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D SECUR

UM-CDG-074 Rituximab

Approved By: Effective Date:
Director, Health Services 10/20/2025

This Policy applies to all SECUR affiliates, associates, and subsidiaries.

Approved by Courtney Gonzales, Director of Health Services on behalf of the Utilization Management
Committee.

PURPOSE

This coverage determination guideline serves to address rituximab, a genetically engineered chimeric
murine/human monoclonal immunoglobulin G1 (IgG1) kappa antibody directed against the CD20 antigen. It
binds specifically to the antigen CD20, 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 greater than 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 tissues. In non-Hodgkin’s lymphoma members, administration of rituximab resulted
in depletion of circulating and tissue based B-cells.

For SECUR Health Plan members, National Coverage Determinations (NCD) and Local Coverage Determinations
(LCD) will be applied to requests when applicable. SECUR Health Plan Coverage Determination Guidelines
(CDG) will be utilized in the absence of an appropriate NCD and/or LCD.

DEFINITIONS
None

POLICY

SECUR Health Plan recognizes the following indications for US Food and Drug Administration (FDA) approved
uses of rituximab as medically necessary:
1. Non-Hodgkin’s Lymphoma
e Relapsed or refractory, low-grade or follicular, CD20-positive, B-cell NHL as a single agent
e Previously untreated follicular, CD-20-positive, B-cell NHL in combination with first line
chemotherapy and, in members achieving a complete or partial response to rituximab in combination
with chemotherapy, as a single-agent maintenance therapy
e Non-progressing chemotherapy
e Previously untreated diffuse large B-cell, CD-20-positive NHL in combination with
cyclophosphamide, doxorubicin, vincristine, and prednisone (CHOP) or other anthracycline-based
chemotherapy regimens
2. Chronic lymphocytic leukemia (CLL)
e Rituximab is indicated, in combination with fludarabine and cyclophosphamide (FC), for the treatment
of members with previously untreated and previously treated CD20-positive CLL.
3. Rheumatoid Arthritis
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e Rituximab in combination with methotrexate is indicated for the treatment of members with
moderately to severely active rheumatoid arthritis who have had an inadequate response to one or more
tumor necrosis factor (TNF) antagonist therapies.

4. Granulomatosis with polyangiitis (GPA) and microscopic polyangiitis (MPA)
e Rituximab in combination with glucocorticoids is indicated for the treatment of GPA and MPA

Accepted Off-Label Uses
e 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 members initially treated with chemotherapy
with or without RT in combination with bendamustine
e Low grade or follicular CD20-positive, B-cell NHL

Intermediate and high-grade NHL when used as a single agent, in combination with CHOP

chemotherapy regimen, or in combination with other agents active in the disease

Immune or idiopathic thrombocytopenia purpura

Evans’ syndrome

Waldenstrom’s macroglobulinemia

Treatment of refractory thrombotic thrombocytopenic purpura (TTP) for members who do not respond

to plasmapheresis

e 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)

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

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

e Neuromyelitis optica

e Polymyositis as a second or third line therapy

e Myasthenia gravis

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

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

e Antineutrophil cytoplasmic antibody (ANCA) associated vasculitis

e 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

e Post-transplant lymphoproliferative disorder (PTLD)

e Epstein-Barr viremia (EBV) in members at high risk for PTLD — allogenic bone marrow transplant
member with prolonged T-cell immune impairment

e Autoimmune encephalitis in bone marrow transplant members

References:

1. Bakker NA, van Imhoff GW. Post-transplant lymphoproliferative disorders: from treatment to early
detection and prevention? Haematologica. 2007;92(11):1447-1450.

2. Capello D, Berra E, Cerri M, Gaidano G. Post-transplant lymphoproliferative disorders. Molecular
analysis of histogenesis and pathogenesis. Minerva Med. 2004;95(1):53-64.

3. Choquet S, Leblond V, Herbrecht R, et al. Efficacy and safety of rituximab in B-cell post-
transplantation lymphoproliferative disorders: results of a prospective multicenter phase 2
study. Blood. 2006;107(8):3053-3057.



SECUR Health Plan UM-CDG-074 Rituximab

Page
3of5

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Choquet S, Oertel S, LeBlond V, et al. Rituximab in the management of post-transplantation
lymphoproliferative disorder after solid organ transplantation: proceed with caution. Ann Hematol.
2007;86(8):599-607.

Cohen JI. Epstein-Barr virus lymphoproliferative disease associated with acquired

immunodeficiency. J Med. 1991;70(2):137-160.

Colombat P, Salles G, Brousse N, et al. Rituximab (anti-CD20 monoclonal antibody) as single first-
line therapy for patients with follicular lymphoma with a low tumor burden: clinical and molecular
evaluation. Blood. 2001;97(1):101-106.

