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Policy:

This policy stands to show the criteria for and preferencing agents within the products of rituximab and its biosimilars.  At the time of creation of this policy, there are five agents to be reviewed.  The review includes review of product package inserts for FDA approved indications and limitations, ASP pricing files updated quarterly, any external evidence available through CMS approved compendia, NCD/LCD information, and the approved system used for clinical direction of the Utilization Management team for agents on the eternalHealth Medicare Part B Prior Auth list.  This information combined with a wholistic review of the members’ clinical profile will allow the eternalHealth team to arrive at a decision of clinical appropriateness and is not a guarantee of payment.











Summary:

· All agents injected in the office will require prior authorization review for medical necessity
· If the request is for Ruxience or Truxima and determined to be medically necessary, it may be approved
· If the request is for Riabni, Rituxan, or Rituxan Hycela there must be a history of Ruxience or Truxima documented in the medical record and the lack of clinical response to that agent
· An exception to step therapy will be considered if:
· There is specific documentation of inadequate response, contraindication, adverse event or otherwise demonstrated for a preferred agent if requesting a secondary agent, and for preferred and secondary agents if requesting a tertiary agent.
· Request contains documentation of a continuation of therapy within the past 365 days (if new) or if it is a reauthorization request.

In either of the above situations, the product being used cannot be based on the use of samples or products provided through manufacturer patient assistance programs.

Exclusions:
· Requests for indications not FDA approved or supported by documentation of compendial acceptance provided by the requesting provider

Preferencing:
Preferred Agents: Ruxience, Truxima
Secondary Agents: Riabni, Rituxan, Rituxan Hycela

Agents:

