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Introduction 

The retina is found at the back of the eye. It is made up of several layers. One of these layers 
contains cells called rods and cones. The rods and cones are stimulated when light enters our 
eyes. They convert the light energy into chemicals, which then create an electrical signal. The 
optic nerve sends the electrical signal to the brain. Many steps are required for this process to 
work correctly. One of these steps involves a protein called RPE65. This protein helps make some 
of the chemical changes that happen in the retina. A specific gene tells the body how to make 
this protein. If that gene is not normal, the protein cannot be made. The person without this 
protein will have visual problems called retinal dystrophy and can become blind, even at an early 
age. Changes in the RPE65 gene are rare. A new treatment uses an engineered virus to insert a 
healthy copy of the gene into the retinal cells. This treatment requires a genetic test to confirm 
the specific type of retinal dystrophy. Treatment also requires a specific amount of healthy retina 
to be available. This policy describes when this treatment may be considered medically 
necessary. 

 

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. 
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Policy Coverage Criteria  

 

Therapy Medical Necessity 
Luxturna™ (voretigene 
neparvovec-rzyl) 

Luxturna™ (voretigene neparvovec-rzyl), an adeno-associated 
virus vector-based gene therapy subretinal injection, is 
considered medically necessary for individuals with vision loss 
due to biallelic RPE65 variant-associated retinal dystrophy if 
they meet ALL of the following criteria: 
• Are adults (age <65 years) or children (age ≥3 years) 
• Documentation of the following: 

o Genetic testing confirming presence of biallelic RPE65 
pathogenic variant(s) or likely pathogenic variants (see 
Related Information below for additional details) 
 Single RPE65 pathogenic variant or likely pathogenic 

variant found in the homozygous state 
 Two RPE65 pathogenic variants or likely pathogenic 

variants found in the trans configuration (compound 
heterozygous state) by segregation analysis 

o Presence of viable retinal cells as determined by treating 
physicians as assessed by optical coherence tomography 
imaging and/or ophthalmoscopy: 
 An area of retina within the posterior pole of >100 μm 

thickness shown on optical coherence tomography 
OR 
 ≥3 disc areas of retina without atrophy or pigmentary 

degeneration within the posterior pole 
OR 
 Remaining visual field within 30° of fixation as 

measured by III4e isopter or equivalent 
• Do not have any of the following: 

o Pregnancy in females 
o Breastfeeding 
o Use of retinoid compounds or precursors that could 

potentially interact with the biochemical activity of the 
RPE65 enzyme; individuals who discontinue use of these 
compounds for 18 months may become eligible 
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Therapy Medical Necessity 
o Prior intraocular surgery within 6 months 
o Preexisting eye conditions or complicating systemic 

diseases that would preclude the planned surgery or 
interfere with the interpretation of study. Complicating 
systemic diseases would include those in which the disease 
itself, or the treatment for the disease, can alter ocular 
function. Examples are malignancies whose treatment could 
affect central nervous system function (e.g., radiotherapy of 
the orbit; leukemia with central nervous system/optic nerve 
involvement). Subjects with diabetes or sickle cell disease 
would be excluded if they had any manifestation of 
advanced retinopathy (e.g., macular edema, proliferative 
changes). Also excluded would be subjects with 
immunodeficiency (acquired or congenital) because they 
could be susceptible to opportunistic infection (e.g., 
cytomegalovirus retinitis). 

 
Other applications of Luxturna ™ (voretigene neparvovec-rzyl), 
including re-treatment of previously treated individuals, are 
considered investigational. 

 

Recommended Dosage and Quantity Limits 
• The recommended dose of voretigene neparvovec-rzyl for each eye is 1.5×1011 vector 

genomes (vg), administered by subretinal injection in a total volume of 0.3 mL 
• Subretinal administration of voretigene neparvovec-rzyl to each eye must be performed on 

separate days within a close interval, but no fewer than 6 days apart 
• Systemic oral corticosteroids equivalent to prednisone at 1 mg/kg/d (maximum, 40 mg/d) 

recommended for a total of 7 days (starting 3 days before administration of voretigene 
neparvovec-rzyl to each eye), and followed by a tapering dose during the next 10 days 

 

