
 

  

Background 
The Oregon Department of Consumer and Business Services (DCBS) Prescription Drug Affordability 
Board (PDAB) staff requested that Myers and Stauffer assess the clinical appropriateness of Rituxan 
(rituximab) being referenced as a clinical alternative to Ocrevus (ocrelizumab) within documents 
utilized by the PDAB for conducting an affordability review. Genentech, the manufacturer of both 
Rituxan and Ocrevus, has requested the Board to exclude Rituxan as an inappropriate therapeutic 
alternative based on their interpretation of the definition of “therapeutic alternative” in  OAR 925-
200-0020(2)(c): 

Therapeutic alternative is to mean, “A drug product that contains a different therapeutic 
agent than the drug in question, but is FDA-approved, compendia-recognized as off-label 
use for the same indication, or has been recommended as consistent with standard medical 
practice by medical professional association guidelines to have similar therapeutic effects, 
safety profile, and expected outcome when administered to patients in a therapeutically 
equivalent dose.” 

Genentech cited biological inconsistency, clinical inconsistency, and regulatory inconsistency in 
their request for removal.  

Clinical Indications 
Ocrelizumab, a CD20-directed cytolytic antibody, is FDA-approved for the treatment of relapsing 
forms of multiple sclerosis (MS) and primary progressive MS in adults, and relapsing-remitting MS 
in pediatric patients.i 

Rituximab is a CD20-directed cytolytic antibody indicated for the treatment of Non-Hodgkin’s 
Lymphoma (NHL) and other oncology and autoimmune disorders.ii  It is not FDA-approved to treat 
MS.  

Supporting Evidence for Rituxan in MS 
Micromedex recognizes the off-label use of rituximab in Relapsing Remitting MS (RRMS).iii The 
strength of recommendation is Adult Class IIb: Recommended, in some cases. The strength of 
evidence is Category B, indicating the evidence is based on data derived from meta-analyses of 
randomized controlled trials with conflicting conclusions with regard to the directions and degrees 
of results between individual studies, randomized controlled trials that involved small numbers of 
patients or had significant methodological flaws, or nonrandomized studies.  

https://secure.sos.state.or.us/oard/viewSingleRule.action;JSESSIONID_OARD=A_jIhfhWWUpZR2LVMmsHZ3KoMfTGhz7f-NI1KCPSmr7v8l-OSDfg!1654626489?ruleVrsnRsn=303557
https://secure.sos.state.or.us/oard/viewSingleRule.action;JSESSIONID_OARD=A_jIhfhWWUpZR2LVMmsHZ3KoMfTGhz7f-NI1KCPSmr7v8l-OSDfg!1654626489?ruleVrsnRsn=303557


 

  

The American Academy of Neurology Practice Guideline includes rituximab in their 
recommendations.iv Their review determined that rituximab is probably more effective than 
placebo in decreasing the risk of relapse at one year in those with RRMS. Regarding starting 
treatment, the guideline recommends that clinicians should offer ocrelizumab to people with 
Primary Progressive MS (PPMS). The rationale for this recommendation states, “Ocrelizumab is the 
only DMT [disease modifying treatment] shown to alter disease progression in individuals with 
PPMS who are ambulatory. The RCT [randomized controlled trial] of rituximab in PPMS was 
promising but inconclusive.” Additionally, the guidelines also state that although RCT data are 
unavailable, retrospective cohort data shows that when switching from natalizumab, rituximab 
“may result in lower rates of clinical and radiologic disease activity compared with switching to 
fingolimod.”  

The Consortium of Multiple Sclerosis Centers Best Practices in Multiple Sclerosis Therapies 
discusses the off-label use of rituximab:  

Similar to the two approved anti-CD20 agents in MS (ocrelizumab and ofatumumab) 
rituximab binds to the CD20 antigen on B cells to induce near-complete B-cell depletion. 
Some studies have shown differences between rituximab and the other anti-CD20 agents in 
immunogenicity; effect on T cells; binding affinity; and complement activation; but it is not 
clear how important these differences are clinically.[…] it is clear that this agent [rituximab] 
has a place in MS therapy and will continue to be used clinically in many settings as a more 
cost-effective option among anti-CD20 agents.” v 

The Institute for Clinical and Economic Review (ICER) published a final evidence report on 
treatments for MS in 2023, which included several recommendations regarding the inclusion of 
rituximab as a treatment option in relapsing MS (RMS), including:   

All stakeholders have a responsibility and an important role to play in ensuring that all 
effective treatment options for patients with RMS, including off-label use of rituximab, are 
utilized in ways to help improve affordability and access and reduce health inequities. […] 
All stakeholders should work together to remove barriers to rituximab for the treatment of 
RMS, as broader use of rituximab, particularly biosimilar rituximab, could lead to better 
health outcomes, less financial toxicity to patients, and lessen health inequities.vi 

In early 2026, the MS International Federation developed evidence-based recommendations for 
the use of rituximab in low-resource settings. The panel recommends the use of rituximab in 



 

  

patients with RMS and active PPMS compared to no treatment or several on-label DMTs. These 
recommendations were based on very low certainty of evidence but provide a case for rituximab as 
a treatment in low-resource settings.vii viii 

The National Multiple Sclerosis Society includes rituximab in its listing of medications commonly 
used off-label, stating that studies have demonstrated efficacy in reducing relapses, limiting new 
CNS inflammation, and limiting progression of MS.ix  

A study recently published in the New England Journal of Medicine directly compared rituximab 
versus ocrelizumab in newly diagnosed RMS. Patients were randomized to receive rituximab or 
ocrelizumab every 6 months for 24 months, with a primary endpoint of absence of new or 
enlarging lesions on MRI. The study found rituximab to be noninferior to ocrelizumab with a similar 
incidence of serious adverse events.x 

Conclusion 
The Oregon PDAB staff agrees with Genentech’s assessment that rituximab is not FDA approved for 
use in MS, and ocrelizumab is a preferred first-line agent in PPMS. However, its off-label use in RMS 
has been documented in compendia, guidelines, and trials. Based on the above information, and 
consistent with the definition in OAR 925-200-0020(2)(c), “compendia-recognized as off-label use 
for the same indication, or has been recommended as consistent with standard medical practice by 
medical professional association guidelines…” we agree that it is appropriate to include Rituxan as a 
therapeutic alternative to Ocrevus for consideration within the PDAB’s affordability reviews.  
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