placebo group. 

▪ An increase in the level of either alanine or aspartate 
aminotransferase was reported in 2 of 44 patients (5%) in the 
evinacumab group and in 2 of 21 patients (10%) in the placebo 

group, increases that were less than 3 times and 5 times the upper 
limit of the normal range, respectively. 

• GRADE evidence rating: Low 
o Strengths:  
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▪ A majority of patients were stable on baseline lipid lowering 

therapies, including ~54% of patients on at least triple therapy  
▪ Study was multi-site and multi-country, used an intention to treat 

analysis, included patient’s undergoing apheresis  

▪ Baseline characteristics were well matched between groups 
o Limitations:  

▪ Study has small patient population, was too short in duration to 

assess clinical outcomes and was placebo-controlled (for initial 24 
weeks) 

▪ Baseline patient population was mostly white and only included two 

patients under the age of 18 years  
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APPENDIX A: BILLING GUIDELINES AND CODING  

 

HCPCS Coding Description  Brand Name  
Medical Benefit 

J1305 Injection, evinacumab-dgnb, 
5 mg 

Evkeeza® Vial  

Pharmacy Benefit 

J8499 Prescription drug, oral, non 
chemotherapeutic, nos 

Juxtapid  

ADMINISTRATION CODES◊ 

96365 Ther/proph/diag iv inf init  
96366 Ther/proph/diag iv inf addon   

96413 Chemo iv infusion 1 hr  

96415 Chemo iv infusion addl hr  
Modifier Codes 

-JW Drug Amount Discarded/Not Administered to Any Patient  
-JZ Zero Drug Amount Discarded/Not Administered to Any 

Patient  
◊ Coding/Administration Notes:  
• The above code list is provided as a courtesy and may not be all-inclusive. Inclusion or omission of a code from 
this policy neither implies nor guarantees reimbursement or coverage. Some codes may not require routine 
review for medical necessity, but they are subject to provider contracts, as well as member benefits, eligibility 
and potential utilization audit. 
• HCPCS/CPT code(s) may be subject to National Correct Coding Initiative (NCCI) procedure-to-procedure 
(PTP) bundling edits and daily maximum edits known as “medically unlikely edits” (MUEs) published by the 
Centers for Medicare and Medicaid Services (CMS). This policy does not take precedence over NCCI edits or 
MUEs. Please refer to the CMS website for coding guidelines and applicable code combinations 
 

 

Appendix B:  
American Heart Association (AHA) 
Table 1: Homozygous Familial hypercholesterolemia Diagnostic Category from 

AHA 2015 Scientific Statement  
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2023 Update on European Atherosclerosis Society Consensus Statement on 
Homozygous Familial Hypercholesterolemia: new treatments and clinical guidance13 

 

Table 2: Updated criteria for the diagnosis of homozygous familial 
hypercholesterolemia 

 