Documentation Requirements 
The individual’s medical records submitted for review for all conditions should document 
that medical necessity criteria are met. The record should include the following: 
Clinical documentation of ALL of the following for adults (age <65 years) or children (age 
≥3 years): 
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Documentation Requirements 
• Genetic testing result confirming presence of pathogenic variant(s) or likely pathogenic 

variants in both copies of the RPE65 gene: 
o Single RPE65 pathogenic variant or likely pathogenic variant found in the homozygous 

state 
o Two RPE65 pathogenic variants or likely pathogenic variants found in the trans 

configuration (compound heterozygous state) by segregation analysis 
• Optical coherence tomography imaging and/or ophthalmoscopy determines the individual has 

viable retinal cells:  
o An area of retina within the posterior pole of >100 μm thickness shown on optical 

coherence tomography 
OR 
o Three or more-disc areas of retina without atrophy or pigmentary degeneration within the 

posterior pole 
OR 
o Remaining visual field within 30° of fixation as measured by III4e isopter or equivalent 

• Absence of any of the following: 
o Pregnancy in females 
o Breastfeeding 
o Use of retinoid compounds or precursors that could potentially interact with the 

biochemical activity of the RPE65 enzyme; individuals who discontinue use of these 
compounds for 18 months may become eligible 

o Prior intraocular surgery within 6 months 
o Preexisting eye conditions or complicating systemic diseases that would preclude the 

planned surgery or interfere with the interpretation of study. Complicating systemic 
diseases would include: 
 When the disease itself, or the treatment for the disease, can alter ocular function. 

Examples are malignancies whose treatment could affect central nervous system 
function (e.g., radiotherapy of the orbit; leukemia with central nervous system/optic 
nerve involvement) 

 Individuals with diabetes or sickle cell disease would be excluded if they had any 
manifestation of advanced retinopathy (e.g., macular edema, proliferative changes) 

 Individuals with immunodeficiency (acquired or congenital) because they could be 
susceptible to opportunistic infection (e.g., cytomegalovirus retinitis) 

 

Coding  
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Code Description 
HCPCS 
J3398 Injection, voretigene neparvovec-rzyl (Luxturna™), 1 billion vector genomes  

Note:  CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). HCPCS 
codes, descriptions and materials are copyrighted by Centers for Medicare Services (CMS). 

 

Related Information  

 

Diagnosis of Biallelic RPE65-Mediated Inherited Retinal Dystrophies 

Genetic testing is required to detect the presence of pathogenic or likely pathogenic variants in 
the RPE65 gene in individuals with documented vision loss. By definition, pathogenic or likely 
pathogenic variant(s) must be present in both copies of the RPE65 gene to establish a diagnosis 
of biallelic RPE65-mediated inherited retinal dystrophy. 

A single RPE65 pathogenic or likely pathogenic variant found in the homozygous state (e.g., the 
presence of the same pathogenic or likely pathogenic variant in both copies alleles of the RPE65 
gene) establishes a diagnosis of biallelic RPE65-mediated dystrophinopathy. 

However, if 2 different RPE65 pathogenic or likely pathogenic variants are detected (e.g., 
compound heterozygous state), confirmatory testing such as segregation analysis by family 
studies may be required to determine the trans vs cis configuration (e.g., whether the 2 different 
pathogenic or likely pathogenic variants are found in different copies or in the same copy of the 
RPE65 gene). The presence of 2 different RPE65 pathogenic or likely pathogenic variants in 
separate copies of the RPE65 gene (trans configuration) establishes a diagnosis of biallelic 
RPE65-mediated dystrophinopathy. The presence of 2 different RPE65 pathogenic or likely 
pathogenic variants in only 1 copy of the RPE65 gene (cis configuration) is not considered a 
biallelic RPE65-mediated dystrophinopathy. 

Next-generation sequencing and Sanger sequencing typically cannot resolve the phase (e.g., 
trans vs cis configuration) when two RPE65 pathogenic or likely pathogenic variants are 
detected. In this scenario, additional documentation of the trans configuration is required to 
establish a diagnosis of biallelic RPE65-mediated inherited retinal dystrophy. Table 1 provides a 
visual representation of the genetic status requirements to establish a diagnosis of RPE65-
mediated inherited retinal dystrophy. 
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Table 1. Genetic Diagnosis of RPE65-Mediated Inherited Retinal 
Dystrophy 

Genetic Status Diagram Diagnosis of RPE65-Mediated 
Inherited Retinal Dystrophy? 

