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Policy:

This policy stands to show the criteria for and preferencing of agents within the therapeutic class of Colony Stimulating Factors, for both short and long acting agents.  At the time of the creation of this policy, there are seventeen 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.  This policy crosses benefits, and portions attributed to the part D benefit will be handled by the PBM (at this time OptumRx) while those under part B will be handled by our TPA, nirvanaHealth.  









Summary:
· All agents will require a prior authorization for medical necessity review
· For Long-Acting agents this may include indications including stem cell transplant related infections, Hairy cell leukemia, Subsyndromes of Acute Radiation Syndrome, and certain neutropenias:
· If Fulphila, Neulasta or Neulasta OnPro is requested, it requires prior authorization for medical necessity review and may be approved
· If Fylnetra, Nyvepria, Rolvedon, Stimufend, Udenyca, Ziextenzo, or Ryzneuta is requested it requires prior authorization for medical necessity review as well as documentation of use of and lack of clinical response to Fulphila, Neulasta, or Neulasta OnPro and may be approved
· For Short-Acting agents this may include indications including infection reduction, reduction of fever in AML, mobilization of progenitor cells, and reduction of issues tied to neutropenia in various instances:
· If Zarxio is requested, it requires prior authorization for medical necessity review and may be approved
· If Granix, Leukine, Neupogen, Nivestym, Releuko, or Nypozi is requested it requires prior authorization for medical necessity review as well as documentation of use of and lack of clinical response to Zarxio and may be approved
· 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

Long-Acting Agent Preferencing:
Preferred Agents: Fulphila, Neulasta, Neulasta Onpro
Secondary Agents: Fylnetra, Nyvepria, Rolvedon, Stimufend, Udenyca, Ziextenzo, Ryzneuta

Short Acting Agent Preferencing:
Preferred Agents: Zarxio
Secondary Agents: Granix, Leukine, Neupogen, Nivestym, Releuko, Nypozi

Agents:

HCPCS: Q5108, J2506, Q5130, Q5122, Q5127, Q5111, Q5120, J9361, J1449, Q5101, J1447, J1442, Q5110, Q5125, J2820, C9173
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[bookmark: cl_c_9][bookmark: cl_c_5][bookmark: cl_c_6][bookmark: cl_c_7][bookmark: cl_c_8]G-CSF and GM-CSF are recombinant human neutrophil colony-stimulating factors that facilitate stimulation, proliferation, differentiation, and commitment of hematopoietic stem cells, resulting in increased neutrophil count and function.  Pegfilgrastim, compared with filgrastim, has reduced renal clearance and a longer half-life.

