
 
 
 
 

Brineura (cerliponase alfa) 
 

Policy Number: 5.02.543 Last Review:  10/2022 
Origination:  10/2017 Next Review:  10/2023 
 
Policy               
Blue Cross and Blue Shield of Kansas City (Blue KC) will provide coverage for Brineura when it is 
determined to be medically necessary because the criteria below are met.  
 
When Policy Topic is covered           
Brineura is considered medically necessary in the treatment of the following conditions: 
 
Patient must have the following:  

 
Late infantile neuronal ceroid lipofuscinosis type 2 (CLN2)  
 
AND ALL of the following:  

1. Diagnosis of CLN2 was confirmed by enzyme assay demonstrating a deficiency of tripeptidyl 
peptidase 1 (TPP1) activity or by genetic testing  

 
2.   Medication is being used to slow the loss of ambulation in symptomatic patients  
 
3. Patients have mild to moderate disease documented by a two-domain score of 3-6 on motor 

and language domains of the Hamburg CL2 Clinical Rating Scale, with a score of at least 1 
in each of these two domains  
 

AND NONE of the following:  
 

1. Acute intraventricular access device-related complications including: 
a. Leakage  
b. Device failure  
c. Device-related infection  

2. Ventriculoperitoneal shunt  
3. Generalized motor status epilepticus prior to 4 weeks of first dose 

 
When Policy Topic is not covered          
Brineura is considered investigational for patients less than 3 or older than 16 years of age and for all 
other indications. 
 
Considerations             
Brineura requires prior authorization through the pharmacy services department and is considered a 
medical benefit. 
 
Brineura should be administered by, or under the direction of a physician knowledgeable in 
intraventricular administration.  Brineura is administered into the cerebrospinal fluid by infusion via a 
surgically implanted reservoir and catheter.  Administer the first dose 5-7 days after device 
implantation. 



 
The recommended dosage is 300 mg (10ml) administered once every other week as an intraventricular 
infusion followed by infusion of Intraventricular Electrolytes over approximately 4.5 hours.  The 
electrolytes are included in the administration kit. 
 
Description of Procedure or Service          
Background  
Late infantile neuronal ceroid lipofuscinosis type 2 (CLN2), also known as tripeptidyl peptidase 1 
(TPP1) deficiency, is a neurodegenerative disease caused by a deficiency of the lysosomal enzyme 
tripeptidyl peptidase-1 (TPP1), which catabolizes polypeptides in the CNS. Deficiency of the enzyme’s 
activity leads to an accumulation of lysosomal storage materials in the CNS, leading to a progressive 
decline in motor function. Brineura (cerliponase alfa) is a proenzyme that is taken up by target cells and 
activated in the lysosome. It subsequently cleaves tripeptides from the N-terminus of proteins in order 
to slow the loss of ambulation (1).  
 
Regulatory Status  
FDA-approved indication: Brineura is a hydrolytic lysosomal N-terminal tripeptidyl peptidase indicated 
to slow the loss of ambulation in symptomatic pediatric patients 3 years of age and older with late 
infantile neuronal ceroid lipofuscinosis type 2 (CLN2), also known as tripeptidyl peptidase 1 (TPP1) 
deficiency (1).  
 
Brineura is contraindicated in patients with acute intraventricular access device-related complications 
(e.g., leakage, device failure, or device-related infection). Brineura is also contraindicated in patients 
with ventriculoperitoneal shunts (1).  
 
In the clinical studies that were conducted the exclusion criteria were children less than 3 years old at 
enrollment and children 16 years old or older at enrollment (2-3). 
 
Safety and efficacy of Brineura has not been established in pediatric patients under 3 years old (1). 
 
Rationale              
Brineura is a hydrolytic lysosomal N-terminal tripeptidyl peptidase that works by decreasing the 
accumulation of lysosomal storage materials in patients with late infantile neuronal ceroid lipofuscinosis 
type 2 (CLN2). As a result, Brineura slows the progressive decline in motor function and loss of 
ambulation (1). 
 
Prior authorization is required to ensure the safe, clinically appropriate and cost-effective use of 
Brineura while maintaining optimal therapeutic outcomes. 
 
Warnings and Precautions            

• Cardiovascular adverse reactions: Hypotension has been reported up to 8 hours after the 
completion of cerliponase alfa infusion; monitor vital signs. Use with caution in patients with a 
history of bradycardia, conduction disorder, or structural heart disease; monitor EKG during 
infusion 

• Device-related complications: Device-related complications, including device leakage and 
failure, extravasation of CSF fluid, and bulging of the scalp near the intraventricular access 
device, have been reported with cerliponase alfa. Monitor the device for signs of leakage or 
device failure. Discontinue use of cerliponase alfa and refer to device manufacturer's labeling if 
device-related complications occur. Material degradation of the intraventricular access device 
reservoir may occur with prolonged use; the device should be replaced prior to 4 years of 
single-puncture administrations (approximately 105 perforations). 

• Device-related infections: Device-related infections, including bacterial meningitis and other 
infections requiring antibiotic treatment and device removal, have been reported with 
cerliponase alfa. In reported cases, patients were able to resume treatment after administration 
of antibiotics and removal and replacement of the intraventricular access device. Obtain a CSF 



sample for cell count and culture prior to each infusion and when clinically indicated; patients 
with CLN2 disease may not display signs and symptoms of infection. Monitor device insertion 
site for signs of infection. Use is contraindicated with signs of localized infection (eg, erythema, 
tenderness, discharge) on or near the device insertion site or suspected or confirmed CNS 
infection (eg, meningitis, cloudy CSF or positive CSF gram stain) 

• Hypersensitivity reactions: Hypersensitivity reactions, including anaphylaxis, have been reported 
during and up to 24 hours after completion of cerliponase alfa infusion. Some patients also 
experienced pyrexia with vomiting, pleocytosis, or irritability. Pretreat with antihistamines with or 
without antipyretics or corticosteroids 30 to 60 minutes prior to start of infusion. Discontinue 
therapy immediately for severe hypersensitivity reactions or anaphylaxis and treat appropriately. 
Treatment of hypersensitivity reactions should be based on the severity of the reaction and may 
include temporarily interrupting the infusion and/or antihistamines, antipyretics, and/or 
corticosteroids. If the decision is made to readminister after anaphylaxis, appropriately trained 
personnel and emergency medications should be immediately available; initiate subsequent 
infusion at approximately one-half the initial infusion rate at which anaphylactic reaction 
occurred. 
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Billing Coding/Physician Documentation Information       
J0567 Injection, cerliponase alfa, 1 mg 
 
Additional Policy Key Words           
5.02.543 
 
Policy Implementation/Update Information         
10/2017 New policy titled Brineura (cerliponase alfa) 
12/2017 Added C9014 and C9399 
10/2018 No changes made 
10/2019 Annual review – no changes made 
10/2020 Updated J Code 
10/2021 Annual review – no changes made 
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. 