Homozygous RPE65 gene copy #1 (- - - - - - X - - - - - -) 

RPE65 gene copy #2 (- - - - - - X - - - - - -) 
 
X=single RPE65 pathogenic or likely 
pathogenic variant 

Yes 

Heterozygous (trans 
configuration) 

RPE65 gene copy #1 (- - - - - - X - - - - - -) 

RPE65 gene copy #2 (- - - O - - - - - - - - -) 
 
X=RPE65 pathogenic or likely pathogenic 
variant #1 

O=RPE65 pathogenic or likely pathogenic 
variant #2 

Yes 

Heterozygous (cis 
configuration) 

RPE65 gene copy #1 (- - O - - X - - - - - -) 

RPE65 gene copy #2 (- - - - - - - - - - - - - ) 
 
X=RPE65 pathogenic or likely pathogenic 
variant #1 

O=RPE65 pathogenic or likely pathogenic 
variant #2 

No 

 

Genetics Nomenclature Update 

The Human Genome Variation Society nomenclature is used to report information on variants 
found in DNA and serves as an international standard in DNA diagnostics. It is being 
implemented for genetic testing medical evidence review updates starting in 2017 (see Table 2). 
The Society’s nomenclature is recommended by the Human Variome Project, the Human 
Genome Organization, and by the Human Genome Variation Society itself. 

The American College of Medical Genetics and Genomics and the Association for Molecular 
Pathology standards and guidelines for interpretation of sequence variants represent expert 
opinion from both organizations, in addition to the College of American Pathologists. These 
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recommendations primarily apply to genetic tests used in clinical laboratories, including 
genotyping, single genes, panels, exomes, and genomes. Table 3 shows the recommended 
standard terminology - “pathogenic,” “likely pathogenic,” “uncertain significance,” “likely 
benign,” and “benign” - to describe variants identified that cause Mendelian disorders. 

 

Table 2. Nomenclature to Report on Variants Found in DNA 

Previous Updated Definition 
Mutation Disease-associated variant Disease-associated change in the DNA 

sequence 

 Variant Change in the DNA sequence 

 Familial variant Disease-associated variant identified in a 
proband for use in subsequent targeted 
genetic testing in first-degree relatives 

 

Table 3. ACMG-AMP Standards and Guidelines for Variant Classification 

Variant Classification Definition 
Pathogenic Disease-causing change in the DNA sequence 

Likely pathogenic Likely disease-causing change in the DNA sequence 

Variant of uncertain significance Change in DNA sequence with uncertain effects on disease 

Likely benign Likely benign change in the DNA sequence 

Benign Benign change in the DNA sequence 

ACMG: American College of Medical Genetics and Genomics; AMP: Association for Molecular Pathology. 

 

Genetic Counseling 

Genetic counseling is primarily aimed at individuals who are at risk for inherited disorders, and 
experts recommend formal genetic counseling in most cases when genetic testing for an 
inherited condition is considered. The interpretation of the results of genetic tests and the 
understanding of risk factors can be very difficult and complex. Therefore, genetic counseling 
will assist individuals in understanding the possible benefits and harms of genetic testing, 
including the possible impact of the information on the individual's family. Genetic counseling 
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may alter the utilization of genetic testing substantially and may reduce inappropriate testing. 
Genetic counseling should be performed by an individual with experience and expertise in 
genetic medicine and genetic testing methods. 

 

Consideration of Age 

Luxturna™ (voretigene neparvovec) is indicated for treatment of individuals aged 3 and older. 
The manufacturer recommends that it not be used in children less than 1 year old, because their 
retinal cells are still dividing, and subsequently formed cells will not incorporate the voretigene 
DNA. The safety and effectiveness of Luxturna have not been established in geriatric 
individuals. Clinical studies of Luxturna for did not include individuals aged 65 years and 
over. 

 

Benefit Application 

Luxturna™ (voretigene neparvovec) is administered by a complex intraocular surgical procedure. 
It is managed under the Medical benefit. 

 

Evidence Review  

 

Description 

Inherited retinal dystrophy can be caused by recessive variants in the RPE65 gene. Individuals 
with biallelic variants have difficulty seeing in dim light and have a progressive loss of vision. 
These disorders are rare and have traditionally been considered untreatable. Gene therapy with 
an adeno-associated virus vector expressing RPE65 has been proposed as a treatment to 
improve visual function. 
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Background 

Inherited Retinal Dystrophies 

Inherited retinal dystrophies are a diverse group of disorders with overlapping phenotypes 
characterized by progressive degeneration and dysfunction of the retina.1 The most common 
subgroup is retinitis pigmentosa, which is characterized by a loss of retinal photoreceptors, both 
cones and rods.2,1 The hallmark of the condition is night blindness (nyctalopia) and loss of 
peripheral vision. These losses lead to difficulties in performing visually dependent activities of 
daily living such as orientation and navigation in dimly lit areas. Visual acuity may be maintained 
longer than peripheral vision, though eventually, most individuals progress to vision loss. 