· [bookmark: cl_c_1][bookmark: cl_c_2][bookmark: cl_c_3][bookmark: cl_c_4]Granulocyte colony-stimulating factor (G-CSF) or granulocyte-macrophage colony-stimulating factor (GM-CSF) may be indicated for 1 or more of the following:
· [bookmark: cl_c_49] Acute myeloid leukemia and 1 or more of the following:
· [bookmark: cl_c_60]Induction chemotherapy using filgrastim 
· [bookmark: cl_c_63]Induction chemotherapy using sargramostim in patient aged 55 years or older 
· [bookmark: cl_c_65]Consolidation chemotherapy using filgrastim 
· [bookmark: cl_c_66]Salvage chemotherapy following relapse
·  Acute radiation exposure and 1 or more of the following:
· Absolute neutrophil count less than 500/mm3 (0.5 x109/L) and expected to persist for 1 week or more
· [bookmark: cl_c_77]Lymphocyte count less than 1400/mm3 (1.4 x109/L) at 48 hours
· Radiation dose (confirmed or suspected) of greater than 2 Gy
· [bookmark: cl_c_78][bookmark: cl_c_79] Myelodysplastic syndrome and ALL the following:
· Absolute neutrophil count less than 1500/mm3 (1.5 x109/L)
· History of recurrent or resistant infections
· [bookmark: cl_c_82][bookmark: cl_c_83][bookmark: cl_c_84] Myeloid engraftment for hematopoietic stem cell transplant and 1 or more of the following:
· [bookmark: cl_c_89]Hematopoietic stem cell transplant failure or delay in engraftment 
· [bookmark: cl_c_94][bookmark: cl_c_95][bookmark: cl_c_96][bookmark: cl_c_97][bookmark: cl_c_98]Mobilization of peripheral blood progenitor cells prior to hematopoietic stem cell transplant 
· Non myeloid malignancy undergoing myeloablative chemotherapy followed by bone marrow or peripheral blood progenitor cell transplant 
· [bookmark: cl_c_104][bookmark: cl_c_105] Myelosuppressive chemotherapy for non-myeloid malignancy (first cycle) and 1 or more of the following:
· [bookmark: cl_c_118][bookmark: cl_c_119]Administration of 3 or more myelosuppressive agents 
· [bookmark: cl_c_120][bookmark: cl_c_121]Age 65 years or older 
· [bookmark: cl_c_122]Chemotherapy regimen has historical risk of febrile neutropenia of greater than 20%.
· [bookmark: cl_c_126]Elevated alkaline phosphatase
· [bookmark: cl_c_127]Elevated bilirubin
· Glomerular filtration rate less than 30 mL/min/1.73m2 (0.5 mL/sec/1.73m2) eGFR - Adult Calculator
· HIV infection with low CD4 counts
· Low serum albumin
· Low serum hemoglobin
· [bookmark: cl_c_128]Pre-existing bone marrow involvement with tumor
· [bookmark: cl_c_129]Pre-existing infection
· [bookmark: cl_c_130]Pre-existing neutropenia
· [bookmark: cl_c_131]Pre-existing open wound
· Previous chemotherapy
· Previous radiation therapy
· [bookmark: cl_c_132]Recent surgery
·  Myelosuppressive chemotherapy for non-myeloid malignancy (subsequent cycle) and ALL the following:
· [bookmark: cl_c_134]Chemotherapy dose delay or reduction is not desirable. 
· History of neutropenia, as indicated by 1 or more of the following:
2. [bookmark: cl_c_135][bookmark: cl_c_136]Febrile neutropenia with prior chemotherapy cycle 
2. Prolonged neutropenia with prior chemotherapy cycle
· [bookmark: cl_c_138] Severe chronic neutropenia, as indicated by 1 or more of the following:
· Diagnosis of congenital neutropenia confirmed
· Diagnosis of cyclic neutropenia confirmed
· Diagnosis of idiopathic neutropenia confirmed

Severe neutropenia is generally defined as an absolute neutrophil count (ANC) of less than 500 cells per ml.

Primary prophylaxis refers to administration of CSF during the first cycle of chemotherapy.

Secondary prophylaxis refers to administration of CSF during subsequent cycles of chemotherapy.

Administration of G-CSF for primary prophylaxis should not be used routinely in all chemotherapy patients receiving usual outpatient regimens. It should be reserved for those patients whose risk of FN is 20% or greater based upon chemotherapy regimen. In patients whose risk of developing FN is greater than or equal to 10% and less than 20% based on chemotherapy regimen, the use of primary prophylaxis should be reserved for those patients with 1 or more of the following risk factors for FN:

1. Age greater than 65 years;
2. Poor performance status;
3. Previous episodes of FN;
4. History of previous chemotherapy or radiation therapy;
5. After completion of combined chemoradiotherapy;
6. Bone marrow involvement by tumor producing cytopenias;
7. Preexisting neutropenia;
8. Poor nutritional status;
9. Poor renal function;
10. Liver dysfunction (i.e., elevated bilirubin);
11. The presence of open wounds or active infections;
12. Recent surgery (generally within the past 12 weeks);
13. Advanced cancer; or
14. Other serious comorbidities.

