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 Comparable Products   Preferred Drug List Status 
 Fulphila               Preferred with Conditions  
Neupogen     Preferred with Conditions   
      

Pharmacology/Usage:  Eflapegrastim-xnst, the active ingredient of Rolvedon®, is a granulocyte colony-stimulating 

factor (G-CSF). It is a recombinant human granulocyte growth factor that binds to G-CSF receptors on myeloid 

progenitor cells and neutrophils, triggering signaling pathways that control cell differentiation, proliferation, 

migration, and survival. It has been shown to elevate neutrophil counts in healthy subjects and in cancer patients. 

Indication:  To decrease the incidence of infection, as manifested by febrile neutropenia, in adult patients with non-

myeloid malignancies receiving myelosuppressive anti-cancer drugs associated with clinically significant incidence of 

febrile neutropenia. Rolvedon® is not indicated for the mobilization of peripheral blood progenitor cells for 

hematopoietic stem cell transplantation. 

There is no pregnancy category for this medication; however, the risk summary indicates that there are no available 

data on use in pregnant women; however, data from published studies with use of other recombinant human G-CSF 

products in pregnant women have not identified any drug-associated risk of major birth defects, miscarriage, or 

adverse maternal or fetal outcomes. The safety and efficacy of use in the pediatric population have not been 

established.  

Dosage Form:    Preservative-free solution in a single-dose prefilled syringe for Injection: 13.2mg/0.6ml.  

Prior to use, remove the carton from the refrigerator for a minimum of 30 minutes to allow the product to reach 

room temperature. Discard any prefilled syringe left at room temperature for greater than 12 hours. 

Recommended Dosage:  To be administered as a SC injection by a healthcare professional. Administer a single 

SC injection of 13.2mg administered once per chemotherapy cycle. Administer about 24 hours after cytotoxic 

chemotherapy. Do not administer within the period from 14 days before to 24 hours after administration of 

cytotoxic chemotherapy. 

Drug Interactions:  There are no drug interactions listed with this product.  

Box Warning:   There is no box warning listed with this product. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 

(Rolvedon®) minus reported % incidence for pegfilgrastim. Please note that an incidence of 0% means the incidence was the 
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same as or less than comparator. The most frequently reported adverse events included fatigue (0%), nausea (1%), 

diarrhea (1%), bone pain (1%), headache (1%), pyrexia (2%), anemia (9%), rash (0%), myalgia (7%), arthralgia (6%), 

back pain (3%), decreased appetite (4%), peripheral edema (2%), abdominal pain (0%), dizziness (4%), dyspnea (3%), 

cough (0%), thrombocytopenia (9%), pain (0%), pain in extremity (0%), local administration reactions (3%), and 

flushing (2%). 

Splenic rupture, including fatal cases, can occur following the administration of recombinant human G-CSF (rhG-

CSF) products, such as Rolvedon®. Assess for an enlarged spleen or splenic rupture in patients who report left 

upper abdominal or shoulder pain after receiving Rolvedon®. 

Acute respiratory distress syndrome (ARDS) can occur in patients receiving rhG-CSF products. Assess patients who 

develop fever and lung infiltrates or respiratory distress after receiving Rolvedon® for ARDS. Discontinue 

Rolvedon® in patients with ARDS.    

Serious allergic reactions can occur in patients receiving rhG-CSF products. Permanently discontinue Rolvedon® in 

patients with serious allergic reactions. 

Severe and sometimes fatal sickle cell crises can occur in patients with sickle cell disorders receiving rhG-CSF 

products. Discontinue Rolvedon® if sickle cell crisis occurs. 

Glomerulonephritis has occurred in patients receiving rhG-CSF products. Generally, events of glomerulonephritis 

resolved after dose reduction or discontinuation of rhG-CSF. If glomerulonephritis is suspected, evaluate for cause. 

If causality is likely, consider dose-reduction or interruption of Rolvedon®. 

White blood cell (WBC) counts of 100 X 109/L or greater have been observed in patients receiving rhG-CSF 

products. Monitor complete blood count (CBC) during Rolvedon® therapy. Discontinue Rolvedon® treatment if 

WBC count of 100 X 109/L or greater occurs. 

Thrombocytopenia has been reported in patients receiving rhG-CSF products; as such, monitor platelet counts. 

Capillary leak syndrome has been reported after administration of rhG-CSF products. Episodes vary in frequency 

and severity, and may be life-threatening if treatment is delayed. Patients who develop symptoms of capillary leak 

syndrome should be closely monitored and receive standard symptomatic treatment, which may include a need for 

intensive care. 

The G-CSF receptor through which Rolvedon® acts has been found on tumor cell lines. The possibility that 

Rolvedon® acts as a growth factor for any tumor type, including myeloid malignancies and myelodysplasia, diseases 

for which Rolvedon® is not approved, cannot be excluded. 

Myelodysplastic syndrome (MDS) and acute myeloid leukemia (AML) have been associated with the use of rhG-CSF 

products in conjunction with chemotherapy and/or radiotherapy in patients with breast and lung cancer. Monitor 

patients for signs and symptoms of MDS/AML in these settings. 

Aortitis has been reported in patients receiving rhG-CSF products. It may occur as early as the first week after the 

start of therapy. Consider aortitis in patients who develop signs and symptoms without known etiology. Discontinue 

Rolvedon® if aortitis is suspected. 

