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ONPATTRO (patisiran) 

 
 
POLICY 
 

I. INDICATIONS 
 

The indications below including FDA-approved indications and compendial uses are considered a covered 
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed 
therapy. 
 
FDA-Approved Indication 
Onpattro is indicated for the treatment of the polyneuropathy of hereditary transthyretin-mediated amyloidosis 
in adults. 

 
All other indications will be assessed on an individual basis.  Submissions for indications other than those 
enumerated in this policy should be accompanied by supporting evidence from Medicare approved 
compendia. 
 
 

II. DOCUMENTATION 
 
The following documentation must be available, upon request, for all submissions: 
A. Initial Requests: 

1. Testing or analysis confirming a mutation of the TTR gene 
2. Documentation confirming the member demonstrates signs and symptoms of polyneuropathy (e.g., 

amyloid deposition in biopsy specimens, TTR protein variants in serum, progressive peripheral 
sensory-motor polyneuropathy) 

B. Continuation Requests: Chart notes or medical record documentation confirming the clinical benefit from 
Onpattro 

 
 

III. PRESCRIBER SPECIALTIES 
 

This medication must be prescribed by or in consultation with a neurologist, geneticist, or physician 
specializing in the treatment of amyloidosis.  
 
 

IV. CRITERIA FOR INITIAL APPROVAL 
 

Polyneuropathy of Hereditary Transthyretin-mediated Amyloidosis 
Authorization of 12 months may be granted for treatment of polyneuropathy of hereditary transthyretin-
mediated amyloidosis (also called transthyretin-type familial amyloid polyneuropathy [ATTR-FAP]) when all of 
the following criteria are met: 
A. The diagnosis is confirmed by detection of a mutation of the TTR gene. 
B. Member exhibits clinical manifestations of ATTR-FAP (e.g., amyloid deposition in biopsy specimens, TTR 

protein variants in serum, progressive peripheral sensory-motor polyneuropathy).  
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C. The requested medication will not be used in combination with inotersen (Tegsedi), tafamidis (Vyndaqel, 
Vyndamax) or vutrisiran (Amvuttra). 

     
 

V. CONTINUATION OF THERAPY 
 

All members (including new members) requesting authorization for continuation of therapy must be currently 
receiving therapy with the requested agent.    
 
Authorization for 12 months may be granted when all of the following criteria are met: 
A. The member is currently receiving treatment with Onpattro.   
B. Onpattro is being used for the treatment of the polyneuropathy of hereditary transthyretin-mediated 

amyloidosis.   
C. There is a clinical benefit from Onpattro therapy. 

 
 

VI. SUMMARY OF EVIDENCE 
 
The contents of this policy were created after examining the following resources:  

1. The prescribing information for Onpattro. 
2. The available compendium 

a. National Comprehensive Cancer Network (NCCN) Drugs and Biologics Compendium 
b. Micromedex DrugDex 
c. American Hospital Formulary Service- Drug Information (AHFS-DI) 
d. Lexi-Drugs 
e. Clinical Pharmacology 

3. Guideline of transthyretin-related hereditary amyloidosis for clinicians 
4. Familial transthyretin amyloidosis. In: GeneReviews 

 
After reviewing the information in the above resources, the FDA-approved indications listed in the prescribing 
information for Onpattro are covered.  
 
 

VII. EXPLANATION OF RATIONALE 
 
Support for FDA-approved indications can be found in the manufacturer’s prescribing information.   

 
Support for using the above initial criteria can be found in a guideline from Ando and colleagues and a Gene 
Reviews chapter discussing hereditary transthyretin amyloidosis. The diagnosis of ATTR should be suspected 
in patients with progressive sensorimotor and/or autonomic neuropathy. The diagnosis of hereditary ATTR is 
established when characteristic clinical features are present, a biopsy showing amyloid deposits that bind to 
anti-TTR antibodies, and identification of mutations of the TTR gene.  
The treatment for peripheral and autonomic neuropathy is orthotopic liver transplantation, TTR tetramer 
stabilizers and gene-silencing therapies. Liver transplantation provides a wild type gene expressing normal 
TTR in the liver. Successful liver transplantation results in the disappearance of the variant TTR protein and 
thus halts the progression of peripheral and/or autonomic neuropathy.   
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