 

RPE65 Gene 

Retinitis pigmentosa (RP) and Leber congenital amaurosis (LCA) both have subtypes related to 
pathogenic variants in RPE65. The RPE65 (retinal pigment epithelium-specific protein 65-kD) 
gene encodes the RPE65 protein, which is an all-trans retinal isomerase, a key enzyme expressed 
in the retinal pigment epithelium (RPE) that is responsible for regeneration of 11-cis-retinol in 
the visual cycle.3 The RPE65 gene is located on the short (p) arm of chromosome 1 at position 
31.3 (1p31.3). Individuals with biallelic variations in RPE65 lack the RPE65 enzyme; this lack leads 
to build-up of toxic precursors and damage to RPE cells, loss of photoreceptors, and eventually 
complete blindness.4 

 

Epidemiology 

RPE65-associated inherited retinal dystrophy is rare. The prevalence of LCA has been estimated 
to be between 1 in 33,000 and 1 in 81,000 individuals in the United States.5,6 LCA subtype 2 
(RPE65-associated LCA) accounts for between 5% and 16% of cases of LCA.5,7-9 The prevalence 
of RP in the United States is approximately 1 in 40002, with approximately 1% of individuals with 
RP having RPE65 variants.10 Table 4 summarizes the estimated pooled prevalence of RPE-
associated inherited retinal dystrophy and the range of estimated cases based on the estimated 
2017 United States  population. 
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Table 4. Estimated Pooled Prevalence of RPE65-Associated Inherited 
Retinal Dystrophy and Estimated Number of Patients 

Description Low High 
Estimated pooled prevalence of RPE65-mediated inherited retinal dystrophies (e.g., 
LCA type 2, RPE65-mediated RP) 

1:330,000 1:130,000 

Estimated number of patients 1000 2500 

LCA type 2: Leber congenital amaurosis type 2; RP: retinitis pigmentosa. 

 

Gene Therapy 

Gene therapies are treatments that change the expression of genes to treat disease, for 
example, by replacing or inactivating a gene that is not functioning properly or by introducing a 
new gene. Genes may be introduced into human cells through a vector, usually a virus.11 Adeno-
associated viruses (AAV) are frequently used due to their unique biology and simple structure. 
These viruses are in the parvovirus family and are dependent on coinfection with other viruses, 
usually adenoviruses, to replicate. AAVs are poorly immunogenic compared with other viruses 
but can still trigger immune response making it a challenge to deliver an effective dose without 
triggering an immune response that might render the gene therapy ineffective or harm the 
individual.4 There are over 100 different AAVs, and 12 serotypes have been identified so far, 
labeled AAV1 to AAV12; of these, AAV2, AAV5, and AAV8 have been most extensively studied in 
ocular gene therapies.12. The recombinant AAV2 is the most used AAV serotype in gene 
therapy.13 

The eye is a particularly appropriate target for gene therapy due to the immune privilege 
provided by the blood-ocular barrier and the minimal amount of vector needed, given the size 
of the organ. Gene therapy for RPE65 variant-associated retinal dystrophy using various AAV 
vectors to transfect cells with a functioning copy of RPE65 in the RPE cells has been investigated. 

 

Summary of Evidence 

For individuals with vision loss due to biallelic RPE65 variant-associated retinal dystrophy 
who receive gene therapy, the evidence includes randomized controlled trials (RCTs) and 
uncontrolled trials. Relevant outcomes are symptoms, morbid events, functional outcomes, 
quality of life, and treatment-related morbidity. Biallelic RPE65 variant-associated retinal 
dystrophy is a rare condition. It is recognized that there will be particular challenges in 
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generating evidence for this condition, including recruitment for adequately powered RCTs, 
validation of novel outcome measures, and obtaining long-term data on safety and durability. 
While gene therapy with voretigene neparvovec is approved by the U.S. Food and Drug 
Administration (FDA), there are no other approved pharmacologic treatments for this condition. 
A recent systematic review found statistically significant improvements in FST test and Multi-
Luminance Mobility Test from gene therapy for RPE65-mediated retinal dystrophies; the most 
common adverse events included ocular hypertension/intraocular pressure increase and ocular 
pain/discomfort. Another systematic review on gene therapy for RPE65-associated LCA found an 
improvement in FST, but not in mobility, VA, or central retinal thickness, while a third systematic 
review that included the same studies found an improvement of VA and FST for up to two years 
after treatment. One RCT (N=31) comparing voretigene neparvovec with a control demonstrated 
greater improvements on the MLMT, which measures the ability to navigate in dim lighting 
conditions. Most other measures of visual function were also significantly improved in the 
voretigene neparvovec group compared with the control group. Adverse events were mostly 
mild to moderate; however, there is limited follow-up available. Therefore, the long-term 
efficacy and safety are unknown. Based on a small number of individuals from both early and 
phase three studies, voretigene neparvovec appears to have durable effects to at least four 
years. Other gene therapies tested in early phase trials have shown improvements in retinal 
function but variable durability of effect; some individuals from two cohorts who initially 
experienced improvements have subsequently experienced declines after one to three years. 
The evidence is sufficient to determine that the technology results in a meaningful improvement 
in the net health outcome. 