HCPCS: Q5119, Q5115, Q5123, J9312, J9311
[bookmark: cl_c_2][bookmark: cl_c_3]Rituximab is a recombinant monoclonal antibody that results in cell death of B-lymphocytes by targeting the CD20 protein expressed on the lymphocyte surface. Potential adverse events that may occur secondary to treatment with rituximab include JC virus infection resulting in progressive multifocal leukoencephalopathy, hepatitis B virus reactivation, infusion reaction, tumor lysis syndrome (in patients with non-Hodgkin lymphoma), and severe mucocutaneous reaction.
[bookmark: cl_c_1]Rituximab may be indicated when ALL the following are present:
· Clinical diagnosis of 1 or more of the following:
.  Acute lymphoblastic leukemia and ALL the following:
. Administered in combination with other agents (e.g., cyclophosphamide, vincristine, doxorubicin, dexamethasone, methotrexate, cytarabine)
. B-cell precursor disease
. CD20-positive and Philadelphia chromosome-negative disease
. Previously untreated disease
.  ANCA-associated vasculitis (i.e., granulomatosis with polyangiitis or microscopic polyangiitis) and ALL the following:
. Age 2 years or older
. Treatment scenario, as indicated by 1 or more of the following:
. [bookmark: cl_c_100][bookmark: cl_c_101][bookmark: cl_c_102]Active severe, relapsed, or refractory disease present (e.g., progressive glomerulonephritis, alveolar hemorrhage, vasculitic neuropathy), and administered in combination with glucocorticoids, with or without avacopan 
. Maintenance therapy, and administered as monotherapy
· [bookmark: cl_c_105][bookmark: cl_c_106][bookmark: cl_c_107]Autoimmune hemolytic anemia refractory to corticosteroids 
.  Chronic lymphocytic leukemia, CD20-positive, and ALL the following:
. Age 18 years or older
. [bookmark: cl_c_131][bookmark: cl_c_132]Administered in combination with other agents (e.g., fludarabine, cyclophosphamide, chlorambucil, bendamustine, idelalisib, venetoclax, ibrutinib) 
. Administration needed for 1 or more of the following:
. Previously untreated symptomatic disease
. Relapsed or refractory disease
.  Hodgkin lymphoma (nodular lymphocyte-predominant), as indicated by 1 or more of the following:
. Maintenance therapy when administered as single agent (for 2 years)
. Previously untreated disease
. Refractory disease or suspected relapse
.  Immune thrombocytopenia, as indicated by ALL the following:
. Disease activity and treatment scenario includes 1 or more of the following:
. [bookmark: cl_c_147][bookmark: cl_c_148]For adults: platelet count less than 30,000/mm3 (30 x109/L) 
. For children or adults: significant or persistent bleeding associated with low platelet count (e.g., less than 50,000/mm3 (50 x109/L))
. [bookmark: cl_c_149]Failure of or contraindication to therapy with 1 or more of the following:
. Anti-D immunoglobulin
. Corticosteroids
. IVIG
. Splenectomy
. [bookmark: cl_c_151] Non-Hodgkin lymphoma, as indicated by 1 or more of the following:
. Initial course of rituximab and ALL the following:
. CD20-positive B-cell non-Hodgkin lymphoma
. Clinical scenario, as indicated by 1 or more of the following:
2. Burkitt lymphoma, Burkitt-like lymphoma, or mature B-cell acute leukemia, as indicated by ALL the following:
1. Age 6 months or older
1. Previously untreated disease and administered in combination with first-line chemotherapy
2. Diffuse large B-cell lymphoma, as indicated by ALL the following:
2. Age 6 months or older
2. Previously untreated disease and administered in combination with first-line chemotherapy with 1 or more of the following:
2. [bookmark: cl_c_184]CHOP chemotherapy regimen (cyclophosphamide, doxorubicin, vincristine, and prednisone)
2. EPOCH chemotherapy regimen (etoposide, prednisone, vincristine, cyclophosphamide, and doxorubicin)
2. [bookmark: cl_c_187]Lymphome Malin B chemotherapy regimen
2. Other chemotherapy regimen for patient with poor left ventricular function who cannot tolerate high-dose anthracycline-based therapy
2. [bookmark: cl_c_188]Pola-R-CHP regimen (polatuzumab vedotin-piiq, cyclophosphamide, doxorubicin, prednisone) 
2. Follicular lymphoma, as indicated by ALL the following:
3. Age 18 years or older
3. Administered in combination with first-line chemotherapy
2. Mantle cell lymphoma, as indicated by ALL the following:
4. [bookmark: cl_c_201]Adult patient aged 65 years or younger
4. [bookmark: cl_c_202]Relapsed disease or refractory to at least one prior therapy
2. Marginal zone lymphoma (gastric and nongastric mucosa-associated lymphoid tissue (MALT), nodal marginal zone lymphoma, splenic marginal zone lymphoma), as indicated by ALL the following:
5. Age 18 years or older
5. Systemic treatment scenario, as indicated by 1 or more of the following:
2. Administered in combination with bendamustine
2. Administered in combination with CHOP chemotherapy regimen (cyclophosphamide, doxorubicin, vincristine, and prednisone)
2. Administered in combination with CVP chemotherapy regimen (cyclophosphamide, vincristine, and prednisone)
2. Administered as monotherapy or in combination with chlorambucil or cyclophosphamide for patients who cannot tolerate first-line therapy (e.g., elderly or infirm patient)
2. Nonprogressing low-grade disease, as indicated by ALL the following:
6. Age 18 years or older
6. Clinical scenario, as indicated by 1 or more of the following:
2. Complete response after first-line treatment with 6 to 8 cycles of cyclophosphamide, vincristine, and prednisone
2. Partial response after first-line treatment with 6 to 8 cycles of cyclophosphamide, vincristine, and prednisone
2. Stable disease after first-line treatment with 6 to 8 cycles of cyclophosphamide, vincristine, and prednisone
. Subsequent course of rituximab and ALL the following:
. CD20-positive B-cell non-Hodgkin lymphoma
. Clinical scenario, as indicated by 1 or more of the following:
2. Burkitt lymphoma, Burkitt-like lymphoma, or mature B-cell acute leukemia, with favorable response to prior first-line therapy with rituximab and chemotherapy
2. [bookmark: cl_c_212]Diffuse large B-cell lymphoma, with favorable response to prior first-line therapy with rituximab and chemotherapy 
2. [bookmark: cl_c_213]Follicular lymphoma, with favorable response to prior first-line therapy with rituximab, and 1 or more of the following:
3. Maintenance treatment
3. Relapsed or refractory disease
2. Mantle cell lymphoma, with favorable response to prior treatment with rituximab
2. Marginal zone lymphoma (gastric and nongastric mucosa-associated lymphoid tissue (MALT), nodal marginal zone lymphoma, splenic marginal zone lymphoma) requiring systemic therapy, with favorable response to prior treatment with rituximab, as indicated by 1 or more of the following:
5. Administered as monotherapy for patients who cannot tolerate first-line therapy (e.g., elderly or infirm patients)
5. Administered as combination therapy
.  Pemphigus and ALL the following:
. Age 18 years or older
. Clinical scenario, as indicated by 1 or more of the following:
. Initial therapy, and administered with corticosteroids
. Maintenance therapy
.  Post-transplant lymphoproliferative disorder after solid organ transplant and ALL the following:
. CD20-positive B-cell disease
. Disease activity and treatment scenario includes 1 or more of the following:
. [bookmark: cl_c_242]Adults with failure to respond to reduction of immunosuppressive therapy 
. Child with 1 or more of the following:
2. Failure to respond to reduction of immunosuppressive therapy
2. High risk of rejection with reduction of immunosuppressive therapy
2. Persistent or progressive post-transplant lymphoproliferative disorder in absence of allograft rejection
.  Rheumatoid arthritis, as indicated by 1 or more of the following:
. Initial course of rituximab and ALL the following:
. Age 18 years or older
. Administered in combination with methotrexate, unless unable to tolerate methotrexate
. [bookmark: cl_c_270]Moderate to severe active rheumatoid arthritis, as indicated by 1 or more of the following:
3. Clinical Disease Activity Index score greater than 10
3. Disease Activity Score of 3.2 or greater
3. Patient Activity Scale of 3.71 or greater
3. Patient Activity Scale-II of 3.71 or greater
3. Routine Assessment of Patient Index Data 3 score greater than 2
3. Simplified Disease Activity Index score greater than 11
. Subsequent course of rituximab and ALL the following:
. Age 18 years or older
. Administered in combination with methotrexate, unless unable to tolerate methotrexate
. Favorable response to prior administration of rituximab
.  Thrombotic thrombocytopenic purpura and ALL the following:
. Age 18 years or older
. Disease severity includes 1 or more of the following:
. Acute disease with either cardiac (e.g., increased troponin) or neurologic pathology
. Recurrent disease
. Refractory disease (i.e., to plasma exchange and corticosteroids)
.  Waldenstrom macroglobulinemia, as indicated by 1 or more of the following:
. [bookmark: cl_c_297]Initial course of rituximab and ALL the following:
. Age 18 years or older
. Administered as single agent or in combination with other agents
. [bookmark: cl_c_300]Primary therapy needed
. [bookmark: cl_c_301]Subsequent course of rituximab and ALL the following:
. Age 18 years or older
. [bookmark: cl_c_304]Partial or complete response to initial course of rituximab, as evidenced by ALL the following:
2. Fifty percent or greater reduction in adenopathy and/or organomegaly, if present with initial treatment, on physical examination or CT scan
2. Fifty percent or greater reduction of serum monoclonal IgM protein by serum electrophoresis
2. No new symptoms or signs of disease
. [bookmark: cl_c_305]Response to the initial rituximab course lasted at least 12 months. 
· No active hepatitis B infection (i.e., negative hepatitis B surface antigen and negative hepatitis B core antibody testing)
· No concurrent use of live vaccine
· [bookmark: cl_c_306]No severe or active infection (e.g., cellulitis, colitis, pneumonia, sepsis, urinary tract infection)
· No untreated latent or active tuberculosis

