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 Comparable Products   Preferred Drug List Status 
Linezolid               Preferred with Conditions 
Moxifloxacin    Non-Preferred  
     
      

Pharmacology/Usage:   Omadacycline tosylate, the active ingredient of Nuzyra®, is an aminomethylcycline which 
is a semisynthetic derivative of the tetracycline class of antibacterial drugs. Omadacycline binds to the 30S 
ribosomal subunit and blocks protein synthesis. 

Indication:    For the treatment of adult patients with  

• community-acquired bacterial pneumonia (CABP) caused by the following susceptible microorganisms: 
Streptococcus pneumoniae, Staphylococcus aureus (methicillin-susceptible isolates), Haemophilus 
influenzae, Haemophilus parainfluenzae, Klebsiella pneumoniae, Legionella pneumophila, Mycoplasma 
pneumoniae, and Chlamydophila pneumoniae. 

• Acute bacterial skin and skin structure infections (ABSSSI) caused by the following susceptible 
microorganisms: Staphylococcus aureus (methicillin-susceptible and -resistant isolates), Staphylococcus 
lugdunensis, Streptococcus pyogenes, Streptococcus anginosus grp (includes S. anginosus, S. intermedius, 
and S. constellatus), Enterococcus faecalis, Enterobacter cloacae, and Klebsiella pneumoniae. 

To reduce the development of drug-resistant bacteria and maintain the effectiveness of Nuzyra® and other 
antibacterial drugs,  Nuzyra® should be used only to treat or prevent infections that are proven or strongly 
suspected to be caused by susceptible bacteria. When culture and susceptibility information are available, they 
should be considered in selecting or modifying antibacterial therapy. In the absence of such data, local 
epidemiology and susceptibility patterns may contribute to the empiric selection of therapy. 

There is no pregnancy category for this medication; however, the risk summary indicates that Nuzyra®, like other 
tetracycline-class antibacterial drugs, may cause discoloration of deciduous teeth and reversible inhibition of bone 
growth when administered during the second and third trimester of pregnancy. The limited available data of use in 
pregnant women is not sufficient to inform a drug associated risk of major birth defects and miscarriages.  The 
safety and efficacy of use in the pediatric population below the age of 18 years have not been established. Due to 
the adverse effects of the tetracycline-class of drugs, including Nuzyra® on tooth development and bone growth, 
use of Nuzyra® in pediatric patients less than 8 years of age is not recommended. 

Dosage Forms:     
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• Injection: Single-dose vial with lyophilized powder to be reconstituted and further diluted prior to IV 
infusion: 100mg omadacycline per vial (equivalent to 131mg omadacycline tosylate) 

• Tablets: 150mg omadacycline (equivalent to 196mg omadacycline tosylate) 

Recommended Dosage:    Do not administer Nuzyra® injection with any solution containing multivalent cations 
(e.g. calcium and magnesium) through the same IV line. Co-infusion with other medications has not been studied. 
In addition, with the tablets, fast for at least 4 hours and then take with water. After oral dosing, no food or drug 
(except water) is to be consumed for 2 hours and no dairy products, antacids, or multivitamins for 4 hours. 

CABP:  The recommended dose can be seen in the table below. Use Nuzyra® for injection administered by IV 
infusion for the loading dose in CABP patients. 

Loading Doses Maintenance dose Treatment duration 
 200mg by IV infusion over 60 mins on day 1 

OR 
100mg by IV infusion over 30 mins twice on day 1 

100mg by IV infusion over 30mins QD 
OR 

300mg PO QD 
7 to 14 days 

ABSSSI: The recommended dose can be seen in the table below. Use Nuzyra® for injection administered by IV 
infusion or Nuzyra® tablets orally administered for the loading dose in ABSSSI patients. 