 

Ongoing and Unpublished Clinical Trials 

Interest in gene therapy for inherited retinal dystrophies has grown enormously in recent years; 
numerous gene therapy treatments (with various targets) are now in different stages of clinical 
development. Some currently ongoing and unpublished trials that might influence this review 
are listed in Table 5. 

 

Table 5. Summary of Key Trials 

NCT No. Trial Name Planned 
Enrollment 

Completion 
Date 

Ongoing 
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NCT No. Trial Name Planned 
Enrollment 

Completion 
Date 

NCT04123626a A Prospective First-In-Human Study to Evaluate the Safety 
and Tolerability of QR-1123 in Subjects With Autosomal 
Dominant Retinitis Pigmentosa (adRP) Due to the P23H 
Mutation in the RHO Gene (AURORA) 

11 Jun 
20212(ongoing) 

NCT03913143a Double-masked, Randomized, Controlled, Multiple-dose 
Study to Evaluate Efficacy, Safety, Tolerability and Syst. 
Exposure of QR-110 in Leber's Congenital Amaurosis 
(LCA) Due to c.2991+1655A>G Mutation (p.Cys998X) in 
the CEP290 Gene (ILLUMINATE) 

36 Mar 2023 
(ongoing) 

NCT02946879a Long-term Follow-up Study of Participants Following an 
Open-Label, Multi-centre, Phase I/II Dose Escalation Trial 
of an Adeno-associated Virus Vector (AAV2/5-OPTIRPE65) 
for Gene Therapy of Adults and Children with Retinal 
Dystrophy Owing to Defects in RPE65 (LCA2) 

27 Apr 2023 
(ongoing) 

NCT04671433a Phase 3 Randomized, Controlled Study of AAV5-RPGR for 
the Treatment of X-linked Retinitis Pigmentosa Associated 
With Variants in the RPGR Gene 

66 Oct 2023 

NCT03872479a Open-Label, Single Ascending Dose Study to Evaluate the 
Safety, Tolerability, and Efficacy of AGN-151587 (EDIT-
101) in Adult and Pediatric Participants With Leber 
Congenital Amaurosis Type 10 (LCA10), With Centrosomal 
Protein 290 (CEP290)-Related Retinal Degeneration 
Caused by a Compound Heterozygous or Homozygous 
Mutation Involving c.2991+1655A>G in Intron 26 (IVS26) 
of the CEP290 Gene ("LCA10-IVS26") 

34 Mar 2024 
(recruiting) 

NCT03597399a A Post-Authorization, Multicenter, Longitudinal, 
Observational Safety Registry Study for Patients Treated 
with Voretigene Neparvovec in US 

87 Jun 2025 
(ongoing) 

NCT02317887 A Phase I/IIa Study of RS1 Ocular Gene Transfer for X-
linked Retinoschisis 

12 Jul 2025 
(ongoing) 

NCT03328130a Safety and Efficacy of a Unilateral Subretinal 
Administration of HORA-PDE6B in Patients with Retinitis 
Pigmentosa Harbouring Mutations in the PDE6B Gene 
Leading to a Defect in PDE6ß Expression 

17 Dec 2026 
(ongoing) 

NCT03326336a A Phase 1/2a, Open-Label, Non-Randomized, Dose-
Escalation Study to Evaluate the Safety and Tolerability of 
GS030 in Subjects with Retinitis Pigmentosa (PIONEER) 

15 Dec 2025 
(recruiting) 

NCT04516369a An Open-Label, Single-Arm Study to Provide Efficacy and 
Safety Data of Voretigene Neparvovec Administered as 

4 May 2026 

https://clinicaltrials.gov/ct2/show/NCT04123626?term=04123626&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03913143?term=03913143&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT02946879?term=NCT02946879&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04671433?term=NCT04671433&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03872479?term=03872479&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03597399?term=NCT03597399&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT02317887?term=02317887&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03328130?term=NCT03328130&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03326336?term=NCT03326336&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04516369?term=NCT04516369&draw=2&rank=1
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NCT No. Trial Name Planned 
Enrollment 

Completion 
Date 

Subretinal Injection in Japanese Patients With Biallelic 
RPE65 Mutation-associated Retinal Dystrophy 

