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Policy               
Blue Cross and Blue Shield of Kansas City (Blue KC) will provide coverage for Radicava when it is 
determined to be medically necessary because the following criteria have been met.  
 
When Policy Topic is covered          
Radicava is considered medically necessary for the treatment of amyotrophic lateral sclerosis when all 
the following criteria are met: 

A. Individual is diagnosed with definite or probable amyotrophic lateral sclerosis (based on El 
Escorial/revised Airlie House criteria* or Awaji-Shima criteria*); and 

B. Onset of amyotrophic lateral sclerosis has been less than 2 years; and 

C. Score of 2 or more points on each single ALSFRS-R* item at time of therapy initiation 
 
Please refer to Drug Infusion Site of Care Policy 5.02.538 for approved site of service. 
Drug must be sourced from an approved specialty infusion provider. 
 
When Policy Topic is not covered          
Radicava is considered investigational when the criteria above are not met and for all other indications. 
 
Considerations             
Radicava requires prior authorization through the Clinical Pharmacy Department. This is a medical 
benefit drug, subject to site of care policy. 
 
Dosing: Adult 
Initial cycle:     60mg IV infusion once daily for 14 days; followed by a 14-day drug-free period 
Subsequent cycles:   60mg IV infusion once daily for 10 days within a 14-day period, followed by a 14-
day drug-free period. 
 
Dosing: Pediatric 
Safety and efficacy have not been established.  
 
This Blue Cross and Blue Shield of Kansas City policy Statement was developed using available 
resources such as, but not limited to: Food and Drug Administration (FDA) approvals, Facts and 
Comparisons, National specialty guidelines, Local medical policies of other health plans, Medicare 
(CMS), Local providers. 
 
 
 
Description of Procedure or Service          



ALS (commonly known as Lou Gehrig's disease) is a refractory and progressive neuromuscular 
disease that attacks nerve cells in the spine and brain responsible for controlling voluntary movement. It 
is estimated that approximately 5 persons per 100,000 in the United States are affected with ALS. The 
cause of the disease is not known; although, some scientific evidence suggests that genetics and 
environment may have a role. Median survival from onset to death in ALS is reported to vary from 20 to 
48 months. 

There is no known cure for ALS. However, there are treatments available that can help control 
symptoms and manage the disease. To date, only one other ALS disease modifying drug has been 
approved by the U.S. FDA (riluzole [Rilutek®]). Other treatments may include nutritional support, 
breathing support, physical therapy, and speech therapy. 

Radicava (edaravone) is an injectable medication indicated for the treatment of patients with 
amyotrophic lateral sclerosis (ALS). It is thought that Radicava is a potent free radical scavenger and 
antioxidant that may provide neuroprotection against oxidative stress. In motor neurons, oxidative 
stress may contribute to neurodegeneration and the development of ALS (2). ALS is a progressive 
neurodegenerative disease that affects nerve cells in the brain and spinal cord. The progressive 
degeneration of the motor neurons in ALS eventually leads to their death. When the motor neurons die, 
the ability of the brain to initiate and control muscle movement is lost. With voluntary muscle action 
progressively affected, patients in the later stages of the disease may become totally paralyzed (3). 
 
Rationale              
On May 5th, 2017, the U.S. Food and Drug Administration (FDA) approved Radicava (edaravone 
injection) for the treatment of ALS, a rapidly progressive neurological disease. Radicava is administered 
as an intravenous infusion by a health care professional. 