Secondary prophylaxis is considered reasonable and necessary after documented FN from a prior chemotherapy cycle (for which primary prophylaxis was not received) in which a reduction in dosage of the chemotherapeutic agents or a delay in treatment may compromise disease-free or overall survival or treatment outcome.

II. FDA Indications

A. G-CSF pegfilgrastim (Neulasta®) and the biosimilar Fulphila®  are indicated for the following:

• Patients with Cancer Receiving Myelosuppressive Chemotherapy and/or Immunotherapy: to decrease the incidence of infection, as manifested by FN, in patients with non-myeloid malignancies receiving myelosuppressive anti-cancer drugs associated with a clinically significant incidence of severe FN.

• Patients with Hematopoietic Subsyndrome of Acute Radiation Syndrome: to increase survival in patients acutely exposed to myelosuppressive doses of radiation

Neulasta® and biosimilars are not indicated for the mobilization of peripheral blood progenitor cells for hematopoietic stem cell transplantation.

B. G-CSF tbo-filgrastim (Granix®) is indicated for the following:

• Patients with Cancer Receiving Myelosuppressive Chemotherapy and/or Immunotherapy: to reduce the duration of severe neutropenia in adult and pediatric patients 1 month and older with non-myeloid malignancies receiving myelosuppressive anticancer drugs associated with a clinically significant incidence of FN.

C. G-CSF filgrastim (Neupogen®) is indicated for the following:

• Patients with Cancer Receiving Myelosuppressive Chemotherapy and/or Immunotherapy: to decrease the incidence of infection, as manifested by FN, in patients with non-myeloid malignancies receiving myelosuppressive anti-cancer drugs associated with a clinically significant incidence of severe FN.

• Patients with Acute Myeloid Leukemia Receiving Induction and/or Consolidation Chemotherapy: to reduce the time to neutrophil recovery and the duration of fever, following induction or consolidation chemotherapy treatment of patients with acute myeloid leukemia (AML).

• Patients with Cancer Undergoing Bone Marrow Transplantation: to reduce the duration of neutropenia and neutropenia-related clinical sequelae (e.g., FN) in patients with non-myeloid malignancies undergoing myeloablative chemotherapy followed by bone marrow transplantation.

• Patients Undergoing Autologous Peripheral Blood Progenitor Cell Collection and Therapy: for the mobilization of autologous hematopoietic progenitor cells into the peripheral blood for collection by leukapheresis.

• Patients with Severe Chronic Neutropenia: for chronic administration to reduce the incidence and duration of sequelae of neutropenia (e.g., fever, infections, oropharyngeal ulcers) in symptomatic patients with congenital neutropenia, cyclic neutropenia, or idiopathic neutropenia.

• Patients with Hematopoietic Syndrome of Acute Radiation Syndrome: to increase survival in patients acutely exposed to myelosuppressive doses of radiation.

D. G-CSF filgrastim-sndz biosimilar (Zarxio®) is classified as a biosimilar and is approved for all indications included in its reference product’s (Neupogen®) label (see above listed indications for Neupogen®).

E. GM-CSF sargramostim (Leukine®) differs from the above listed products in that it is a recombinant human granulocyte macrophage colony stimulating factor. GM-CSF is a hematopoietic growth factor which stimulates proliferation and differentiation of hematopoietic progenitor cells.
Sargramostim is indicated for the following:

• Following Induction Chemotherapy in Acute Myelogenous Leukemia: following induction chemotherapy in older adult patients with AML to shorten time to neutrophil recovery and to reduce the incidence of severe and life-threatening infections and infections resulting in death. The safety and efficacy of sargramostim have not been assessed in patients with AML under 55 years of age.