NCT03316560a An Open-Label Dose Escalation Study to Evaluate the 
Safety and Efficacy of AGTC-501 (rAAV2tYF-GRK1-RPGR) 
in Subjects With X-linked Retinitis Pigmentosa Caused by 
RPGR Mutations 

42 Aug 2026 
(recruiting) 

NCT00481546 Phase I Trial of Ocular Subretinal Injection of a 
Recombinant Adeno-Associated Virus (rAAV2-CBSB-
hRPE65) Gene Vector to Patients with Retinal Disease Due 
to RPE65 Mutations (Clinical Trials of Gene Therapy for 
Leber Congenital Amaurosis) (LCA) 

15 Jun 2026 
(ongoing) 

NCT04794101a Follow-up Phase 3 Randomized, Controlled Study of 
AAV5-RPGR for the Treatment of X-linked Retinitis 
Pigmentosa Associated With Variants in the RPGR Gene 

66 Oct 2028 
(recruiting) 

NCT04517149a An Open-Label, Phase 1/2 Trial of Gene Therapy 4D-125 in 
Males With X-linked Retinitis Pigmentosa (XLRP) Caused 
by Mutations in the RPGR Gene 

43 May 2029 

NCT00999609a A Safety and Efficacy Study in Subjects with Leber 
Congenital Amaurosis (LCA) Using Adeno-Associated Viral 
Vector to Deliver the Gene for Human RPE65 to the 
Retinal Pigment Epithelium (RPE) [AAV2-hRPE65v2-301] 

31 Jul 2029 
(ongoing) 

NCT03602820a A Long-Term Follow-Up Study in Subjects Who Received 
an Adenovirus-Associated Viral Vector Serotype 2 
Containing the Human RPE65 Gene (AAV2-hRPE65v2, 
Voretigene Neparvovec-rzyl) Administered Via Subretinal 
Injection 

41 Jun 2030 
(ongoing) 

NCT01208389a A Follow-On Study to Evaluate the Safety of Re-
Administration of Adeno-Associated Viral Vector 
Containing the Gene for Human RPE65 [AAV2-hRPE65v2] 
to the Contralateral Eye in Subjects With Leber Congenital 
Amaurosis (LCA) Previously Enrolled in a Phase 1 Study 

12 Jun 2030 

NCT02435940 Foundation Fighting Blindness Registry, My Retina Tracker 20,000 Jun 2037 
(recruiting) 

Unpublished 
NCT03780257a A First-in-Human Study to Evaluate the Safety and 

Tolerability of QR-421a in Subjects With Retinitis 
Pigmentosa (RP) Due to Mutations in Exon 13 of the 
USH2A Gene (STELLAR) 

20 Oct 2021 
(completed) 

https://clinicaltrials.gov/ct2/show/NCT03316560?term=NCT03316560&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00481546?term=NCT00481546&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04794101?term=NCT04794101&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04517149?term=NCT04517149&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00999609?term=NCT00999609&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03602820?term=NCT03602820&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01208389?term=NCT01208389&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT02435940?term=NCT02435940&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03780257?term=03780257&draw=2&rank=1
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NCT No. Trial Name Planned 
Enrollment 

Completion 
Date 

NCT03252847a   An Open-Label, Multi-centre, Phase I/II Dose Escalation 
Trial of a Recombinant Adeno-associated Virus Vector 
(AAV2-.RPGR) for Gene Therapy of Adults and Children 
With X-linked Retinitis Pigmentosa Owing to Defects in 
Retinitis Pigmentosa GTPase Regulator (RPGR) 

49 Nov 2021 
(completed) 

NCT: national clinical trial. 
a Denotes industry-sponsored or cosponsored trial. 

 

Practice Guidelines and Position Statements 

The purpose of the following information is to provide reference material. Inclusion does not 
imply endorsement or alignment with the policy conclusions. 

Guidelines or position statements will be considered for inclusion if they were issued by, or 
jointly by, a US professional society, an international society with US representation, or National 
Institute for Health and Care Excellence (NICE). Priority will be given to guidelines that are 
informed by a systematic review, include strength of evidence ratings, and include a description 
of management of conflict of interest. 

 

National Institute for Health and Care Excellence 

In 2019, the NICE published guidance for the use of voretigene neparvovec (Luxturna) in the 
treatment of inherited retinal dystrophies caused by RPE65 gene mutations.53 The treatment is 
recommended for individuals with vision loss caused by inherited retinal dystrophy from 
confirmed biallelic RPE65 mutations who have sufficient viable retinal cells. Despite uncertainty 
surrounding long-term durability, the committee felt this intervention is likely to provide 
important clinical benefits for individuals afflicted with inherited retinal dystrophies. 