Loading Doses Maintenance dose Treatment duration 
 200mg by IV infusion over 60 mins on day 1 

OR 
100mg by IV infusion over 30 mins twice on day 1 

100mg by IV infusion over 30mins QD 
OR 

300mg PO QD 7 to 14 days 

450mg PO QD on day 1 and day 2 300mg PO QD 

Dose adjustments are not required with hepatic or renal impairment, including patients with end stage renal 
disease who are receiving hemodialysis. 

Drug Interactions:   As tetracyclines have been shown to depress plasma prothrombin activity, patients who are 
on anticoagulant therapy may require downward adjustment of their anticoagulant dosage while also taking 
Nuzyra®. In addition, absorption of oral tetracyclines, including Nuzyra®, is impaired by antacids containing 
aluminum, calcium, or magnesium, bismuth subsalicylate, and iron containing preparations. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Nuzyra®) minus reported % incidence for moxifloxacin in trial 1. Please note that an incidence of 0% means the 
incidence was the same as or that the active drug was less than moxifloxacin. The most frequently reported 
adverse events included alanine aminotransferase increased (0%), hypertension (0.6%), gamma-glutamyl 
transferase increased (0.5%), insomnia (0.5%), vomiting (1.1%), constipation (0.9%), nausea (0%), aspartate 
aminotransferase increased (0%), and headache (0.8%). 

Mortality imbalance was seen in the CABP clinical trial with 8 deaths (2%) occurring in patients treated with 
Nuzyra® compared to 4 deaths (1%) in patients treated with moxifloxacin. The cause of the mortality imbalance 
has not been established. All deaths, in both treatment arms, occurred in patients ˃65 years of age and most 
patients had multiple comorbidities. Closely monitor clinical response to therapy in CABP patients, especially in 
those at higher risk for mortality. 

The use of Nuzyra® during tooth development (last half of pregnancy, infancy, and childhood up to the age of 8 
years) may cause permanent discoloration of the teeth (yellow-gray-brown). This adverse reaction is more 
common during long-term use of the tetracycline class drugs, but it has been seen after repeated short-term 
courses. Advise the patient of the potential risk to the fetus if Nuzyra® is used during the second or third trimester 
of pregnancy. 
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The use of Nuzyra® during the 2nd and 3rd trimester of pregnancy, infancy, and childhood up to 8 years of age may 
cause reversible inhibition of bone growth. All tetracyclines form a stable calcium complex in any bone-forming 
tissue. A decrease in fibula growth rate has been seen in premature infants given oral tetracycline in doses of 
25mg/kg every 6 hours. This reaction was shown to be reversible when the drug was discontinued. Advise the 
patient of the potential risk to the fetus if Nuzyra® is used during the 2nd or 3rd trimester of pregnancy. 

Clostridium difficile associated diarrhea (CDAD) has been reported with the use of nearly all antibacterial agents 
and may range in severity from mild diarrhea to fatal colitis. Treatment with antibacterial agents alters the normal 
flora of the colon leading to the overgrowth of C. difficile. CDAD must be considered in all patients who present 
with diarrhea after antibacterial drug use. If CDAD is suspected or confirmed, ongoing antibacterial drug use not 
directed against C. difficile may need to be discontinued.  

Nuzyra® is structurally similar to tetracycline-class of antibacterial drugs and may have similar adverse reactions. 
Adverse reactions including photosensitivity, pseudotumor cerebri, and anti-anabolic action which has led to 
increased BUN, azotemia, acidosis, hyperphosphatemia, pancreatitis, and abnormal liver function tests, have been 
reported for other tetracycline-class antibacterial drugs, and may occur with Nuzyra®. Discontinue Nuzyra® if any 
of these adverse reactions are suspected. 

