
 

June 29, 2026  
Blue Cross Blue Shield of Texas  
Medical Policy Department  
1001 E. Lookout Drive  
Richardson, TX 75082  

 
Re: Medical Policy for Rituximab in ANCA-Associated Vasculitis — 
Request to Permit Repeat Induction Dosing for Partial Responders and 
Disease Flares  

 
Dear Medical Policy Review Committee:  

 
The Coalition of State Rheumatology Organizations (CSRO) writes to 
respectfully request that Blue Cross Blue Shield of Texas (BCBS TX) revise 
its current medical policy for rituximab (Rituxan) in the treatment of 
antineutrophil cytoplasmic antibody (ANCA)-associated vasculitis (AAV), 
specifically granulomatosis with polyangiitis (GPA) and microscopic 
polyangiitis (MPA). While CSRO appreciates that the current policy 
appropriately approves an initial induction course of rituximab 375 
mg/m² intravenously once weekly for 4 weeks, the policy's requirement 
that patients subsequently move exclusively to maintenance dosing — 
without the option for repeat induction-dose courses in the setting of 
partial response or disease flare — is inconsistent with the FDA-approved 
prescribing information, published clinical trial evidence, and current 
clinical practice guidelines from major medical societies.  

 
I. FDA-Approved Prescribing Information Supports Re-Induction  
 
The FDA-approved Rituxan prescribing label specifies an induction 
regimen of 375 mg/m² intravenously once weekly for 4 weeks for 
patients with active GPA or MPA. [1] The label further specifies a 
separate follow-up (maintenance) regimen of two 500 mg infusions 
separated by two weeks, followed by 500 mg every 6 months, for 
patients "who have achieved disease control with induction 
treatment". [1] This distinction is critical: the maintenance regimen 
is indicated only for patients who have achieved disease control. Patients 
who have not achieved adequate disease control — i.e., partial 
responders — or who experience disease flare have, by definition, active 
disease and therefore require re-induction therapy, not maintenance 
dosing.  
 
II. Clinical Trial Evidence Strongly Supports Rituximab Re-Induction for 
Relapsing Disease  

 
AAV is a relapsing-remitting disease with relapse rates of 30–50% within 
the first 5 years, even with maintenance 

https://www.openevidence.com/rare-disease/granulomatosis-with-polyangiitis
https://www.openevidence.com/rare-disease/microscopic-polyangiitis
https://www.openevidence.com/rare-disease/microscopic-polyangiitis
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therapy. [1] Relapse is associated with cumulative organ damage, including progressive renal 
failure, pulmonary hemorrhage, and other life- and organ-threatening 
manifestations. [1] Undertreating relapse exposes patients to irreversible harm.  
 
The evidence supporting rituximab re-induction at the full induction dose (375 mg/m² × 4 
weeks) for relapsing AAV is robust:  
 

 RAVE Trial (Stone et al., NEJM 2010): This landmark randomized controlled 
trial established rituximab 375 mg/m² weekly × 4 as noninferior to 
cyclophosphamide for remission induction. In a post hoc analysis, patients with 
relapsing disease treated with rituximab achieved significantly higher remission 
rates than those treated with cyclophosphamide, particularly in PR3-ANCA–positive 
patients (OR 3.57 at 6 months; OR 4.32 at 12 months). Retreatment with rituximab 
at induction dosing induced remission in 88% of patients who relapsed after a first 
course. [2]  
 RITAZAREM Trial (Smith et al., Ann Rheum Dis 2020): This large prospective 
cohort of 188 patients with relapsing GPA/MPA received re-induction with rituximab 
375 mg/m² weekly × 4 in combination with glucocorticoids. Ninety percent 
(171/188) achieved remission by 4 months, with a safety profile consistent with 
prior studies. This trial specifically enrolled patients with relapsing disease and used 
the full induction-dose regimen — not maintenance dosing — to re-induce 
remission. [3]  
 

III. Clinical Practice Guidelines Unanimously Recommend Re-Induction for Relapsing AAV  
 
All major society guidelines explicitly recommend re-induction therapy — preferably with 
rituximab — for patients with relapsing AAV:  
 

 American College of Rheumatology/Vasculitis Foundation (2021): "For patients 
with GPA/MPA who have experienced relapse with severe disease manifestations 
and are not receiving rituximab for remission maintenance, we conditionally 
recommend treatment with rituximab over cyclophosphamide for remission re-
induction." The guideline further notes that both the 375 mg/m² weekly × 4 and 
the 1,000 mg × 2 regimens are considered equally efficacious for induction. [2]  
 KDIGO 2024 Clinical Practice Guideline: "Patients with relapsing disease should 
be reinduced, preferably with rituximab." The guideline states that "relapses 
respond to immunosuppression with a remission rate similar to that of the initial 
presentation, and severe relapses should be treated by reintroducing induction 
therapy". [2]  
 KDOQI US Commentary (2023): "Rituximab is superior to cyclophosphamide for 
induction of remission in patients with relapsing disease." The commentary further 
notes that retreatment with rituximab at induction dosing induced remission in 88–
91% of relapsing patients across the RAVE and RITAZAREM trials. [2]  
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 EULAR (2022): Also recommends re-induction with rituximab or 
cyclophosphamide combined with glucocorticoids for organ-threatening 
relapses. [2]  

 
IV. Clinical Rationale: Maintenance Dosing Is Insufficient for Active Disease  

 
The distinction between induction and maintenance dosing is not merely semantic — it reflects 
fundamentally different clinical goals. Induction therapy aims to rapidly suppress active, organ-
threatening inflammation. Maintenance therapy aims to prevent relapse in patients who have 
already achieved remission. Applying maintenance-level dosing to a patient with active disease 
flare or partial response is medically inappropriate and places the patient at risk for:  
 

 Progressive, irreversible organ damage (renal failure, pulmonary hemorrhage, 
neuropathy)  
 Increased cumulative glucocorticoid exposure due to inadequate disease control  
 Need for more toxic alternative agents such as cyclophosphamide  

 
V. Request  
 
CSRO respectfully requests that BCBS TX revise its medical policy to permit repeat induction 
courses of rituximab (375 mg/m² weekly × 4) for patients with ANCA-associated vasculitis who:  
 

1. Have achieved only a partial response to initial induction therapy, or  
2. Experience disease flare or relapse after initial induction and/or during or after 
maintenance therapy. 

 
This revision would align the BCBS TX policy with the FDA-approved prescribing information, 
the highest-quality clinical trial evidence, and the unanimous recommendations of the ACR, 
KDIGO, KDOQI, and EULAR clinical practice guidelines.  

 
We welcome the opportunity to discuss this matter further and are available to 
provide additional clinical evidence or expert consultation as needed.  

 
Respectfully, 

 
 

 
 
Aaron W. Broadwell, MD 
President, Coalition of State Rheumatology Organizations (CSRO)  
Phone: (414) 918-9825 
Email: info@csro.info 
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