RITUXIMAB is a genetically engineered chimeric murine/human monoclonal immunoglobulin G1 (IgG1) kappa antibody directed against the CD20 antigen. Rituximab binds specifically to the antigen CD20 (human B-lymphocyte-restricted differentiation antigen, Bp35), a hydrophobic transmembrane protein with a molecular weight of approximately 35 kD located on pre-B and mature B lymphocytes. The antigen is expressed on >90% of B-cell non-Hodgkin’s lymphomas (NHL), but the antigen is not found on hematopoietic stem cells, pro-B-cells, normal plasma cells or other normal tissues.
B cells are believed to play a role in the pathogenesis of rheumatoid arthritis (RA) and associated chronic synovitis.

In non-Hodgkin’s lymphoma (NHL) patients, administration of rituximab resulted in depletion of circulating and tissue-based B cells.

In Wegener's granulomatosis with polyangiitis (GPA) and microscopic polyangiitis (MPA) patients, peripheral blood CD19 B-cells depleted to less than 10 cells/µl following the first 2 infusions of rituximab and remained at that level in most (84%) patients through month 6. By month 12, the majority of patients (81%) showed signs of B-cell return with counts >10 cells/µL.

Food and Drug Administration (FDA) approved uses:

1. NHL

RITUXIMAB is indicated for the treatment of patients with:
· Relapsed or refractory, low-grade or follicular, CD20-positive, B-cell NHL as a single agent.

· Previously untreated follicular, CD20-positive, B-cell NHL in combination with first line chemotherapy and, in patients achieving a complete or partial response to Rituximab in combination with chemotherapy, as single-agent maintenance therapy.