Contraindications:   In patients with known hypersensitivity to omadacycline or tetracycline-class antibacterial 
drugs, or to any of the excipients  

Manufacturer:  Paratek Pharmaceuticals, Inc  

Analysis:   The safety and efficacy of Nuzyra® were assessed in a multinational, double-blind, double-dummy trial 
comparing Nuzyra® to moxifloxacin in adults with CABP (N=774). Nuzyra® was administered 100mg IV Q12H for 2 
doses on day 1, followed by 100mg IV QD or 300mg PO QD. Moxifloxacin 400mg was given IV or PO. Treatment 
duration was 7-14 days, and all enrolled were expected to require a minimum of at least 3 days of IV treatment. 
Efficacy and safety of an oral loading dose was not assessed in CABP. Patients in the trial were predominantly male 
(55%) and white (92%), while the median age was 62 years. Among Nuzyra®-treated patients, common comorbid 
conditions included hypertension (49.5%), diabetes mellitus (16.3%), chronic lung disease (21.2%), atrial fibrillation 
(10.1%), and coronary artery disease (9.1%).  

Clinical success at the early clinical response (ECR) timepoint, 72 to 120 hours after the first dose, was defined as 
survival with improvement in at least 2 of 4 symptoms (cough, sputum production, chest pain, dyspnea) without 
deterioration in any of these 4 symptoms in the intent-to-treat (ITT) population. Results can be seen in the table 
below, which was adapted from the prescribing information. 

Endpoint Nuzyra® 
(N=386) 

Moxifloxacin 
(N=388) Treatment difference 

Clinical Success 81.1% 82.7% -1.6 

Clinical response was also assessed by the investigator at the post therapy evaluation visit (PTE), 5 to 10 days after 
the last dose of study drug and defined as survival and improvement in signs and symptoms of CABP, based on the 
clinician’s judgement, to the extent that further antibacterial therapy is not necessary. Clinical response rates can 
be seen in the table below, which was adapted from the prescribing information. 

Endpoint Nuzyra® Moxifloxacin Treatment difference 

Clinical Success at PTE 87.6% 85.1% 2.5 

The following table includes the investigator’s overall assessment of clinical response at PTE by baseline pathogen 
in the microbiological ITT population. 



  4 

Pathogen  Nuzyra® Moxifloxacin 

Streptococcus pneumoniae 37/43 (86%) 31/34 (91.2%) 

Methicillin-susceptible 
Staphylococcus aureus (MSSA) 8/11 (72.7%) 8/10 (80%) 

Haemophilus influenzae 26/32 (81.3%) 16/16 (100%) 

Haemophilus parainfluenzae 15/18 (83.3%) 13/17 (76.5%) 

Klebsiella pneumoniae 10/13 (76.9%) 11/13 (84.6%) 

Legionella pneumophila 27/29 (93.1%) 27/28 (96.4%) 

Mycoplasma pneumoniae 31/35 (88.6%) 25/29 (86.2%) 

Chlamydophila pneumoniae 14/15 (93.3%) 13/14 (92.9%) 

The safety and efficacy of Nuzyra® were assessed in 2 multicenter, multinational, double-blind, double-dummy 
studies that included adults with ABSSSI (N=1390) (study 2 and study 3). Both trials compared 7 to 14 days of 
Nuzyra® to linezolid. Patients with cellulitis (38% study 2 and 24% study 3), major abscess (29% study 2 and 18% 
study 3), or wound infection (33% study 1 and 58% study 3) were enrolled. 

In study 2, patients were randomized to Nuzyra® (N=329, 100mg IV Q12H for 2 doses followed by 100mg IV QD 
with the option to switch to 300mg PO QD) or to linezolid (N=326, 600mg IV Q12H with the option to switch to 
600mg PO Q12H). The mean surface area of the infected lesion was 455 cm2  in the Nuzyra® group  and 498 cm2 in 
the linezolid group. The mean age of included adults was 47 years, with most being male (65%) and white (92%). 
Among patients in the Nuzyra® group, common comorbid conditions included drug abuse (53.9%), hepatitis C 
(29.1%), hypertension (20.4%), anxiety (19.5%), and depression (15.5%). This was a global study, with about 60% of 
patients enrolled in the US. 

