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Policy              
Blue Cross and Blue Shield of Kansas City (Blue KC) will provide coverage for 
Mavenclad (cladribine) when it is determined to be medically necessary because 
the criteria shown below are met. 
 
When Policy Topic is covered         
Mavenclad (cladribine) may be considered medically necessary when all of 
the following criteria are met: 
 
FDA-Approved Indications 
 
1. Multiple Sclerosis.  Approve for 1 year if the patient meets the following 

criteria (A, B and C): 
A) The patient has a relapsing form of multiple sclerosis (MS); AND 
B) The patient has had inadequate treatment response or intolerance to 

an alternate drug for MS; AND 
C) The agent is prescribed by or in consultation with a neurologist or a 

physician that specializes in the treatment of multiple sclerosis. 
2.     Hairy cell leukemia (injection only): Treatment of active hairy cell 
leukemia as defined by clinically significant anemia, neutropenia, 
thrombocytopenia, or disease-related symptoms. 
 
Off Label Uses 

1. Acute myeloid leukemia: Data from a large multicenter randomized phase 
III trial support the use of cladribine (in combination with daunorubicin and 
cytarabine) as induction therapy in newly diagnosed adult patients with 
acute myeloid leukemia (AML). In addition, data from studies in adult 
patients with relapsed or refractory AML supports the use of cladribine (in 
combination with cytarabine and G-CSF [CLAG regimen] or with cytarabine, 
mitoxantrone, and G-CSF [CLAG-M regimen]) in the treatment of refractory 
or relapsed AML in adults.  

2. Mantle Cell Lymphoma: Data from 2 prospective, open label studies in 
patients with either untreated or relapsed mantle cell lymphoma support the 
use of cladribine in the treatment of mantle cell lymphoma. 



3. T-cell large granular lymphocytic leukemia (refractory): Data from a 
single case report suggest that cladribine may have efficacy in the 
management of T-cell large granular lymphocytic leukemia. 

4. Waldenström macroglobulinemia: Data from one single-center 
nonrandomized clinical trial and one multi-center phase II clinical trial in 
patients with Waldenström macroglobulinemia support the use of cladribine 
(either alone or in combination with rituximab) for the treatment of 
Waldenström macroglobulinemia  

 
 
When Policy Topic is not covered        
Mavenclad (cladribine) is considered not medically necessary when the above 
criteria is not met and investigational for all other uses, including: 
 
1. Clinically Isolated Syndrome.  Mavenclad is not recommended for use in 
patients with clinically isolated syndrome due to its safety profile.1   
 
2. Non-Relapsing Forms of Multiple Sclerosis (MS).  Note:  An example of 
a non-relapsing form of MS is primary progressive MS.  The efficacy of Mavenclad 
has not been established in patients with MS with non-relapsing forms of the 
disease.1 
 
3. Current Use with Other Disease-Modifying Agents Used for Multiple 
Sclerosis (MS).  Note:  Examples of disease modifying agents used for multiple 
sclerosis include Avonex® (interferon beta 1a injection [intramuscular]), 
Betaseron®/Extavia® (interferon beta-1b injection), Rebif® (interferon beta-1a 
injection [subcutaneous]), Copaxone®/Glatopa® (glatiramer acetate injection), 
Plegridy® (peginterferon beta-1a injection), Aubagio® (teriflunomide tablets), 
Gilenya® (fingolimod tablets), Mayzent® (siponimod tablets), Tecfidera® 
(dimethyl fumarate delayed-release capsules), Ocrevus® (ocrelizumab injection 
for intravenous use), Tysabri® (natalizumab injection for intravenous infusion), 
and Lemtrada® (alemtuzumab injection for intravenous use).2  These agents are 
not indicated for use in combination.  Additional data are required to determine if 
use of disease-modifying MS agents in combination is safe provides added 
efficacy. 
 
4. Coverage is not recommended for circumstances not listed in the 
Recommended Authorization Criteria.  Criteria will be updated as new published 
data are available. 
 
Considerations            
Mavenclad (cladribine) requires prior authorization through the Clinical Pharmacy 
Department. 
 