 

Medicare National Coverage 

There is no national coverage determination.  

 

https://clinicaltrials.gov/ct2/show/NCT03252847?term=NCT03252847&draw=2&rank=1
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Regulatory Status 

On December 19, 2017, the AAV2 gene therapy vector voretigene neparvovec-rzyl (Luxturna™; 
Spark Therapeutics) was approved by the FDA for use in individuals with vision loss due to 
confirmed biallelic RPE65 variant-associated retinal dystrophy.14 Spark Therapeutics received 
breakthrough therapy designation, rare pediatric disease designation, and orphan drug 
designation. 
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History  

 

Date Comments 
11/01/18 New policy, approved October 9, 2018. This policy replaced policy 8.01.536. Voretigene 

neparvovec-rzyl adeno-associated virus vector-based gene therapy subretinal injection 
(Luxturna) is considered medically necessary for patients with vision loss due to biallelic 
RPE65 variant-associated retinal dystrophy meeting criteria. 

01/15/19 Coding update, added HCPCS code J3398 (new code effective 1/1/19). 

04/01/19 Annual Review, approved March 19, 2019. Policy updated with literature review 
through December 2018; no references added. Policy statements unchanged. Removed 
unlisted HCPC codes J3490 and J3590. 

08/20/19 Minor formatting updates only. 

07/01/20 Annual Review, approved June 18, 2020. Policy updated with literature review through 
June 2020 and references were updated. Policy criteria updated to include coverage for 
“likely pathogenic variants” in the RPE65 gene. 

03/01/21 Annual Review, approved February 18, 2021. Policy updated with literature review 
through October 19, 2020; references added. Policy statements unchanged. 

04/01/22 Annual Review, approved March 7, 2022. Policy updated with literature review through 
December 8, 2021; reference added. Policy statements unchanged. 

04/01/23 Annual Review, approved March 6, 2023. Policy updated with literature review through 
November 10, 2022; reference added. Minor editorial refinements to policy statements; 
intent unchanged. Changed the wording from "patient" to "individual" throughout the 
policy for standardization. 

 

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). ©2023 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 

http://nice.org.uk/guidance/hst11
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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. 



Premera Blue Cross is an independent licensee of the Blue Cross Blue Shield Association serving businesses and residents of Alaska and Washington State, excluding Clark County.  

052493 (07-01-2021) 

Discrimination is Against the Law 

Premera Blue Cross (Premera) complies with applicable Federal and Washington state civil rights laws and does not discriminate on the basis of race, 
color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera does not exclude people or treat them differently because of race, 
color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera provides free aids and services to people with disabilities to 
communicate effectively with us, such as qualified sign language interpreters and written information in other formats (large print, audio, accessible 
electronic formats, other formats). Premera provides free language services to people whose primary language is not English, such as qualified interpreters 
and 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, sex, gender identity, or sexual orientation, 
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: 711, 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 Ave 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.  

Washington residents: You can also file a civil rights complaint with the Washington State Office of the Insurance Commissioner, electronically through 
the Office of the Insurance Commissioner Complaint Portal available at https://www.insurance.wa.gov/file-complaint-or-check-your-complaint-status, or by 
phone at 800-562-6900, 360-586-0241 (TDD). Complaint forms are available at https://fortress.wa.gov/oic/onlineservices/cc/pub/complaintinformation.aspx.  

Alaska residents: Contact the Alaska Division of Insurance via email at insurance@alaska.gov, or by phone at 907-269-7900 or 1-800-INSURAK (in-state, 
outside Anchorage). 

Language Assistance 

ATENCIÓN: si habla español, tiene a su disposición servicios gratuitos de asistencia lingüística. Llame al 800-722-1471 (TTY: 711). 

PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nang walang bayad. Tumawag sa 800-722-1471 (TTY: 711). 

注意：如果您使用繁體中文，您可以免費獲得語言援助服務。請致電 800-722-1471 (TTY：711）。 

CHÚ Ý: Nếu bạn nói Tiếng Việt, có các dịch vụ hỗ trợ ngôn ngữ miễn phí dành cho bạn.  Gọi số 800-722-1471 (TTY: 711). 

주의: 한국어를 사용하시는 경우, 언어 지원 서비스를 무료로 이용하실 수 있습니다. 800-722-1471 (TTY: 711) 번으로 전화해 주십시오. 

ВНИМАНИЕ: Если вы говорите на русском языке, то вам доступны бесплатные услуги перевода. Звоните 800-722-1471 (телетайп: 711). 

LUS CEEV: Yog tias koj hais lus Hmoob, cov kev pab txog lus, muaj kev pab dawb rau koj. Hu rau 800-722-1471 (TTY: 711). 

