Lymphoma, Marginal Zone Pathways™"

Patient Name: Eﬁ:ﬁ:mc
Member ID: Treatment Start Date:
Stage: Pathology:
ECOG Status: 01 02 O 3 04 ICD-10 Code:
Line of Therapy: 0 1tLline OO0 2"Line OO0 3"Line /+ ]  Maint.
Biomarkers/Attributes: (select all that apply)
HIV Associated Lymphoma: [ VYes ] No Hepatitis B Status: [J Negative [ Positive
Transplant Candidate: [ VYes ] No CD20 Status: [ Negative [ Positive

Marginal Zone Lymphoma

First Line
O Helicobacter pylori (H. pylori) eradication therapy (Gastric MALT lymphoma only)
O Bendamustine + Rituximab* (BR)
[0  Chlorambucil £ Rituximab*
O Rituximab* (weekly for 4 doses)
Second and Subsequent Lines of Therapy (non-refractory disease)
O Bendamustine + Rituximab* (BR)
O CHOP (cyclophosphamide, doxorubicin, vincristine, prednisone) + Rituximab*
O CVP (cyclophosphamide, vincristine, prednisone) + Rituximab*
[0  Chlorambucil £ Rituximab*
O Rituximab* (weekly for 4 doses)
Second and Subsequent Lines of Therapy (refractory disease)
] Bendamustine + Obinutuzumab
Bendamustine + Rituximab* (BR)
CHOP (cyclophosphamide, doxorubicin, vincristine, prednisone) + Rituximab*

CVP (cyclophosphamide, vincristine, prednisone) + Rituximab*

O Ooog

Chlorambucil + Rituximab*
] Rituximab* (weekly for 4 doses)
First Line
] Rituximab*-CHOP (cyclophosphamide, doxorubicin, vincristine, prednisone)
Second and Subsequent Lines of Therapy
] Rituximab* + GDP (gemcitabine, dexamethasone, cisplatin or carboplatin)
] Rituximab* + ICE (ifosfamide, carboplatin, etoposide)

] Rituximab* + DHAP (dexamethasone, cisplatin, cytarabine)

Note: Pathways are independent of specific Optum Care/health plan medical policy coverage criteria. Optum Care/health plan medical policy/clinical guidelines
should be consulted to determine whether proposed services will be covered. Biosimilars or alternate formulations (along with the reference products) are
considered on pathway unless otherwise specified by health plan formularies, medical policies, or preferred product rules.
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*a biosimilar agent may be preferred under the patient’s specific health plan

**Therapies that are administered at Centers of Excellence, including stem cell transplant or CAR T-cell therapy, are not included in pathways. Patients eligible for
transplant or CAR T-cell therapy should be referred appropriately for evaluation.

References:

2019 ASPFiles. CMS.gov Centers for Medicare & Medicaid Services. March 19, 2019. Accessed May 20, 2019. Retrieved from
cms.gov/Medicare/Medicare-Fee-for-Service-Part-BDrugs/McrPartBDrugAvgSalesPrice/2019ASPFiles.html.

Andriani, A., Miedico. A., Tedeschi, L., et al. Management and Long-Term Follow-Up of Early Stage H. Pylori-Associated Gastric MALT-Lymphoma in
Clinical Practice: An Italian, Multicentre Study. Dig Liver Dis. 2009 Jul;41(7):467-73. doi: 10.1016/j.dld.2008.09.009. Epub 2008 Oct 21. PMID:
18945654.

Avilés, A., Nambo, M.J., Neri, N., et al. Mucosa-Associated Lymphoid Tissue (MALT) Lymphoma of the Stomach: Results of a Controlled Clinical Trial.
Med Oncol. 2005;22(1):57-62. doi: 10.1385/M0:22:1:057. PMID: 15750197.

Cheson, B.D., Chua, N., Mayer, J., et al. Overall Survival Benefit in Patients With Rituximab-Refractory Indolent Non-Hodgkin Lymphoma Who
Received Obinutuzumab Plus Bendamustine Induction and Obinutuzumab Maintenance in the GADOLIN Study. J Clin Oncol. 2018 Aug
1;36(22):2259-2266. doi: 10.1200/JC0.2017.76.3656. Epub 2018 Mar 27. PMID: 29584548.

