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INSTRUCTIONS FOR USE 
The following Coverage Policy applies to health benefit plans administered by Cigna Companies. Certain Cigna Companies and/or lines of 
business only provide utilization review services to clients and do not make coverage determinations. References to standard benefit plan 
language and coverage determinations do not apply to those clients. Coverage Policies are intended to provide guidance in interpreting 
certain standard benefit plans administered by Cigna Companies. Please note, the terms of a customer’s particular benefit plan document 
[Group Service Agreement, Evidence of Coverage, Certificate of Coverage, Summary Plan Description (SPD) or similar plan document] may 
differ significantly from the standard benefit plans upon which these Coverage Policies are based. For example, a customer’s benefit plan 
document may contain a specific exclusion related to a topic addressed in a Coverage Policy. In the event of a conflict, a customer’s benefit 
plan document always supersedes the information in the Coverage Policies. In the absence of a controlling federal or state coverage 
mandate, benefits are ultimately determined by the terms of the applicable benefit plan document. Coverage determinations in each specific 
instance require consideration of 1) the terms of the applicable benefit plan document in effect on the date of service; 2) any applicable 
laws/regulations; 3) any relevant collateral source materials including Coverage Policies and; 4) the specific facts of the particular 
situation. Coverage Policies relate exclusively to the administration of health benefit plans. Coverage Policies are not recommendations for 
treatment and should never be used as treatment guidelines. In certain markets, delegated vendor guidelines may be used to support 
medical necessity and other coverage determinations. 

Overview 
 
Hereditary Transthyretin Amyloidosis agents includes the following products:  

• Inotersen (Tegsedi™) 
• Patisiran (Onpattro™) 

 
Coverage Policy 
 
Hereditary Transthyretin Amyloidosis Agents are considered medically necessary when ALL of the 
following criteria are met:  

• Individual is 18 years of age or older 
• Documentation of hereditary transthyretin-mediated (hATTR) amyloidosis confirmed by the following:  

o Transthyretin (TTR) genetic mutation (pathogenic or likely pathogenic variant)  
• Documentation of polyneuropathy with history and clinical exam findings, electromyography (EMG) or 

nerve conduction velocity (NCV) results 
• Documentation that other causes of neuropathy (for example: diabetes) have been excluded 
• Ambulatory or ambulatory with assistance  
• No prior liver transplant 
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• Prescribed by, or in consultation with, a Neurologist 
 

Initial authorization is up to 12 months. 
 
Hereditary Transthyretin Amyloidosis Agents are considered medically necessary for continued use 
when ALL of the following criteria are met: 

• Initial criteria are met 
• Documented positive clinical response (for example, improvement in neuropathy symptoms, stabilization 

of or slowed disease progression, improvement in quality of life) 
 
Reauthorization is up to 12 months. 
 
When coverage is available and medically necessary, the dosage, frequency, duration of therapy, and 
site of care should be reasonable, clinically appropriate, and supported by evidence-based literature and 
adjusted based upon severity, alternative available treatments, and previous response to therapy. 
 
Hereditary Transthyretin Amyloidosis Agents are considered experimental, investigational or unproven 
for ANY other use including the following:  

• Treatment of cardiomyopathy hATTR in the absence of polyneuropathy symptoms 
• Treatment of polyneuropathy not related to hATTR amyloidosis 
• Concurrent use of inotersen (Tegsedi) and patisiran (Onpattro) 
• Concurrent use with tafamidis 

 
Note: Receipt of sample product does not satisfy any criteria requirements for coverage. 
 
FDA Approved Indications  
 
FDA Approved Indication 
Inotersen (Tegsedi) and patisiran (Onpattro) are indicated for the treatment of the polyneuropathy of hereditary 
transthyretin-mediated amyloidosis in adults. 
 
Recommended Dosing 
 
FDA Recommended Dosing 
Inotersen (Tegsedi) 
The recommended dose of Tegsedi is 284 mg injected subcutaneously once weekly. 
 
The first injection administered by the patient or caregiver should be performed under the guidance of an 
appropriately qualified healthcare professional. Patients and/or caregivers should be trained in the subcutaneous 
administration of Tegsedi in accordance with the Instructions for Use. 
 
