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Drug Therapy Guidelines 
 

                                                                                           
 

     
 
 

Applicable* 

Colony Stimulating Factors (CSFs): Filgrastim Agents 
Granix® (Tbo-filgrastim), Neupogen® (filgrastim), 
Nivestym™ (filgrastim-aafi), Relueko® (filgrastim-
ayow) 

Medical Benefit x Effective: 8/1/22 
Pharmacy- Formulary 1 x Next Review:  6/23 
Pharmacy- Formulary 2 x Date of Origin: 10/1/20 
Pharmacy- Formulary 3/Exclusive x Review Dates: 6/20, 6/21, 6/22 
Pharmacy- Formulary 4/AON x 
 
I. Medication Description 
 

Colony-stimulating factors are glycoproteins which act on hematopoietic cells by binding to specific cell surface 
receptors and stimulating proliferation‚ differentiation commitment‚ and some end-cell functional activation. 
Endogenous G-CSF is a lineage-specific colony-stimulating factor that is produced by monocytes‚ fibroblasts, and 
endothelial cells. G-CSF regulates the production of neutrophils within the bone marrow and affects neutrophil 
progenitor proliferation‚ differentiation, and selected end-cell functions (including enhanced phagocytic ability‚ 
priming of the cellular metabolism associated with respiratory burst‚ antibody-dependent killing, and the 
increased expression of some cell surface antigens). G-CSF is not species-specific and has been shown to have 
minimal direct in vivo or in vitro effects on the production or activity of hematopoietic cell types other than the 
neutrophil lineage. 

 
Nivestym™ (filgrastim-aafi) is biosimilar** to Neupogen® (filgrastim) 
Zarxio™ (filgrastim-sndz) is biosimilar** to Neupogen® (filgrastim) 
Releuko™ (filgrastim-ayow) is biosimilar** to Neupogen® (filgrastim) 

 
II. Position Statement 

 
Coverage is determined through a prior authorization process with supporting clinical documentation for all 
requests under the pharmacy and medical benefits. 

 
III. Policy 

 
A. Coverage will be provided as follows: 

• Zarxio is a plan-preferred medications in cases where: 
a) A non-preferred medication (Granix, Neupogen, Nivestym or Releuko) is requested as newly 
started therapy AND 
b) A non-preferred medication is requested for an indication for which the plan-preferred 
biosimilar has been FDA-approved OR is supported by NCCN Guidelines® or NCCN 
Compendium® with a recommendation of category level 1 or 2A  
AND 
c) If criteria under a. and b. apply: 

o Coverage of Granix, Neupogen, Nivestym or Releuko will be available if the member has 
experienced a therapeutic failure or intolerance with the plan-preferred medication 
(Zarxio) first OR at least ONE of the following criteria are met: 
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 The plan-preferred medications are contraindicated or will likely cause an 
adverse reaction by or physical or mental harm to the member. 

 The plan-preferred medications are expected to be ineffective based on the 
known clinical history and conditions of the member and the member’s 
prescription drug regimen. 

 The member has tried the plan-preferred medications or another prescription 
drug in the same pharmacologic class or with the same mechanism of action 
and such prescription drug was discontinued due to lack of efficacy or 
effectiveness, diminished effect, or an adverse event. 

 The member is stable on the medication selected by their healthcare 
professional for the medical condition under consideration (where “stable” is 
defined as receiving the medication for an adequate period of time, have 
achieved optimal response, and continued favorable outcomes are expected 
UNLESS the medication was initially selected due to the availability of a drug 
sample or a coupon card). 

 The plan-preferred medication is not in the best interest of the member 
because it will likely cause a significant barrier to the member’s adherence or to 
compliance with the member’s plan of care, will likely worsen a comorbid 
condition of the member, or will likely decrease the member’s ability to achieve 
or maintain reasonable functional ability in performing daily activities. 