Conconi, A., Martinelli, G., Thiéblemont, C., et al. Clinical Activity of Rituximab in Extranodal Marginal Zone B-Cell Lymphoma of MALT Type. Blood.
2003 Oct 15;102(8):2741-5. doi: 10.1182/blood-2002-11-3496. Epub 2003 Jul 3. PMID: 12842999.

Dreyling, M., Santoro, A., Mollica, L., et al. Long-Term Efficacy and Safety From the Copanlisib CHRONOS1 Study in Patients With Relapsed or
Refractory Indolent B-Cell Lymphoma. Blood 2018;132:1595.

Dreyling, M., Santoro, A., Mollica, L., et al. Phosphatidylinositol 3-Kinase Inhibition by Copanlisib in Relapsed or Refractory Indolent Lymphoma. J
Clin Oncol 2017;35:3898-3905.

Else, M., Marin-Niebla, A., de la Cruz, F., et al. Rituximab, Used Alone or in Combination, Is Superior to Other Treatment Modalities in Splenic
Marginal Zone Lymphoma. Br J Haematol. 2012 Nov;159(3):322-8. doi: 10.1111/bjh.12036. Epub 2012 Sep 27. PMID: 23016878

Flinn, I., Miller, C., Ardeshna, K., et al. DYNAMO: A Phase Il Study of Duvelisib (IPI-145) in Patients With Refractory Indolent Non-Hodgkin
Lymphoma. J Clin Oncol 2019;37:912-922.

Flinn, LW., van der Jagt, R., Kahl, B., et al. First-Line Treatment of Patients With Indolent Non-Hodgkin Lymphoma or Mantle-Cell Lymphoma With
Bendamustine Plus Rituximab Versus R-CHOP or R-CVP: Results of the BRIGHT 5-Year Follow-Up Study. J Clin Oncol 2019; 37: 984-991.

Flinn, .W., van der Jagt, R., Kahl, B.S., et al. Open-Label, Randomized, Noninferiority Study of Bendamustine-Rituximab or R-CHOP/R-CVP in First-
Line Treatment of Advanced Indolent NHL Or MCL: The BRIGHT Study. Blood 2014;123:2944-2952.

Fowler, N.H., Davis, R.E., Rawal, S., et al. Safety and Activity of Lenalidomide and Rituximab in Untreated Indolent Lymphoma: An Open-Label,
Phase 2 Trial. Lancet Oncol. 2014 Nov;15(12):1311-8. doi: 10.1016/51470-2045(14)70455-3. Epub 2014 Oct 15. PMID: 25439689; PMCID:
PMC4370362.

Gopal, A., Kahl, B., De Vos, S., et al. PI3K& Inhibition by Idelalisib in Patients With Relapsed Indolent Lymphoma. N EnglJ Med 2014;370:1008-1018.

Kalpadakis, C., Pangalis, G.A., Angelopoulou, M.K., et al. Treatment of Splenic Marginal Zone Lymphoma With Rituximab Monotherapy: Progress
Report and Comparison With Splenectomy. Oncologist. 2013;18(2):190-7. doi: 10.1634/theoncologist.2012-0251. Epub 2013 Jan 23. PMID:
23345547; PMCID: PMC3579603.

Leonard, J.P., Trneny, M., lzutsu, K., et al. AUGMENT: A Phase IIl Study of Lenalidomide Plus Rituximab Versus Placebo Plus Rituximab in Relapsed
or Refractory Indolent Lymphoma. J Clin Oncol 2019;37:1188-1199.

Note: Pathways are independent of specific Optum Care/health plan medical policy coverage criteria. Optum Care/health plan medical policy/clinical guidelines
should be consulted to determine whether proposed services will be covered. Biosimilars or alternate formulations (along with the reference products) are
considered on pathway unless otherwise specified by health plan formularies, medical policies, or preferred product rules.

Last Review [2.18.2022]| Effective [3.1.2022]



Lossos, I.S., Fabregas, J.C., Koru-Sengul, T., et al. Phase Il Study of (90)Y Ibritumomab Tiuxetan (Zevalin) in Patients With Previously Untreated
Marginal Zone Lymphoma. Leuk Lymphoma. 2015 Jun;56(6):1750-5. doi: 10.3109/10428194.2014.975801. Epub 2014 Nov 20. PMID: 25315074.