Results of an early phase II clinical trial (Yoshino, 2006) indicated that edaravone may delay the 
progression of symptoms in some individuals with ALS. A 36-week confirmatory study (Abe, 2014) was 
conducted to further evaluate the efficacy and safety of edaravone in subjects with ALS. A total of 206 
subjects were randomized to receive either placebo (saline) or edaravone IV infusion. The trial 
consisted of a 12-week pre-observation period followed by 24-week treatment period between May 
2006 and September 2008 at 29 Japanese sites. Inclusion criteria were age 20-75 years, diagnosis of 
definite, probable, or probable laboratory-supported ALS, forced vital capacity (FVC) of at least 70%, 
duration of disease within 3 years, and change in revised ALS functional rate scale (ALSFRS-R) score 
during the pre-observation period of -1 to -4 points. Exclusion criteria included: reduced respiratory 
function and complaints of dyspnea; complications that might impact evaluation of drug efficacy, such 
as Parkinson's disease, schizophrenia, and dementia; complications that require hospitalization such 
as liver, cardiac and renal diseases; infections requiring antibiotics; deteriorated general condition; 
creatinine clearance 50 ml/min or below; and undergoing cancer treatment. The primary efficacy 
endpoint was change in ALSFRS-R scores during the 24 weeks of treatment. Upon study completion, 
data failed to demonstrate the efficacy of edaravone for treatment of ALS. Adverse events occurred in 
88.5% (92/104) of subjects in the placebo group and 89.2% (91/102) of subjects the edaravone group. 
The authors indicated that the results of this trial would be helpful to identify the population which 
edaravone could be expected to show efficacy. On the basis of that information, a phase III study was 
designed. 

A phase III trial evaluated the efficacy and safety of edaravone in a 24-week open-label extension 
period after a 24-week double-blind period (NCT01492686). A total of 137 subjects were randomized 
1:1 to receive edaravone or placebo after a 12-week pre-observation period. Selection criteria included: 
definite or probable ALS; Japan ALS severity classification grade less than 3; scoring 2 or more points 
on each single ALSFRS-R item at screening; forced vital capacity 80% or greater; and ALS duration 2 
years or less. Subjects were treated with six cycles of 60-mg edaravone or a matching placebo 
treatment. Primary efficacy endpoint was change in ALSFRS-R score at week 24. Safety endpoints 
included adverse events and laboratory tests. Upon study completion, the mean change in ALSFRS-R 
score was -7.50 ± 0.66 (placebo) and -5.01 ± 0.64 (edaravone). Adverse events were similar in both 



groups (84.1% in the edaravone group and 83.8% in the placebo group). The most common adverse 
events were contusion, and dysphagia (16% and 13% of subjects, respectively). Incidence of adverse 
drug reactions was 2.9% (edaravone) and 7.4% (placebo). There were no serious adverse drug 
reactions or adverse events that resulted in death. Investigators concluded that subjects meeting the 
protocol inclusion criteria had less functional loss at 6 months, and less quality-of-life deterioration 
compared to those receiving placebo treatment. 

Although the published evidence focuses on the use of edaravone for treatment of ALS, it has also 
been studied for other indications including, but not limited to, treatment of acute stroke (Nakase, 2011) 
and acute myocardial infarction (Tsujita, 2006). However, currently the published evidence is 
insufficient to support the safety and efficacy of edaravone for any indication other than as treatment for 
certain cases of ALS. 

Warnings and Precautions           
• Hypersensitivity: Hypersensitivity reactions (eg, redness, wheals, erythema multiforme) and 

anaphylaxis have been reported. If hypersensitivity occurs, discontinue treatment and 
monitor. 

• Port infections: Port infections leading to hospitalization may occur, in both early and long-
term treatment with edaravone 
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Billing Coding/Physician Documentation Information       
J1301 Injection, edaravone, 1 mg 
J8499 Prescription drug, oral, non-chemotherapeutic, Not Otherwise Specified 

Radicava ORS 105mg/5ml 
Radacava IV is a medical benefit; Radicava ORS is a specialty pharmacy benefit 
 
Additional Policy Key Words           
5.02.544 
5.02.538 
 
Policy Implementation/Update Information         
10/2017 New policy titled Radicava (edaravone) 
10/2018 Policy reviewed – no changes made 
10/2019 Annual review – no changes made 
10/2020 Annual review – no changes made 
10/2021 Annual review – no changes made 
07/2022 Added ORS formulation to billing section 
10/2022 Annual review – added Warnings and Precautions  

            __________ 
State and Federal mandates and health plan contract language, including specific 
provisions/exclusions, take precedence over Medical Policy and must be considered first in determining 
eligibility for coverage. The medical policies contained herein are for informational purposes. The 
medical policies do not constitute medical advice or medical care. Treating health care providers are 
independent contractors and are neither employees nor agents’ Blue KC and are solely responsible for 
diagnosis, treatment, and medical advice. No part of this publication may be reproduced, stored in a 
retrieval system, or transmitted, in any form or by any means, electronic, photocopying, or otherwise, 
without permission from Blue KC. 
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