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RATIONALE FOR INCLUSION IN PA PROGRAM 

 
Background 

Zyvox is an oxazolidinone, which is a class of synthetic antibiotics.  Unlike other antibiotics 

Zyvox inhibits bacterial translation by binding to bacterial 23S ribosomal RNA, which blocks the 

formation of the functional 70S initiation complex. This unique mechanism of action lessens the 

likelihood of resistance with other classes of antibiotics. Zyvox is bacteriostatic or bactericidal 

depending on the bacterial strain (1). 

 

Regulatory Status 

FDA-approved indications: (1) 

Zyvox is an oxazolidinone-class antibacterial indicated in adults and children for the treatment of 

the following infections caused by susceptible Gram-positive bacteria: 

 

1. Nosocomial pneumonia caused by Staphylococcus aureus (methicillin-susceptible and -

resistant strains), or Streptococcus pneumoniae (including multi-drug resistant strains 

[MDRSP]). 

2. Community-acquired pneumonia caused by Streptococcus pneumoniae (including multi-

drug resistant streptococcus pneumoniae [MDRSP] strains), including cases with 

concurrent bacteremia, or Staphylococcus aureus (methicillin-susceptible strains only). 

3. Complicated skin and skin structure infections, including diabetic foot infections, without 

concomitant osteomyelitis, caused by Staphylococcus aureus (methicillin-susceptible 

and -resistant strains), Streptococcus pyogenes, or Streptococcus agalactiae.  Zyvox 

has not been studied in the treatment of decubitus ulcers. 

4. Uncomplicated skin and skin structure infections caused by Staphylococcus aureus 

(methicillin-susceptible only) or Streptococcus pyogenes. 

5. Vancomycin-Resistant Enterococcus faecium infections, including cases with concurrent 

bacteremia. 

 

To reduce the development of drug-resistant bacteria and maintain the effectiveness of Zyvox 

and other antibacterial drugs, Zyvox should be used only to treat or prevent infections that are 

proven or strongly suspected to be caused by susceptible bacteria (1).   
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The safety and efficacy of Zyvox formulations given for longer than 28 days have not been 

evaluated in controlled clinical trials (1). 

 

Myelosuppression (including anemia, leukopenia, pancytopenia, and thrombocytopenia) has 

been reported in patients receiving Zyvox. Complete blood counts should be monitored weekly 

in patients who receive Zyvox, particularly in those who are taking for longer than two weeks, 

those with pre-existing myelosuppression, those receiving concomitant drugs that produce bone 

marrow suppression, or those with a chronic infection who have received previous or 

concomitant antibiotic therapy. Discontinuation of therapy with Zyvox should be considered in 

patients who develop or have worsening myelosuppression (1). 

 

Zyvox has the potential to increase blood pressure. Unless patients are monitored for potential 

increases in blood pressure, Zyvox should not be administered to patients with uncontrolled 

hypertension, pheochromocytoma, or thyrotoxicosis (1).  

 

Zyvox may cause lactic acidosis, peripheral and optic neuropathy, convulsions, symptomatic 

hypoglycemia, and Clostridium difficile associated diarrhea (1). 

 

Zyvox acts as a monoamine oxidase inhibitor (MAOI) giving it the potential for serotonergic and 

adrenergic interactions and may cause serotonin syndrome. Spontaneous reports of serotonin 

syndrome including fatal cases associated with the co-administration of Zyvox and serotonergic 

agents, including antidepressants such as selective serotonin reuptake inhibitors (SSRIs) (1). 

 

Zyvox is not approved and should not be used for the treatment of patients with catheter-related 

bloodstream infections or catheter-site infections. An imbalance in mortality was seen in patients 

treated with Zyvox relative to vancomycin/dicloxacillin/oxacillin in an open-label study in 

seriously ill patients with intravascular catheter-related infections (1). 

Pharmacokinetic information generated in pediatric patients with ventriculoperitoneal shunts 

showed variable cerebrospinal fluid (CSF) Zyvox concentrations following single and multiple 

dosing of Zyvox; therapeutic concentrations were not consistently achieved or maintained in the 

CSF. Therefore, the use of Zyvox for the empiric treatment of pediatric patients with central 

nervous system infections is not recommended (1). 
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Off-Label Uses:  

Zyvox has shown to be effective for pneumonia in patients with cystic fibrosis (CF), which is 

known to increase risk of serious, difficult to treat respiratory infections. Clinical guidelines for 

CF recommend aggressive treatment, with Zyvox being one effective agent (2-3).  

 

There is also evidence for Zyvox use in mycobacterial infections. In addition to gram-positive 

and actinomycotic coverage, in-vitro and clinical case studies report success treating numerous 

mycobacteria species. This includes common strains M. kansasii and M. tuberculosis (also 

including multi-drug resistant (MDR-TB)) which show susceptibility. As with other uses, patients 

should be monitored for side effects (4-8). 

 

Summary 

Zyvox is an oxazolidinone, which is a class of synthetic antibiotics. To reduce the development 

of drug-resistant bacteria and maintain the effectiveness of Zyvox and other antibacterial drugs, 

Zyvox should be used only to treat or prevent infections that are proven or strongly suspected to 

be caused by susceptible bacteria. Myelosuppression (including anemia, leukopenia, 

pancytopenia, and thrombocytopenia) has been reported in patients receiving Zyvox. Zyvox acts 

as a monoamine oxidase inhibitor (MAOI) and may cause serotonin syndrome. Unless patients 

are monitored for potential increases in blood pressure, Zyvox should not be administered to 

patients with uncontrolled hypertension, pheochromocytoma, or thyrotoxicosis. Zyvox is not 

approved and should not be used for the treatment of patients with catheter-related bloodstream 

infections or catheter-site infections. Zyvox may cause lactic acidosis, peripheral and optic 

neuropathy, convulsions, symptomatic hypoglycemia, and Clostridium difficile associated 

diarrhea (1). 

 

Prior approval is required to ensure the safe, clinically appropriate, and cost-effective use of 

Zyvox while maintaining optimal therapeutic outcomes. 
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