Cox KL, Lawrence-Miyasaki LS, Garcia-Kennedy R, et al. An increased incidence of Epstein-Barr
virus infection and lymphoproliferative disorder in young children on FK506 after liver
transplantation. Transplantation. 1995;59(4):524-529.

Czyzewski K, Styczynski J, Krenska A, et al. Intrathecal therapy with rituximab in central nervous
system involvement of post-transplant lymphoproliferative disorder. Leuk Lymphoma. 2013;54(3):503-
506.

Doubrovina E, Oflaz-Sozmen B, Prockop SE, et al. Adoptive immunotherapy with unselected or EBV-
specific T cells for biopsy-proven EBV+ lymphomas after allogeneic hematopoietic cell
transplantation. Blood. 2012;119(11):2644-2656.

EBPG Expert Group on Renal Transplantation. European best practice guidelines for renal
transplantation. Section I'V: long-term management of the transplant recipient. IV.6.1. Cancer risk after
renal transplantation. Post-transplant lymphoproliferative disease (PTLD): prevention and

treatment. Nephrol Dial Transplant. 2002;17 Suppl 4:31-36.

Edwards JC, Szczepanski L, Szechinski J, et al. Efficacy of B-cell-targeted therapy with rituximab in
patients with rheumatoid arthritis. N Engl J Med. 2004;350(25):2572-2581.

Elstrom RL, Andreadis C, Aqui NA, et al. Treatment of PTLD with rituximab or chemotherapy. 4m J
Transplant. 2006;6(3):569-576.

Garfin PM, Shapiro R. Posttransplant Lymphoproliferative Disease . Updated 2/8/2024. Accessed on
10/21/2024.

Gordan LN, Grow WB, Pusateri A, Douglas V, Mendenhall NP, Lynch JW. Phase II trial of
individualized rituximab dosing for patients with CD20-positive lymphoproliferative disorders. J Clin
Oncol. 2005;23(6):1096-1102.

Gross TG, Bucuvalas JC, Park JR, et al. Low-dose chemotherapy for Epstein-Barr virus-positive post-
transplantation lymphoproliferative disease in children after solid organ transplantation. J Clin Oncol.
2005;23(27):6481-6488.

Gross TG, Orjuela MA, Perkins SL, et al. Low-dose chemotherapy and rituximab for posttransplant
lymphoproliferative disease (PTLD): A children's oncology group report. Am J Transplant.
2012;12(11):3069-3075.

Haque T, Wilkie GM, Jones MM, et al. Allogeneic cytotoxic T-cell therapy for EBV-positive
posttransplantation lymphoproliferative disease: results of a phase 2 multicenter clinical trial. Blood.
2007;110(4):1123-1131.

Hartmann C, Schuchmann M, Zimmermann T. Posttransplant lymphoproliferative disease in liver
transplant patients. Curr Infect Dis Rep. 2011;13(1):53-59.

Heidel F, Lipka DB, von Auer C, Huber C, Scharrer I, Hess G. Addition of rituximab to standard
therapy improves response rate and progression-free survival in relapsed or refractory thrombotic
thrombocytopenic purpura and autoimmune haemolytic anaemia. Thromb and Haemost.
2007;97(2)228-233.

Hoffman GS. L.52 Vasculitis treatment: Is it time to change the standard of care for ANCA-associated
vasculitis? Presse Med. 2013;42(4 Pt 2): 643-650.



http://emedicine.medscape.com/article/431364-overview

Page

SECUR Health Plan UM-CDG-074 Rituximab 40f5

21. Izadi M, Fazel M, Saadat SH, Taheri S. Radiotherapy is the best treatment method in post transplant
lymphoproliferative disorders localizing in brain: A review of the literature. Ann Transplant.
2011;16(4):126-133.

22. Jaksch P, Wiedemann D, Kocher A, Murakdzy G, Augustin V, Klepetko W. Effect of cytomegalovirus
immunoglobulin on the incidence of lymphoproliferative disease after lung transplantation: Single-
center experience with 1157 patients. Transplantation. 2013;95(5):766-772.

23. Jones RB, Tervaert JW, Hauser T, et al. Rituximab versus cyclophosphamide in ANCA-associated
renal vasculitis. N Engl J Med. 2010;363(3):211-220.

24. Kallenberg CG. Key advances in the clinical approach to ANCA-associated vasculitis. Nat Rev
Rheumatol. 2014;10(8):484-493.

25. Mukhtyar C, Guillevin L, Cid MC, et al. EULAR recommendations for the management of primary
small and medium vessel vasculitis. Ann Rheum Dis. 2009;68(3):310-317.

26. Nabors LB, Palmer CA, Julian BA, Przekwas AM, Kew CE. Isolated central nervous system
posttransplant lymphoproliferative disorder treated with high-dose intravenous methotrexate. 4m J
Transplant. 2009;9(5):1243-1248.