• Use in Mobilization and Following Transplantation of Autologous Peripheral Blood Progenitor Cells: for the mobilization of hematopoietic progenitor cells into peripheral blood for collection by leukapheresis. Mobilization allows for the collection of increased numbers of progenitor cells capable of engraftment as compared with collection without mobilization. After myeloablative chemotherapy, the transplantation of an increased number of progenitor cells can lead to more rapid engraftment, which may result in a decreased need for supportive care. Myeloid reconstitution is further accelerated by administration of sargramostim following peripheral blood progenitor cell transplantation.

• Use in Myeloid Reconstitution After Allogeneic Bone Marrow Transplantation: for acceleration of myeloid recovery in patients undergoing allogeneic bone marrow transplantation (BMT) from human leukocyte antigen (HLA)-matched related donors. Sargramostim has been found to be safe and effective in accelerating myeloid engraftment, reducing the incidence of bacteremia and other culture positive infections, and shortening the median duration of hospitalization.

• Use in Bone Marrow Transplantation Failure or Engraftment Delay: in patients who have undergone allogeneic or autologous BMT in whom engraftment is delayed or has failed. Sargramostim has been found to be safe and effective in prolonging survival of patients who are experiencing graft failure or engraftment delay, in the presence or absence of infection, following autologous or allogeneic BMT. Survival benefit may be relatively greater in those patients who demonstrate 1 or more of the following characteristics: autologous BMT failure or engraftment delay, no previous total body irradiation, malignancy other than leukemia or a multiple organ failure (MOF) score = 2. Hematologic response to sargramostim can be detected by complete blood count (CBC) with differential performed twice per week.

III. Off-Label Indications

In addition to the FDA-approved uses, coverage will be extended when any of the drugs- Filgrastim (Neupogen®) or Filgrastim-sndz biosimilar (Zarxio®), Pegfilgrastim (Neulasta®), Sargramostim (GM-CSF, Leukine®), or Tbo-Filgrastim (Granix®) and biosimilars are used as adjunctive treatment when any of the conditions listed below are present.

Any of the following conditions may be an indication for adjunctive treatment:

1. Expected prolonged (greater than 10 days) and profound (less than 0.1 x 109/L) neutropenia;
2. Age greater than 65 years;
3. Uncontrolled primary disease;
4. Pneumonia;
5. Hypotension and multi-organ dysfunction (sepsis syndrome);
6. Invasive fungal infection; or
7. Hospitalized at the time of the development of fever.

Filgrastim (Neupogen®) or Filgrastim-sndz biosimilar (Zarxio®):

A. In an individual with acute lymphocytic leukemia (ALL) after completion of the first few days of initial induction chemotherapy or first post-remission course of chemotherapy; or

B. Use in adult individuals with AML shortly after the completion of induction or repeat induction chemotherapy, or after the completion of consolidation chemotherapy for AML; or

C. Treatment of severe neutropenia in individuals with hairy cell leukemia; or

D. In an individual with myelodysplastic syndromes (MDS) with severe neutropenia (ANC less than or equal to 500 mm3) or experiencing recurrent infection; or

E. In an individual receiving dose-dense therapy (treatment given more frequently, such as every 2 weeks instead of every 3 weeks) for adjuvant treatment of breast cancer, or other malignancies for which dose-dense chemotherapy is an accepted treatment option; or

F. Chronic administration to reduce the incidence and duration of sequelae of neutropenia (e.g., fever, infections, oropharyngeal ulcers) in symptomatic individuals with congenital neutropenia, cyclic neutropenia, or idiopathic neutropenia; or

G. Treatment of (non-chemotherapy) drug-induced neutropenia; or

H. Treatment of low neutrophil counts in individuals with glycogen storage disease type 1b; or

I. Treatment for neutropenia associated with human immunodeficiency virus (HIV) infection and antiretroviral therapy; or

J. In individuals receiving radiation therapy in the absence of chemotherapy if prolonged delays secondary to neutropenia are expected; or

K. After a hematopoietic progenitor stem cell transplant (HPCT/HSCT) for the following indications:

• To promote myeloid reconstitution; or

• When engraftment is delayed or has failed; or

• To mobilize progenitor cells into peripheral blood for collection by leukapheresis, as an adjunct to peripheral blood/hematopoietic stem cell transplantation (PBSCT/PHSCT); or

• Use as an alternate or adjunct to donor leukocyte infusions (DLI) in individuals with leukemic relapse after an allogeneic hematopoietic stem cell transplant.

