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Coverage Determination: 

 
Initial/New Requests 

 
Briumvi (ublituximab-xiiy) is proven for the treatment of: 
 
Relapsing Forms of Multiple Sclerosis 
 
Briumvi is medically necessary for the treatment of relapsing forms of Multiple Sclerosis (MS) 
when ALL of the following criteria are met: 

A. Diagnosis of relapsing forms of multiple sclerosis (MS) (e.g., relapsing-remitting MS, 
secondary-progressive MS with relapses, progressive-relapsing MS with relapses); and 

B. Patient is NOT receiving Briumvi in combination with ANY of the following: 
I. Disease modifying therapy (e.g., interferon beta preparations, glatiramer 

acetate, natalizumab, fingolimod, cladribine, siponimod, or teriflunomide). 
II. B cell targeted therapy (e.g., rituximab, belimumab, ofatumumab, ocrelizumab). 

III. Lymphocyte trafficking blockers (e.g., alemtuzumab, mitoxantrone). 
C. Briumvi dosing is in accordance with the United States Food and Drug Administration 

approved labeling 
D. Initial authorization is for no more than 6 months. 

 
Note: Hepatitis B virus screening and quantitative serum immunoglobulin screening is required 

before first dose 
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Renewal/Continuation of Therapy Requests 

 
Briumvi is medically necessary for the treatment of relapsing forms of Multiple Sclerosis (MS) 
when ALL of the following criteria are met:  

A. Patient has previously received treatment with Briumvi; and 
B. Documentation of positive clinical response to Briumvi therapy; and 
C. Patient is NOT receiving Briumvi in combination with ANY of the following: 

I. Disease modifying therapy (e.g., interferon beta preparations, dimethyl 
fumarate, glatiramer acetate, natalizumab,fingolimod, cladribine, siponimod, or 
teriflunomide). 

II. B cell targeted therapy (e.g., rituximab, belimumab, ofatumumab, ocrelizumab). 
III. Lymphocyte trafficking blockers (e.g., alemtuzumab, mitoxantrone). 

D. Briumvi dosing is in accordance with the United States Food and Drug Administration 
approved labeling 

E. Authorization is for no more than 12 months. 
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General Background 

 
Multiple Sclerosis (MS) is a disease of the central nervous system that is currently incurable. This 
disease is characterized with fully or partially reversible periods of neurological disability.  
 
Initial presentation of symptoms include: unilateral optic neuritis, painless binocular diplopia, 
focal brainstem or cerebellar syndrome, partial transverse myelitis and sensory with or without 
motor symptoms.  
 
Magnetic Resonance Imagining (MRI) is commonly used to confirm diagnosis of MS. MRI can 
confirm presence of lesions that are the hallmark of MS. These lesions can be found throughout 
the central nervous system.  
 
The cause of MS is unknown but can be due to a number of environmental and genetic risk factors 
including but not limited to:  Sex (female), family history, tobacco exposure, obesity and history 
of mononucleosis.  
 
Lesion development is thought to be immune mediated involving T cells, B cells, antibodies as 
wells as the glia and neurons. Currently available therapies for treatment of MS target the 
aforementioned cells of the immune system. 
 
Briumvi a recombinant chimeric monoclonal antibody directed against CD20-expressing B-cells. 
The precise mechanism by which Briumvi exerts its therapeutic effects in multiple sclerosis is 
unknown, but is presumed to involve binding to CD20, a cell surface antigen present on pre-B 
and mature B lymphocytes. Following cell surface binding to B lymphocytes, Briumvi results in 
cell lysis through mechanisms including antibody-dependent cellular cytolysis and complement-
dependent cytolysis. 
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Clinical Evidence 

 
The efficacy of BRIUMVI was demonstrated in two randomized, double-blind, double-dummy, 
parallel group, active comparator-controlled clinical trials of identical design, in patients with 
RMS treated for 96 weeks [Study 1 (NCT03277261) and Study 2 (NCT03277248)]. Patients were 
randomized to receive either BRIUMVI, given as an IV infusion of 150 mg for the first infusion, 
450 mg two weeks after the first infusion for the second infusion/second dose, and 450 mg every 
24 weeks after the first infusion for subsequent doses (third infusion and beyond) with oral 
placebo administered daily; or teriflunomide, the active comparator, given orally as a 14 mg daily 
dose with IV placebo administered on the same schedule as BRIUMVI. Both studies enrolled 
patients who had experienced at least one relapse in the previous year, two relapses in the 
previous two years, or had the presence of a T1 gadolinium (Gd)-enhancing lesion in the previous 
year. Patients were also required to have an Expanded Disability Status Scale (EDSS) score from 
0 to 5.5 at baseline. Neurological evaluations were performed at baseline, every 12 weeks, and 
at the time of a suspected relapse. Brain MRI scans were performed at baseline and at Weeks 12, 
24, 48, and 96.  The primary outcome of both Study 1 and Study 2 was the annualized relapse 
rate (ARR) over the treatment period. Additional outcome measures included: the total number 
of MRI T1 Gdenhancing lesions by Week 96, the total number of new or enlarging MRI T2 
hyperintense lesions by Week 96, and time to confirmed disability progression for at least 12 
weeks. Disability progression was defined as an increase of greater than or equal to 1.0 point 
from the baseline EDSS score that was attributable to MS when the baseline score was 5.5 or 
less, and greater than or equal to 0.5 points when the baseline score was above 5.5. Confirmed 
disability progression was evaluated in a pooled analysis of Studies 1 and 2. Disability progression 
was considered confirmed when the increase in the EDSS was confirmed at a regularly scheduled 
visit 12 weeks after the initial documentation of neurological worsening. In Study 1, 274 patients 
were randomized to BRIUMVI and 275 to teriflunomide. Of those randomized to BRIUMVI, 88% 
completed the 96-week treatment period; of those randomized to teriflunomide, 92% completed 
the 96-week treatment period. The baseline demographic and disease characteristics were 
balanced between the two treatment groups. At baseline, the mean age was 37 years, 97% were 
White, and 63% were female.  In Study 2, 272 patients were randomized to BRIUMVI and 273 to 
teriflunomide. Of those randomized to BRIUMVI, 93% completed the 96-week treatment period; 
of those randomized to  teriflunomide, 88% completed the 96-week treatment period. The 
baseline demographic and disease characteristics were balanced between the two treatment 
groups. At baseline, the mean age was 35 years, 99% were White, and 65% were female.   In 
Study 1 and Study 2, BRIUMVI significantly lowered the ARR compared to teriflunomide. BRIUMVI 
statistically significantly reduced the number of T1 Gd-enhancing lesions and the number of new 
or enlarging T2 lesions in both studies compared to teriflunomide. There was no statistically 
significant difference in disability progression confirmed at 12 weeks between BRIUMVI-treated 
and teriflunomide-treated patients. 
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In exploratory analyses of Study 1 and Study 2, a similar effect of BRIUMVI on the ARR was 
observed in subgroups defined by gender, prior non-steroid MS therapy, baseline disability (EDSS 
3.5 or lower versus greater than 3.5), the number of relapses in the 2 years prior to study 
enrollment, and number of Gd-enhancing lesions at baseline.   
 

Note: Clinical studies of BRIUMVI did not include sufficient numbers of patients 65 years of age 
and older to determine whether they respond differently from younger adult patients. 
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Acronyms 

 
Multiple Sclerosis = MS 

Magnetic Resonance Imagining = MRI 
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