Increased hematopoietic activity of the bone marrow in response to growth factor therapy has been associated with 

transient positive bone imaging findings. This should be considered when interpreting bone imaging results. 

Contraindications:   In patients with a history of serious allergic reactions to eflapegrastim-xnst, pegfilgrastim, or 

filgrastim products. 

Manufacturer:  Spectrum Pharmaceuticals, Inc.    

Analysis:  The safety and efficacy of Rolvedon® to decrease the incidence of infection, as manifested by febrile 

neutropenia, in patients with non-myeloid malignancies receiving myelosuppressive anti-cancer drugs were assessed 

in two randomized, open-label, active-controlled, non-inferiority studies of similar design (Study 1 and Study 2) that 
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enrolled patients (N=643) with early-stage breast cancer. Docetaxel and cyclophosphamide were administered IV 

every 21 days for up to 4 cycles. A fixed dose of Rolvedon® or pegfilgrastim (6mg/0.6ml) was administered SC on 

day 2 of each cycle after chemotherapy.  

The median age of patients enrolled was 60 years (range 24 to 88), while most were female (>99%) and white (77%). 

Study 1 enrolled 406 patients, with 196 in the Rolvedon® arm and 210 in the pegfilgrastim arm. Study 2 enrolled 

237 patients, with 118 in the Rolvedon® arm and 119 in the pegfilgrastim arm. Efficacy for both trials was based on 

the duration of severe neutropenia (DSN) in Cycle 1. 

Efficacy results are presented in the table below, which was adapted from the prescribing information. Results suggest 

that Rolvedon® was non-inferior to pegfilgrastim in both studies. 

  

 Study 1 Study 2 

Rolvedon®  

(N=196) 

Pegfilgrastim 

(N=210) 

Rolvedon®  

(N=118) 

Pegfilgrastim 

(N=119) 

Mean DSN, days  0.20 0.35 0.31 0.39 

Median DSN (range), days 0 (0, 3) 0 (0, 3) 0 (0, 3) 0 (0, 7) 

Difference in DSN, days -0.148 -0.073 

* 95% confidence interval a -0.265, -0.033 -0.292, 0.129 

  a Confidence intervals were obtained using 2.5 percentile and 97.5 percentile of the 100,000 bootstrap samples with treatment  

as stratification factor 

*The non-inferiority of Rolvedon® to pegfilgrastim was to be declared if the upper bound of 95% CI of the difference in mean DSN 

between the treatment arms was ˂0.62 days. 
 

The percentage of patients with duration (days) of SN in Cycle 1 are as follows for Study 1: No SN (84.2% Rolvedon® 

vs 75.7% pegfilgrastim), 1 day (12.2% Rolvedon® vs 15.2% pegfilgrastim), 2 days (3.1% Rolvedon® vs 7.6% 

pegfilgrastim), 3 days (0.5% Rolvedon® vs 1.4% pegfilgrastim), and ≥4 days (0% vs 0%).  

The percentage of patients with duration (days) of SN in Cycle 1 are as follows for Study 2: No SN (79.7% Rolvedon® 

vs 76.5% pegfilgrastim), 1 day (11% Rolvedon® vs 16.8% pegfilgrastim), 2 days (7.6% Rolvedon® vs 2.5% 

pegfilgrastim), 3 days (1.7% Rolvedon® vs 2.5% pegfilgrastim), and ≥4 days (0% Rolvedon® vs 1.7% pegfilgrastim). 

Place in Therapy:  Rolvedon® is a recombinant human granulocyte growth factor indicated to decrease the 

incidence of infection, as manifested by febrile neutropenia, in adult patients with non-myeloid malignancies receiving 

myelosuppressive anti-cancer drugs associated with clinically significant incidence of febrile neutropenia. Rolvedon® 

is not indicated for the mobilization of peripheral blood progenitor cells for hematopoietic stem cell transplantation. 

Its safety and efficacy were assessed in 2 open-label, active-comparator, non-inferiority studies that compared 

Rolvedon® with pegfilgrastim. Efficacy for both trials was based on the duration of severe neutropenia in Cycle 1, 

and results suggested that Rolvedon® was non-inferior to pegfilgrastim for this endpoint. Per the full-text study by 

Schwartzberg et al2, the -0.148 day difference in mean DSN between the 2 treatments met the study’s primary 

endpoint of non-inferiority (p˂0.0001), and this difference also demonstrated statistical superiority for eflapegrastim-

xnst (p=0.013; reflecting a 42% reduction in mean Cycle 1 DSN). Non-inferiority was maintained throughout 

treatment. The authors concluded that results demonstrated non-inferiority and comparable safety for 

eflapegrastim-xnst at a lower G-CSF dose versus pegfilgrastim. 

There is some evidence to suggest in a phase 3 study that eflapegrastim-xnst may be more effective than pegfilgrastim 

for mean DSN; however, there is no evidence at this time to support that Rolvedon® is safer or more effective than 

the other currently preferred, more cost-effective medications. It is therefore recommended that Rolvedon® remain 

non-preferred and require prior authorization and be available to those who are unable to tolerate or who have 

failed on preferred medications.    
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PDL Placement:        Preferred 

    Non-Preferred with Conditions 
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