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Applicable States 
 
This Medical Benefit Drug Policy applies to Individual Exchange benefit plans in all states except for Massachusetts, Nevada, 
and New York.  
 

Coverage Rationale 
 
Voraxaze is proven and medically necessary for the treatment of toxic plasma methotrexate concentrations when all of the 
following criteria are met: 
 Diagnosis of toxic plasma methotrexate concentrations due to a delay in methotrexate clearance, as a result of impaired 

renal function; and 
 Documentation of a plasma methotrexate concentration that is greater than two standard deviations of the mean 

methotrexate excretion curve specific for the methotrexate dose that was administered; and 
 Voraxaze dosing is in accordance with the U.S. Food and Drug Administration (FDA) approved labeling; and 
 Authorization is for one month 

 

Applicable Codes 
 
The following list(s) of procedure and/or diagnosis codes is provided for reference purposes only and may not be all inclusive. 
Listing of a code in this policy does not imply that the service described by the code is a covered or non-covered health service. 
Benefit coverage for health services is determined by the member specific benefit plan document and applicable laws that may 
require coverage for a specific service. The inclusion of a code does not imply any right to reimbursement or guarantee claim 
payment. Other Policies and Guidelines may apply. 
 

HCPCS Code Description 
C9293 Injection, glucarpidase, 10 units 

J3490 Unclassified drugs 

J3590 Unclassified biologics 
 

Related Policies 
None 
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Diagnosis Code Description 
T45.1X5A Adverse effect of antineoplastic and immunosuppressive drugs, initial encounter 

T45.1X5D Adverse effect of antineoplastic and immunosuppressive drugs, subsequent encounter 

T45.1X5S Adverse effect of antineoplastic and immunosuppressive drugs, sequela 
 

Background 
 
Methotrexate (MTX) is an antifolate therapeutic agent that possesses potent anticancer activity against both solid tumors and 
leukemia. High-dose methotrexate (HDMTX), defined as a dose higher than 500 mg/m, is used to treat a range of adult and 
childhood cancers. For patients with normal renal function, HDMTX may be safely administered with appropriate supportive 
care; however, despite standard support measures, HDMTX carries the risk of severe toxicity. As MTX is primarily cleared by 
renal excretion, HDMTX-induced renal dysfunction leads to delayed MTX elimination, resulting in sustained, elevated plasma 
MTX concentrations. Exposure to millimolar concentrations of MTX for minutes to hour may lead to acute renal toxicity and 
other serious systemic adverse reactions. Exposure to millimolar concentrations of MTX for minutes to hours may lead to acute 
renal toxicity and other serious systemic adverse reactions. When renal dysfunction occurs and other toxicities are present, 
standard doses of leucovorin may no longer be an effective rescue intervention. 
 

Clinical Evidence 
 
Reference the Clinical Studies information provided in the product labeling.1 
 

U.S. Food and Drug Administration (FDA) 
 
This section is to be used for informational purposes only. FDA approval alone is not a basis for coverage. 
 
Voraxaze (glucarpidase) is a carboxypeptidase enzyme indicated for the treatment of toxic plasma methotrexate concentrations 
(> 1 micromole per liter) in adult and pediatric patients with delayed methotrexate clearance (plasma methotrexate 
concentrations greater than two standard deviations of the mean methotrexate excretion curve specific for the dose of 
methotrexate administered) due to impaired renal function. 
 
Voraxaze is not recommended for use in patients who exhibit the expected clearance and plasma methotrexate concentration. 
Further reductions of the plasma methotrexate concentration in these patients may result in subtherapeutic exposure to 
methotrexate. 
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Policy History/Revision Information 
 

Date Summary of Changes 
01/01/2023 Applicable States 

 Revised language to indicate this Medical Benefit Drug Policy applies to Individual Exchange benefit 
plans in all states except for Massachusetts, Nevada, and New York  

Supporting Information 
 Archived previous policy version IEXD0225.03 
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Instructions for Use 
 
This Medical Benefit Drug Policy provides assistance in interpreting UnitedHealthcare benefit plans. When deciding coverage, 
the member specific benefit plan document must be referenced as the terms of the member specific benefit plan may differ 
from the standard benefit plan. In the event of a conflict, the member specific benefit plan document governs. Before using this 
policy, please check the member specific benefit plan document and any applicable federal or state mandates. 
UnitedHealthcare reserves the right to modify its Policies and Guidelines as necessary. This Medical Benefit Drug Policy is 
provided for informational purposes. It does not constitute medical advice. 
 
UnitedHealthcare may also use tools developed by third parties, such as the InterQual® criteria, to assist us in administering 
health benefits. UnitedHealthcare Medical Benefit Drug Policies are intended to be used in connection with the independent 
professional medical judgment of a qualified health care provider and do not constitute the practice of medicine or medical 
advice. 
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