Mathais, J., Rummel,. Maschmeyer, G., et al. Bendamustine Plus Rituximab (B-R) Versus CHOP Plus Rituximab (CHOP-R) as First-Line Treatment in
Patients With Indolent Lymphomas: Nine-Year Updated Results From the Stil NHL1 Study. Journal of Clinical Oncology 2017; 35, no. 15_suppl:
7501-7501. DOI: 10.1200/JC0.2017.35.15_suppl.7501.

Medi-Span Price Rx. Online, Hudson, Ohio: Wolters Kluwer Clinical Drug Information, Inc.; 2019; May 31, 2019.

Nakamura, S., Sugiyama, T., Matsumoto, T., et al; JAPAN GAST Study Group. Long-Term Clinical Outcome of Gastric MALT Lymphoma After
Eradication of Helicobacter Pylori: A Multicentre Cohort Follow-Up Study of 420 Patients in Japan. Gut. 2012 Apr;61(4):507-13. doi: 10.1136/gutjnl-
2011-300495. Epub 2011 Sep 2. PMID: 21890816.

National Cancer Institute. Cancer Statistics. Retrieved from seer.cancer.gov/statfacts/html/dlbcl.html.
National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines in Oncology. Accessed Mar 1, 2021.

Noy, A., de Vos, S., Thieblemont, C., et al. Targeting Bruton Tyrosine Kinase With Ibrutinib in Relapsed/Refractory Marginal Zone LLymphoma.
Blood. 2017 Apr 20;129(16):2224-2232. doi: 10.1182/blood-2016-10-747345. Epub 2017 Feb 6. PMID: 28167659; PMCID: PMC5399483.

Robinson, K.S., Williams, M.E., van der Jagt, R.H., et al. Phase Il Multicenter Study of Bendamustine Plus Rituximab in Patients With Relapsed
Indolent B-Cell and Mantle Cell Non-Hodgkin's Lymphoma. J Clin Oncol. 2008 Sep 20;26(27):4473-9. doi: 10.1200/JC0.2008.17.0001. Epub 2008 Jul
14. PMID: 18626004.

Rummel, M., Kaiser, U., Balser, C., et al; Study Group Indolent Lymphomas. Bendamustine Plus Rituximab Versus Fludarabine Plus Rituximab for
Patients With Relapsed Indolent and Mantle-Cell Lymphomas: A Multicentre, Randomised, Open-Label, Non-Inferiority Phase 3 Trial. Lancet Oncol.
2016 Jan;17(1):57-66. doi: 10.1016/51470-2045(15)00447-7. Epub 2015 Dec 5. Erratum in: Lancet Oncol. 2016 Jan;17(1):e6. PMID: 26655425.

Rummel, M.J., Niederle, N., Maschmeyer, G., et al. Bendamustine Plus Rituximab Versus CHOP Plus Rituximab as First-Line Treatment for Patients
With Indolent and Mantle-Cell Lymphomas: An Open-Label, Multicentre, Randomised, Phase 3 Non-Inferiority Trial. Lancet 2013;381:1203-1210.

Sacchi, S., Marcheselli, R., Bari, A, et al. Safety and Efficacy of Lenalidomide in Combination With Rituximab in Recurrent Indolent Non-Follicular
Lymphoma: Final Results of a Phase Il Study Conducted by the Fondazione Italiana Linfomi. Haematologica. 2016 May;101(5):e196-9. doi:
10.3324/haematol.2015.139329. Epub 2016 Feb 8. PMID: 26858355; PMCID: PMC5004354.

Salar, A., Domingo-Domenech, E., Panizo, C., et al. Long-Term Results of a Phase 2 Study of Rituximab and Bendamustine for Mucosa-Associated
Lymphoid Tissue Lymphoma. Blood 2017. 130(15): 1772-1774.

Sehn, L.H., Chua, N., Mayer. J., et al. Obinutuzumab Plus Bendamustine Versus Bendamustine Monotherapy in Patients With Rituximab-Refractory
Indolent Non-Hodgkin Lymphoma (GADOLIN): A Randomised, Controlled, Open-Label, Multicentre, Phase 3 Trial. Lancet Oncol 2016;17:1081-1093.