Assessment Prior to Initiating Tegsedi 
Measure platelet count, serum creatinine, estimated glomerular filtration rate (eGFR), urine protein to creatinine 
ratio (UPCR), alanine aminotransferase (ALT), aspartate aminotransferase (AST), and total bilirubin, and 
perform urinalysis prior to treatment with Tegsedi and as directed following treatment initiation [see Dosage and 
Administration (2.4) and Warnings and Precautions (5.1 and 5.2) of the FDA product label]. 
 
Laboratory Testing and Monitoring to Assess Safety after Initiating Tegsedi 
Monitor platelet count, serum creatinine, estimated glomerular filtration rate (eGFR), urinalysis, urine protein to 
creatinine ratio (UPCR), alanine aminotransferase (ALT), aspartate aminotransferase (AST), and total bilirubin 
during treatment with Tegsedi, and for 8 weeks following discontinuation of treatment. 
 
Patisiran (Onpattro) 
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Onpattro should be administered by a healthcare professional. Onpattro is administered via intravenous (IV) 
infusion. Dosing is based on actual body weight. For patients weighing less than 100 kg, the recommended 
dosage is 0.3 mg/kg once every 3 weeks.  For patients weighing 100 kg or more, the recommended dosage is 
30 mg once every 3 weeks. 
 
All patients should receive premedication prior to Onpattro administration to reduce the risk of infusion-related 
reactions (IRRs) [see Warnings and Precautions (5.1) of the FDA product label].  
 
Onpattro must be filtered and diluted prior to intravenous infusion. The diluted solution for infusion should be 
prepared by a healthcare professional using aseptic technique. 
 
General Background 
 
Disease Overview and/or Pharmacology 
In hATTR, patients have a mutated TTR protein. This mutation leads to misfolding of the TTR protein resulting in 
accumulation of amyloid in organs and tissues causing symptoms based on the organ(s) involved. Approximately 
1 in 100,000 Americans of European descent are afflicted with hATTR. Specific for hATTR with polyneuropathy, 
it is estimated that there are over 10,000 estimated cases throughout the world with over 3,000 cases in the 
United States. There are over 80 known mutations in the TTR gene that are most often inherited in an autosomal 
dominant fashion and alter the structure and function of TTR. While Val30M is the most common mutation in the 
rest of the world, it is second most common variant in the United States. (Adams, 2016; Gertz, 2015; Hawkins, 
2015, Rizk, 2017; US Dept of Health, 2018) 
 
Onset of symptoms typically begins in the second decade of life or later, with progressive symptoms over the 
next two decades. Commonly affected sites for deposition and accumulation of amyloid include the peripheral 
and autonomic nervous systems and the heart. Visceral organs are also frequently affected. Neuropathy is 
usually a symmetric, sensorimotor, axonal polyneuropathy that is associated with a high incidence of carpal 
tunnel syndrome (often the presenting symptom). In the peripheral nervous system, lost perception of 
temperature, hyperalgesia, and sensorimotor impairment are common. (Gertz, 2015, Rizk, 2017; Coellho, 2018) 
 
Hereditary transthyretin-mediated amyloidosis is staged based on severity of symptoms. Patients with Stage 0 
are asymptomatic.  Stage 1 disease includes patients with mild disease who remain ambulatory with symptoms 
limited to the lower limbs.  In Stage 2 disease, hATTR is considered moderate; patients have further neuropathic 
deterioration but remain ambulatory with some assistance (one or two canes/sticks for walking).  Patients 
progress to Stage 3 become bedridden or wheelchair-bound with generalized weakness due to severe disease.  
In late stages of disease, patients are unable to care for themselves, and are typically malnourished with 
cachexia and urinary and fecal incontinence. (Adams, 2016) 
 
Inotersen (Tegsedi™) is an antisense oligonucleotide that causes degradation of mutant and wild-type TTR 
messenger ribonucleic acid (mRNA) through binding to the TTR mRNA, which results in a reduction of serum 
TTR protein and TTR protein deposits in tissues. (Tegsedi PI, 2019) 
 
Patisiran (Onpattro™) is a double-stranded siRNA molecule encapsulated in a lipid nanoparticle that facilitates 
delivery to hepatocytes. Patisiran is released into hepatocytes where it degrades mutant and wild-type TTR 
mRNA, reducing serum TTR protein concentrations and deposition of TTR protein in tissues. (Onpattro PI, 2019) 
 
Professional Societies/Organizations 
No published United States-based treatment guidelines are available for hATTR amyloidosis. 
 