 
B. Step therapy criteria outlined under III.A do not apply in following instances: 

• Member has a documented latex allergy and one of the following medications has been requested: 
o Nivestym, Granix or Releuko 
o Neupogen (vial only) 

• For Neupogen requests only: 
o Medication has been requested to increase survival in members acutely exposed to 

myelosuppressive doses of radiation (Hematopoietic Syndrome of Acute Radiation 
Syndrome) OR 

o Member undergoing cell collection for bone marrow transplant. 
 

IV. Quantity Limitations 
 

Coverage is available for quantities sufficient to allow for FDA-approved dosing (please see X. Appendix A for 
examples). 

 
V. Coverage Duration 
 

Coverage is available as follows: 
• Oncology indications 

o Up to 6 months 



Drug Therapy Guidelines Colony Stimulating Factors (CSFs): 
Granix® (Tbo-filgrastim), Neupogen® 
(filgrastim), Nivestym™ (filgrastim-
aafi), Relueko® (filgrastim-ayow) 

Last Review Date: 6/2022 

 

    Page 3 of 4 
 

• Other indications (where applicable) 
o Up to 12 months 

 
VI. Coverage Renewal Criteria 
 
 Coverage can be renewed based upon the following criteria: 

• Same as initial prior authorization policy criteria AND 
• Absence of unacceptable toxicity from the drug. 

 
VII. Billing/Coding Information 
  

• Granix 
o J1447: 1 billable unit = 1 microgram 

• Neupogen 
o J1442: 1 billable unit = 1 microgram 

• Nivestym 
o Q5110: 1 billable unit = 1 microgram 

 
VIII. Summary of Policy Changes 
 
 10/1/20: policy to reflect plan-preferred agents 
 8/30/21: no policy changes 

8/1/22: added Releuko as non-preferred 
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X.  Appendix A 
 
 

http://www.cms.hhs.gov/
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*These guidelines are not applicable to benefits covered under Medicare Advantage. Medicare Advantage benefit coverage requests are reviewed in accordance with 
the guidance set forth in Chapter 15 Section 50 of the Centers for Medicare & Medicaid Services Medicare Benefit Policy Manual. 

** Biosimilar means that the biological product is approved based on data demonstrating that it is highly similar to an FDA-approved biological product, known as a 
reference product, and that there are no clinically meaningful differences between the biosimilar product and the reference product. Biosimilarity of NIVESTYM has 
been demonstrated for the condition(s) of use (e.g. indication(s), dosing regimen(s)), strength(s), dosage form(s), and route(s) of administration described in its Full 
Prescribing Information. Biosimilarity of ZARXIO has been demonstrated for the condition(s) of use (e.g. indication(s), dosing regimen(s), strength(s), dosage form(s), 
and route(s) of administration described in its Full Prescribing Information. 

The Plan fully expects that only appropriate and medically necessary services will be rendered.  The Plan reserves the right to conduct pre-payment and post-payment 
reviews to assess the medical appropriateness of the above-referenced therapies.  

The preceding policy applies only to members for whom the above named pharmacy benefit medications are included on their covered formulary.  Members with 
closed formulary benefits are subject to trying all appropriate formulary alternatives before a coverage exception for a non-formulary medication will be considered.   
 
The preceding policy is a guideline to allow for coverage of the pertinent medication/product, and is not meant to serve as a clinical practice guideline. 

 

Dosing Guide (as per FDA-approved prescribing information, treatment guidelines, and compendia) 

• Granix 
o Initial and maximum dose: 5 mcg/kg per day  

• Neupogen, Nivestym, Relueko, Zarxio  
o Initial dose for members with Congenital Neutropenia  

 6 mcg/kg twice daily  
o Initial dose for members with other FDA-approved indications 

 5 – 10 mcg/kg/day  
o Maximum dose (rarely, dosing above the following limits can be used in certain circumstances) 

 30mcg/kg/day IV, 24mcg/kg/day subcutaneous 
 For severe congenital neutropenia: 100mcg/kg/day or higher may be needed 