27. National Comprehensive Cancer Network (NCCN) Drugs & Biologics Compendium® (2016).
Rituximab.

28. O’Brien S, Bernert RA, Logan JL, Lien YH. Remission of posttransplant lymphoproliferative disorder
after interferon alfa therapy. J Am Soc Nephrol. 1997;8(9):1483-1489.

29. Pamuk GE, Turgut B, Demir M, Tezcan F, Vural O. The successful treatment of refractory
autoimmune hemolytic anemia with rituximab in a patient with chronic lymphocytic leukemia. Am J
Hematol. 2006;81(8):631-633.

30. Parker A, Bowles K, Bradley JA, et al. Management of post-transplant lymphoproliferative disorder in
adult solid organ transplant recipients - BCSH and BTS Guidelines. Br J Haematol. 2010;149(5):693-
705.

31. Rasmussen N. The 2012 revised international Chapel Hill consensus conference nomenclature of the
vasculitides. Ann Rheum Dis. 2012;71(Suppl 3):16.

32. Rituxan®(rituximab) [package insert] Genentech, Inc; 1997.

33. Rituxan® (rituximab) . Prescribing information. Genentech, Inc; 2024. Accessed 10/21/24.

34. Schonermarck U, Gross WL, de Groot K. Treatment of ANCA-associated vasculitis. Nat Rev Nephrol.
2014;10(1):25-36.

35. Schubert S, Renner C, Hammer M, et al. Relationship of immunosuppression to Epstein-barr viral load
and lymphoproliferative disease in pediatric heart transplant patients. J Heart Lung Transplant.
2008;27(1):100-105.

36. Shapiro RS, Chauvenet A, McGuire W, et al. Treatment of B-cell lymphoproliferative disorders with
interferon alfa and intravenous gamma globulin. N Engl J Med. 1988;318(20):1334.

37. Specks U, Merkel PA, Seo P, et al. Efficacy of remission-induction regimens for ANCA-associated
vasculitis. N Engl J Med. 2013;369(5):417-427.

38. Stone JH, Merkel PA, Spiera R, et al. Rituximab versus cyclophosphamide for ANCA-associated
vasculitis. N Engl J Med. 2010;363(3):221-232.

39. Sun Q, Burton R, Reddy V, Lucas KG. Safety of allogeneic Epstein-Barr virus (EBV)-specific
cytotoxic T lymphocytes for patients with refractory EBV-related lymphoma. Br J Haematol.
2002;118(3):799-808.

40. Suryanarayan K, Natkunam Y, Berry G, Bangs CD, Cherry A, Dahl G. Modified cyclophosphamide,
hydroxydaunorubicin, vincristine, and prednisone therapy for posttransplantation lymphoproliferative
disease in pediatric patients undergoing solid organ transplantation. J Pediatr Hematol Oncol.
2001;23(7):452-455.



http://www.gene.com/download/pdf/rituxan_prescribing.pdf

Page

SECUR Health Plan UM-CDG-074 Rituximab 50f5

41. Swerdlow SH, Campo E, Harris NL, et al. World Health Organization Classification of Tumours of
Haematopoietic and Lymphoid Tissues. Lyon, France: IARC Press; 2008.

42. Swinnen LJ, LeBlanc M, Grogan TM, et al. Prospective study of sequential reduction in
immunosuppression, interferon alpha-2B, and chemotherapy for posttransplantation
lymphoproliferative disorder. Transplantation. 2008;86(2):215-222.

Taj MM, Messahel B, Mycroft J, et al. Efficacy and tolerability of high-dose methotrexate in central
nervous system positive or relapsed lymphoproliferative disease following liver transplant in
children. Br J Haematol. 2008;140(2):191-196.

43. Taylor AL, Bowles KM, Callaghan CJ, et al. Anthracycline-based chemotherapy as first-line treatment

in adults with malignant posttransplant lymphoproliferative disorder after solid organ
transplantation. Transplantation. 2006;82(3):375-381.

44. Trappe R, Oertel S, Leblond V, et al. Sequential treatment with rituximab followed by CHOP
chemotherapy in adult B-cell post-transplant lymphoproliferative disorder (PTLD): the prospective
international multicentre phase 2 PTLD-1 trial. Lancet Oncol. 2012;13(2):196-206.

45. Vose JM, Link BK, Grossbard ML, et al. Phase II study of rituximab in combination with CHOP
chemotherapy in patients with previously untreated, aggressive non-hodgkin’s lymphoma. J Clin
Oncol. 2001;19(2):389-397.

Ziegler JL, Drew WL, Miner RC, et al. Outbreak of Burkitt’s-like lymphoma in homosexual
men. Lancet. 1982;2(8299):631-633.

46. Local Coverage Determination (LCD) L35026, Rituximab, 11/28/2024,
https://www.cms.gov/medicare-coverage-database/view/lcd.aspx?L.CDId=35026



https://www.cms.gov/medicare-coverage-database/view/lcd.aspx?LCDId=35026