· Non-progressing (including stable disease), low-grade, CD20-positive, B-cell NHL as a single agent after first-line cyclophosphamide, vincristine and prednisone (CVP) chemotherapy.

· Previously untreated diffuse large B-cell, CD20-positive NHL in combination with cyclophosphamide, doxorubicin, vincristine, and prednisone (CHOP) or other anthracycline-based chemotherapy regimens.
2. Chronic lymphocytic leukemia (CLL)

RITUXIMAB is indicated, in combination with fludarabine and cyclophosphamide (FC), for the treatment of patients with previously untreated and previously treated CD20-positive CLL.

3. RA

RITUXIMAB in combination with methotrexate is indicated for the treatment of adult patients with moderately to severely active RA who have had an inadequate response to one or more tumor necrosis factor (TNF) antagonist therapies.

4. GPA and MPA
RITUXIMAB in combination with glucocorticoids, is indicated for the treatment of adult patients with GPA and MPA

Accepted Off-label Uses
· Second-line or salvage therapy with or without radiation therapy (RT) prior to autologous stem cell rescue for progressive disease or for relapsed disease in patients initially treated with chemotherapy with or without RT in combination with bendamustine

· Low grade or follicular CD20-positive, B-cell NHL (re-induction treatment appropriate for responders and patients with stable disease)

· Intermediate and high-grade NHL when used as a single agent, in combination with a CHOP chemotherapy regimen, or in combination with other agents active in the disease

· Immune or idiopathic thrombocytopenia purpura

· Evans’ syndrome

· Waldenstrom’s macroglobulinemia

· For the treatment of refractory thrombotic thrombocytopenic purpura (TTP) for patients who do not respond to plasmapheresis

· Autoimmune hemolytic anemia - rituximab is covered for those patients with autoimmune hemolytic anemia condition that is refractory to conventional treatment (e.g., corticosteroid treatment and splenectomy)

· Multifocal motor neuropathy (MMN) as a second line therapy

· Multiple sclerosis, relapsing, remitting (RRMS) as a third line therapy

· Neuromyelitis optica

· Polymyositis as a second- or third-line therapy

· Myasthenia gravis

· Anti-myelin associated glycoprotein (anti-MAG) polyneuropathy

· Graft-Versus-Host Disease (GVHD) as third line of therapy or greater

· Antineutrophil cytoplasmic antibody (ANCA) associated vasculitis

· RITUXIMAB has been shown to be an effective therapy for cryoglobulinemia and cryoglobulinemia induced renal disease with less complications than the standard therapy with cyclophosphamide and plasmapheresis
· Post-transplant lymphoproliferative disorder (PTLD) 
· Epstein-Barr viremia (EBV) in patients at high risk for PTLD
· allogenic bone marrow transplant patients with prolonged T-cell immune impairment
· such as those receiving cord blood units or ex vivo CD34 selected or T-cell-depleted hematopoietic cell grafts, or
· patients receiving antibodies against T-cells (alemtuzumab), or
· patients receiving high dose steroids for treatment of severe acute GVHD.
· Autoimmune encephalitis in bone marrow transplant patients


Duration of approval:

Initial authorization: Length requested, length specified in the indication above (if applicable), or 12 months, whichever is shortest

Reauthorization: Length requested, length specified in the indication above (if applicable), or 12 months, whichever is shortest

Exception Criteria:

· Exceptions may need to be reviewed on multiple levels depending on the agent requested: documentation of inadequate response, contraindication, adverse event or otherwise must be demonstrated for a preferred agent if requesting a secondary agent, and for preferred and secondary agents if requesting a tertiary agent.
· Coverage for a secondary or tertiary agent will be considered if there is documentation of a continuation of therapy within the past 365 days (if new) or if it is a reauthorization request.
· In either of the above situations, the product being used cannot be based on the use of samples or products provided through manufacturer patient assistance programs.

Reference(s): 

· "Rituximab." Medicare Coverage Database, 1 Oct. 2015, www.cms.gov/medicare-coverage-database/view/lcd.aspx?lcdid=35026&ver=75&keyword=rituximab&keywordType=starts&areaId=all&docType=NCA,CAL,NCD,MEDCAC,TA,MCD,6,3,5,1,F,P&contractOption=all&sortBy=relevance&bc=1.
· eternalHealth Medicare Part B Prior Authorization List.  https://www.eternalhealth.com/wp-content/uploads/2022/10/eternalHealth_MA-Part-B-PA-List-eff-1-1-2025.pdf
· CMS ASP Pricing Files.  https://www.cms.gov/medicare/payment/part-b-drugs/asp-pricing-files
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