European Network for Transthyretin Familial Amyloid Polyneuropathy (2016) 
An evidence-based consensus was published on the diagnosis, management, and treatment of transthyretin 
familial amyloid polyneuropathy (TTR-FAP). The authors note that both biopsy and genetic analyses are needed 
to diagnose. The consensus was published before the availability of inotersen and patisiran. For asymptomatic 
individuals (Stage 0), no treatment is recommended.  For Stage 1 (mild symptoms, ambulatory without 
assistance), tafamidis (approved in Europe) or diflunisal are recommended.  Liver transplantation may also be 



Page 4 of 5 
Drug and Biologic Coverage Policy: 1901 

considered.  For Stage 2 (moderate symptoms, ambulatory with assistance), diflunisal is provided as an option to 
slow disease progression.  For Stage 3 (severe symptoms, bedridden or wheelchair-bound), there is no evidence 
supporting pharmacotherapy and clinical trials are recommended.  The consensus also advises that patients are 
assessed biannually or as needed and recommends a multidisciplinary approach to care (neurology, cardiology, 
internal medicine). (Adams, 2016) 
 
The American Board of Internal Medicine’s (ABIM) Foundation Choosing Wisely® Initiative:  
No recommendations are available for amyloidosis, inotersen, or patisiran. 
 
Centers for Medicare & Medicaid Services - National Coverage Determinations (NCDs) 
There are no CMS National Coverage Determinations for patisiran. 
 
Other Covered Uses 
AHFS Drug Information 2020 Edition does not support any off-label uses of Onpattro or Tegsedi. 
 
Experimental, Investigational, Unproven Uses 
There is no data evaluating the safety and efficacy of inotersen and patisiran for treatment of cardiomyopathy 
hATTR in the absence of polyneuropathy symptoms or for the treatment of neuropathy from non-hATTR 
etiologies. Clinical trials with inotersen and patisiran only included individuals with hATTR amyloidosis and 
polyneuropathy symptoms.  
 
There is no published data evaluating the safety and efficacy of inotersen or patisiran in pediatric individuals 
(under 18 years of age). Onpattro and Tegsedi are FDA approved for use in adults. 
 
There is no published data evaluating combination therapy of patisiran and inotersen. There is no published data 
evaluating combination therapy of patisiran or inotersen with tafamidis. Tafamidis is approved by the European 
Medicines Agency for the treatment of transthyretin amyloidosis in adult patients with stage 1 symptomatic 
polyneuropathy to delay peripheral neurologic impairment. (Vyndaqel EMA PI, 2018) Tafamidis meglumine 
(Vyndaqel®) and tafamidis (Vyndamax™) are approved in the United States for the treatment of cardiomyopathy 
of wild-type or hATTR amyloidosis in adults. (Vyndamax PI, 2019; Vyndaqel US PI, 2019) The APOLLO trial 
(patisiran) and NEURO-TTR trial (inotersen) excluded concurrent use with tafamidis. (Adams, 2017; Benson, 
2018) 
 
Coding/Billing Information 
 
Note: Inotersen is typically covered under pharmacy benefit plans. Certain prescription drugs require an 
authorization for coverage to ensure that appropriate treatment regimens are followed. Medical drug coding and 
diagnosis codes, however, are generally not required for pharmacy claims submissions. Patisiran requires 
medical drug coding and is listed as follows: 
 
Note: 1) This list of codes may not be all-inclusive. 
          2) Deleted codes and codes which are not effective at the time the service is rendered may not be eligible 
              for reimbursement. 
 
Considered Medically Necessary when criteria in the applicable policy statements listed  
above are met: 
 

HCPCS Codes Description 
J0222 Injection, patisiran, 0.1 mg 
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