MO LOU SILAFIA: Afai e te tautala  Gagana fa'a Sāmoa, o loo iai auaunaga  fesoasoan, e fai fua e leai se totogi, mo oe, Telefoni mai: 800-722-1471 (TTY: 711). 

ໂປດຊາບ: ຖ້າວ່າ ທ່ານເວ ້ າພາສາ ລາວ, ການບໍລິການຊ່ວຍເຫ ຼື ອດ້ານພາສາ, ໂດຍບ່ໍເສັຽຄ່າ, ແມ່ນມີພ້ອມໃຫ້ທ່ານ. ໂທຣ 800-722-1471 (TTY: 711). 

注意事項：日本語を話される場合、無料の言語支援をご利用いただけます。800-722-1471 （TTY:711）まで、お電話にてご連絡ください。 

PAKDAAR: Nu saritaem ti Ilocano, ti serbisyo para ti baddang ti lengguahe nga awanan bayadna, ket sidadaan para kenyam.  Awagan ti 800-722-1471 (TTY: 711). 

УВАГА! Якщо ви розмовляєте українською мовою, ви можете звернутися до безкоштовної служби мовної підтримки.  Телефонуйте за 

номером 800-722-1471 (телетайп:  711). 

ប្រយ័ត្ន៖  បរើសិនជាអ្នកនិយាយ ភាសាខ្មែរ, បសវាជំនួយខ្ននកភាសា បោយមិនគិត្ឈ្ន លួ គឺអាចមានសំរារ់រំបរ ើអ្នក។  ចូរ ទូរស័ព្ទ   800-722-1471 (TTY: 711)។ 

ማስታወሻ:  የሚናገሩት ቋንቋ ኣማርኛ ከሆነ የትርጉም እርዳታ ድርጅቶች፣ በነጻ ሊያግዝዎት ተዘጋጀተዋል፡ ወደ ሚከተለው ቁጥር ይደውሉ 800-722-1471 (መስማት ለተሳናቸው: 711). 

XIYYEEFFANNAA: Afaan dubbattu Oroomiffa, tajaajila gargaarsa afaanii, kanfaltiidhaan ala, ni argama. Bilbilaa 800-722-1471 (TTY: 711). 

 (. 711)رقم هاتف الصم والبكم:    800-722-1471:  إذا كنت تتحدث اذكر اللغة، فإن خدمات المساعدة اللغوية تتوافر لك بالمجان.  اتصل برقم  ملحوظة

ਧਿਆਨ ਧਿਓ: ਜੇ ਤੁਸੀਂ ਪੰਜਾਬੀ ਬੋਲਿੇ ਹ,ੋ ਤਾਂ ਭਾਸ਼ਾ ਧ ਿੱ ਚ ਸਹਾਇਤਾ ਸੇ ਾ ਤੁਹਾਡੇ ਲਈ ਮੁਫਤ ਉਪਲਬਿ ਹ।ੈ 800-722-1471 (TTY: 711) 'ਤ ੇਕਾਲ ਕਰੋ। 
เรียน: ถา้คุณพูดภาษาไทยคุณสามารถใชบ้ริการช่วยเหลือทางภาษาไดฟ้รี  โทร 800-722-1471 (TTY: 711). 

ACHTUNG: Wenn Sie Deutsch sprechen, stehen Ihnen kostenlos sprachliche Hilfsdienstleistungen zur Verfügung. Rufnummer: 800-722-1471 (TTY: 711). 

UWAGA: Jeżeli mówisz po polsku, możesz skorzystać z bezpłatnej pomocy językowej. Zadzwoń pod numer 800-722-1471 (TTY: 711). 

ATANSYON: Si w pale Kreyòl Ayisyen, gen sèvis èd pou lang ki disponib gratis pou ou.  Rele 800-722-1471 (TTY: 711). 

ATTENTION : Si vous parlez français, des services d'aide linguistique vous sont proposés gratuitement. Appelez le 800-722-1471 (ATS : 711). 

ATENÇÃO: Se fala português, encontram-se disponíveis serviços linguísticos, grátis.  Ligue para 800-722-1471 (TTY: 711). 

ATTENZIONE: In caso la lingua parlata sia l'italiano, sono disponibili servizi di assistenza linguistica gratuiti. Chiamare il numero  800-722-1471 (TTY: 711).  

 تماس بگیريد.   1471-722-800 (TTY: 711): اگر به زبان فارسی گفتگو می کنید، تسهیالت زبانی بصورت رايگان برای شما فراهم می باشد. با  توجه 
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