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        
Mavenclad, a purine antimetabolite, is indicated for the treatment of relapsing 
forms of multiple sclerosis (MS), to include relapsing remitting disease, and active 
secondary progressive disease, in adults.1,2  Due to its safety profile, use of 
Mavenclad is generally recommended for patients who have had an inadequate 
response to, or are unable to tolerate, an alternative drug for the treatment of 
MS.1  A limitation of use is that Mavenclad is not recommended for use in patients 
with clinically isolated syndrome because of its safety profile.   
 
Disease Overview 
MS is a chronic, inflammatory, demyelinating, autoimmune disease of the central 
nervous system (CNS) that impacts almost 1,000,000 people in the US.2  The 
condition is marked by inflammation and demyelination, as well as degenerative 
alterations.  Patients usually experience relapses and remissions in their 
neurological symptoms.  For most patients, the onset of MS symptoms occurs 
when patients are 20 to 40 years of age; however, children can get MS and new 
onset disease can occur in older adults.  The MS disease course is heterogeneous 
but has some patterns.  Approximately 85% to 90% of patients have a relapsing 
pattern at onset.  However, this transitions over time in patients who are 
untreated to a worsening with very few or no relapses or magnetic resonance 
imaging (MRI) activity (secondary progressive MS).  Around 10% to 15% of 
patients have a steady progression of symptoms over time (primary progressive 
MS), marked by some clinical manifestations or by MRI activity.  Primary 
progressive MS is generally diagnosed in patients on the upper level of the typical 
age range (e.g., almost 40 years of age) and the distribution is equivalent among 
the two genders.  Advances in the understanding of the MS disease process, as 
well as in MRI technology, spurned updated disease course descriptions in 2013,3 
as well as in 2017.4  The revised disease courses are clinically isolated syndrome, 
relapsing remitting MS, primary progressive MS, and secondary progressive MS.2-4  
Clinically isolated syndrome is now more recognized among the course 
descriptions of MS.  It is the first clinical presentation of MS that displays 
characteristics of inflammatory demyelination that may possibly be MS but has yet 
to fulfill diagnostic criteria.  It is notable that the other MS designations can be 
further characterized considering whether patients have active disease (or not 
active), as well as if disease is worsening or stable.  Disability in MS is commonly 
graded on the deterioration of mobility per the Expanded Disability Status Scale 
(EDSS) an ordinal scale that ranges from 0 to 10, with higher scores indicating 
greater disability.   
 
Safety 
Mavenclad has a Boxed Warning regarding malignancies and the risk of 
teratogenicity.1  Mavenclad may increase the risk of malignancy.  Also, Mavenclad 
is a cytotoxic drug.  Special handling instructions and disposal procedures should 
be followed.  There are several contraindications associated with the use of 



Mavenclad including:  patients with current malignancy; pregnant women, women 
and men of reproductive potential who do not plan to use effective contraception 
during Mavenclad dosing and for 6 months after the last dose in each treatment 
course; human immunodeficiency virus (HIV); active chronic infection (e.g., 
hepatitis or tuberculosis); history of hypersensitivity to cladribine; and women 
intending to breastfeed on a treatment day in which Mavenclad is administered 
and for 10 days after the last dose.  Warnings and Precautions for Mavenclad 
include lymphopenia, infections, hematologic toxicity, graft-versus-host disease 
with blood transfusion, and liver injury. 
 
Guidelines 
In June 2019, a consensus paper was updated by the MS Coalition that discusses 
the use of disease-modifying therapies in MS.2  Many options from various disease 
classes, involving different mechanisms of action and modes of administration, 
have shown benefits in patients with MS. 
 
Rationale             
Prior authorization is required to ensure the safe, clinically appropriate and cost 
effective use of Mavenclad (cladribine) while maintaining optimal therapeutic 
outcomes. 
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Billing Coding/Physician Documentation Information    

 

N/A Oral, Specialty pharmacy benefit   
  

 
Additional Policy Key Words         
N/A 
 
Policy Implementation/Update Information      

10/2019 New policy titled Mavenclad (cladribine) 
10/2020 Annual review – no changes made 
10/2021 Annual review – no changes made 

 



 

10/2022 Annual review: added another FDA approved indication (hairy cell 
leukemia (injection only)), added off label uses  

  
  
  

 
               
 
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. 
 