Stathis, A., Chini, C., Bertoni, F., et al. Long-Term Outcome Following Helicobacter Pylori Eradication in a Retrospective Study of 105 Patients With
Localized Gastric Marginal Zone B-Cell Lymphoma of MALT Type. Ann Oncol. 2009 Jun;20(6):1086-93. doi: 10.1093/annonc/mdn760. Epub 2009
Feb 4. PMID: 19193705.

Tsimberidou, A.M., Catovsky, D., Schlette, E., et al. Outcomes in Patients With Splenic Marginal Zone Lymphoma and Marginal Zone Lymphoma
Treated With Rituximab With or Without Chemotherapy or Chemotherapy Alone. Cancer. 2006 Jul 1;107(1):125-35. doi: 10.1002/cncr.21931.
PMID: 16700034.

Williams, M.E., Hong, F., Gascoyne, R.D., et al. Rituximab Extended Schedule or Retreatment Trial for Low Tumour Burden Non-Follicular Indolent
B-Cell Non-Hodgkin Lymphomas: Eastern Cooperative Oncology Group Protocol E4402. Br J Haematol. 2016 Jun;173(6):867-75. doi:
10.1111/bjh.14007. Epub 2016 Mar 11. PMID: 26970533; PMCID: PMC4900920.

Witzig, T.E., Gordon, L.I., Cabanillas, F., et al. Randomized Controlled Trial of Yttrium-90-Labeled Ibritumomab Tiuxetan Radioimmunotherapy
Versus Rituximab Immunotherapy for Patients With Relapsed or Refractory Low-Grade, Follicular or Transformed B-Cell Non-Hodgkin’s Lymphoma.
J Clin Oncol 2002;20:2453-2463.

Note: Pathways are independent of specific Optum Care/health plan medical policy coverage criteria. Optum Care/health plan medical policy/clinical guidelines
should be consulted to determine whether proposed services will be covered. Biosimilars or alternate formulations (along with the reference products) are
considered on pathway unless otherwise specified by health plan formularies, medical policies, or preferred product rules.

Last Review [2.18.2022]| Effective [3.1.2022]



Wiindisch, T., Thiede, C., Morgner, A., et al. Long-Term Follow-Up of Gastric MALT Lymphoma After Helicobacter Pylori Eradication. J Clin Oncol.
2005 Nov 1;23(31):8018-24. doi: 10.1200/JC0.2005.02.3903. Epub 2005 Oct 3. PMID: 16204012.

Zinzani, P.L., Samaniego, F., Jurczak, W., et al. Umbralisib, the Once Daily Dual Inhibitor of PI3K& and Casein Kinase-1e Demonstrates Clinical Activity
in Patients With Relapsed or Refractory Indolent NonHodgkin Lymphoma: Results From the Phase 2 Global Unity-NHL Trial [Abstract]. Blood 2020;
136:34-35.

Zucca, E., Conconi, A., Martinelli, G., et al. Final Results of the IELSG-19 Randomized Trial of MucosaAssociated Lymphoid Tissue Lymphoma:
Improved Event-Free and Progression-Free Survival With Rituximab Plus Chlorambucil Versus Either Chlorambucil or Rituximab Monotherapy. J Clin
Oncol. 2017 Jun 10;35(17):1905-1912. doi: 10.1200/JC0.2016.70.6994. Epub 2017 Mar 29. Erratum in: J Clin Oncol. 2017 Jul 10;35(20):2342. PMID:
28355112.

Zullo, A., Hassan, C., Cristofari, F., et al. Effects of Helicobacter Pylori Eradication on Early-Stage Gastric Mucosa-Associated Lymphoid Tissue
Lymphoma. Clin Gastroenterol Hepatol. 2010 Feb;8(2):105-10. doi: 10.1016/j.cgh.2009.07.017. Epub 2009 Jul 22. PMID: 19631287.

Note: Pathways are independent of specific Optum Care/health plan medical policy coverage criteria. Optum Care/health plan medical policy/clinical guidelines
should be consulted to determine whether proposed services will be covered. Biosimilars or alternate formulations (along with the reference products) are
considered on pathway unless otherwise specified by health plan formularies, medical policies, or preferred product rules.

Last Review [2.18.2022]| Effective [3.1.2022]



