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 The risk of anaphylaxis and infusion reactions are higher in patients whose uric acid level increases 

to above 6 mg/dL, particularly when two consecutive levels above 6 mg/dL are observed.1  Current 
recommendations are to monitor SUA prior to infusions and consider discontinuing treatment if 
levels increase to above 6 mg/dL. 

 
When Policy Topic is not covered:          
The use of Krystexxa is considered investigational in the following circumstances: 

1. Known glucose-6-phosphate dehydrogenase (G6PD) deficiency.  Because of risks of hemolysis 
and methemoglobinemia, Krystexxa is contraindicated in G6PD deficiency.1  Patients at increased 
risk of this deficiency (e.g., those of African or Mediterranean ancestry) should be screened prior to 
initiation of therapy.  

 
2. Coverage is not recommended for circumstances not listed in the Recommended Authorization 

Criteria.  Criteria will be updated as new published data are available.   
 

Considerations             
Krystexxa requires prior authorization through the Clinical Pharmacy Department. 
 
This Blue Cross and Blue Shield of Kansas City policy Statement was developed using available 
resources such as, but not limited to: Hayes Medical Technology Directory, Food and Drug 
Administration (FDA) approvals, Facts and Comparisons, National specialty guidelines, Local medical 
policies of other health plans, Medicare (CMS), Local providers. 
 
Description of Procedure or Service        
Krystexxa is a PEGylated uric acid specific enzyme indicated for treatment of chronic gout in adult 
patients refractory to conventional therapy.1-2 It is made up of a recombinant modified mammalian 
uricase produced by a genetically modified strain of Escherichia coli which is covalently bonded to 
monomethoxypoly (ethylene glycol) [mPEG].1  It achieves a therapeutic effect by catalyzing the 
oxidation of uric acid to allantoin.  Allantoin is then eliminated, mainly by renal excretion, thus lowering 
serum uric acid (SUA).  The recommended dose of Krystexxa is 8 mg administered every 2 weeks over 
no less than 120 minutes as an intravenous (IV) infusion.  Before beginning therapy with Krystexxa, it is 
recommended that all oral urate-lowering therapies (ULTs) are discontinued and not restarted while on 
Krystexxa because concomitant use may blunt any increase in SUA levels.   
 
Rationale              
The European League Against Rheumatism (EULAR) published recommendations in 2011 for the 
management of gout.3  These recommendations note that gout should optimally be managed with 
pharmacologic and nonpharmacologic therapy.  ULT is recommended in patients with recurrent acute 
attacks (> 1 attack/year), arthropathy, tophi, nephrolithiasis, or radiographic changes of gout.  The 
guidelines state that xanthine oxidase inhibitors (allopurinol and Uloric® [febuxostat]) are the agents of 
choice for ULT (goal serum uric acid level < 6.0 mg/dL).  Once ULT is initiated, it is recommended as a 
life-long therapy.  The guidelines mention Krystexxa as an alternative for patients with refractory or 
resistant tophaceous gout.  It is recommended that certain patients with refractory gout as well as all 
patients receiving Krystexxa be referred to a specialist (i.e., rheumatologist or nephrologist).   
 
Treatment-Failure Gout (TFG) 
TFG exists in a small population of patients with severe gout.4 These patients have failed to normalize 
SUA and have inadequate control of the signs and symptoms of gout with maximum medically 
appropriate doses of ULT (e.g., allopurinol, Uloric) or have a contraindication to ULT.  TFG should be 
differentiated from gout in patients who are under-treated for gout or are non-compliant with gout 
therapy.  Those with TFG generally have a high prevalence of tophi, frequent and disabling gout flares, 
deforming arthropathy, diminished quality of life, and disability.2  TFG commonly co-exists with other 
conditions, including hypertension, cardiovascular disease (CVD), diabetes mellitus, chronic kidney 



disease, obesity, and hyperlipidemia.  Although many patients with gout have concomitant 
cardiovascular (CV) co-morbidities, it is unknown if elevated SUA is a predictor or causative factor 
associated with CVD.5  Of the estimated 5 million patients in the US with gout, it is believed that TFG 
affects approximately 50,000 patients2 though some reports indicate that as many as 300,000 patients 
may be afflicted.4 
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Billing Coding/Physician Documentation Information       
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This Medical Policy is designed for informational purposes only and is not an authorization, an 
explanation of benefits, or a contract. Each benefit plan defines which services are covered, which are 
excluded, and which are subject to dollar caps or other limits. Members and their providers will need to 
consult the member's benefit plan to determine if there is any exclusion or other benefit limitations 
applicable to this service or supply. Medical technology is constantly changing and Blue Cross and Blue 
Shield of Kansas City reserves the right to review and revise medical policy. This information is 
proprietary and confidential and cannot be shared without the written permission of Blue Cross and 
Blue Shield of Kansas City. 