Pegfilgrastim (Neulasta®) and Biosimilars:

A. In an individual with ALL after completion of the first few days of initial induction chemotherapy or first post-remission course of chemotherapy; or

B. In an individual with MDS with severe neutropenia (ANC less than or equal to 500 mm3) or experiencing recurrent infection; or

C. In an individual receiving dose-dense therapy (treatment given more frequently, such as every 2 weeks instead of every 3 weeks) for adjuvant treatment of breast cancer, or other malignancies for which dose-dense chemotherapy is an accepted treatment option. If a patient is on a dose-dense 14-day chemotherapy cycle, it would be acceptable to administer Neulasta® outside of the 14-day before and 24-hour after rule for chemotherapy. Neulasta® would typically be administered on the second day of a 14–day dose-dense chemotherapy cycle. The medical record should clearly indicate that the patient is on a 14-day dose-dense chemotherapy cycle regimen; or

D. After HPCT/HSCT for the following indications:

• To promote myeloid reconstitution; or

• When engraftment is delayed or has failed.

Sargramostim (GM-CSF, Leukine®):

A. In an individual receiving dose-dense therapy (treatment given more frequently, such as every 2 weeks instead of every 3 weeks) for adjuvant treatment of breast cancer; or

B. In an individual with ALL after completion of the first few days of initial induction chemotherapy or first post-remission course of chemotherapy; or

C. For administration shortly after the completion of induction or repeat induction chemotherapy of AML for individuals over 55 years of age; or

D. In an individual with MDS with severe neutropenia (ANC less than or equal to 500 mm3) or experiencing recurrent infection; or

E. In individuals receiving radiation therapy in the absence of chemotherapy if prolonged delays secondary to neutropenia are expected; or

F. After accidental or intentional total body radiation of myelosuppressive doses (greater than 2 Grays [Gy]) (such as hematopoietic syndrome of acute radiation syndrome); or

G. After HPCT/HSCT for the following indications:

• To promote myeloid reconstitution; or

• When engraftment is delayed or has failed; or

• To mobilize progenitor cells into peripheral blood for collection by leukapheresis, as an adjunct to PBSCT/PHSCT; or

IV. Uses for which Efficacy and Safety Have Not Been Established

• Administration of G-CSF in cancer patients in order to increase chemotherapy dose-intensity except as noted above.

• Routine, continuous use of G-CSF in patients with MDS or Felty's syndrome without infections.

• Given the concerns for adverse events, avoidance of G-CSFs in patients receiving concomitant chemoradiotherapy for either head and neck cancer or lung cancer may be warranted.

• Chemosensitization of myeloid leukemias.

• Continued use if no response is seen within 28-42 days (individuals who have failed to respond within this time frame are considered non-responders).

• Administration of G-CSF in patients with chronic aplastic anemia. Growth factors, as single agents, have not been shown to be effective in severe aplastic anemia. Their use in combination with other agents such as a cyclosporine and/or antilymphocyte globulin (ALG) is still investigational.

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.
· The PBM is responsible for processing Part D prior authorizations, redeterminations, exceptions and otherwise.  Please consult the most current formulary and prior authorization criteria for content.

Reference(s): 

· "White Cell Colony Stimulating Factors." Medicare Coverage Database, 22 Dec. 2022, www.cms.gov/medicare-coverage-database/view/lcd.aspx?lcdid=37176&ver=57&keyword=colony%20stimulating%20factors&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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