In study 3, patients were randomized to Nuzyra® (N=368, 450mg PO QD on days 1 and 2, followed by 300mg PO 
QD) or linezolid (N=367, 600mg orally Q12H). All patients were enrolled in the US, with the mean age of 44 years. 
Subjects were mainly male (63%) and white (91%).  The mean surface area of the infected lesion was 424 cm2 in 
the Nuzyra® group and 399 cm2 in the linezolid group. The most common comorbid conditions included drug 
abuse (72.8%), tobacco use (12%), and chronic hepatitis C infection (31.5%). 

In both trials, efficacy was determined by the successful early clinical response at 48 to 72 hours after the first dose 
and was defined as a 20% or greater decrease in lesion size. The table below illustrates the results of clinical 
success at early clinical response, which was adapted from the prescribing information. 

  Nuzyra®  Linezolid Treatment difference 

Study 2 84.8% 85.5% -0.7 

Study 3 87.3% 82.2% +5.1 

Clinical response at the post therapy evaluation (PTE, 7 to 14 days after the last dose) visit was defined as survival 
after completion of study treatment without receiving any alternative antibacterial therapy other than Nuzyra®, 
without unplanned major surgical intervention, and sufficient resolution of infection such that further antibacterial 
therapy is not needed. Results can be seen in the table below, which was adapted from the prescribing 
information. 
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 Nuzyra®  Linezolid Treatment difference 

Study 2 86.1% 83.6% +2.5 

Study 3 83.9% 80.5% +3.4 

The following table includes the investigator’s overall assessment of clinical response at PTE by baseline pathogen 
in trials 2 and 3. 

Pathogen  Nuzyra® Linezolid 

Staphylococcus aureus 305/369 (82.7%) 306/378 (81%) 

Methicillin-susceptible 
Staphylococcus aureus (MSSA) 164/201 (81.6%) 181/226 (80.1%) 

Methicillin-resistant 
Staphylococcus aureus (MRSA) 146/173 (84.4%) 128/157 (81.5%) 

Staphylococcus lugdunensis 10/11 (90.9%) 2/3 (66.7%) 

Streptococcus anginosus group 84/104 (80.8%) 59/82 (72.0%) 

Streptococcus pyogenes 28/40 (70%) 25/34 (73.5%) 

Enterococcus faecalis 17/18 (94.4%) 21/25 (84.0%) 

Enterobacter cloacae 11/14 (78.6%) 9/11 (81.8%) 

Klebsiella pneumoniae 8/11 (72.7%) 6/11 (54.5%) 

Place in Therapy:   Nuzyra® is a semisynthetic derivative of the tetracycline class of antibacterial drugs available as 
both an injection and an oral tablet indicated for community-acquired bacterial pneumonia (CABP) and for acute 
bacterial skin and skin structure infections (ABSSSI) caused by susceptible microorganisms. To reduce the 
development of drug-resistant bacteria and maintain the effectiveness of Nuzyra® and other antibacterial drugs, 
Nuzyra® should be used only to treat or prevent infections that are proven or strongly suspected to be caused by 
susceptible bacteria. When culture and susceptibility information are available, they should be considered in 
selecting or modifying antibacterial therapy. In the absence of such data, local epidemiology and susceptibility 
patterns may contribute to the empiric selection of therapy. 

In clinical trials, treatment success rates with Nuzyra® were similar to those achieved with moxifloxacin in the 
treatment of CABP and were similar to those achieved with linezolid in the treatment of ABSSSI. 

There is no evidence at this time that Nuzyra® is safer or more effective than the currently preferred medications. 
It is therefore recommended that Nuzyra® tablets remain non-preferred and require prior authorization and be 
available to those who are unable to tolerate or who have failed on preferred medications.    

PDL Placement:        Preferred 
    Non-Preferred   
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