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1 INTRODUCTION 
 
This review by the Division of Risk Management (DRISK) evaluates if a risk evaluation 
and mitigation strategy (REMS) is needed for the new molecular entity oritavancin. The 
Agency received the new drug application (NDA) from The Medicines Company for 
oritavancin on December 6, 2013. The proposed indication is “for the treatment of adult 
patients with acute bacterial skin and skin structure infections (ABSSSIs) caused or 
suspected to be caused by susceptible isolates of the following Gram-positive 
microorganisms: Staphylococcus aureus (including methicillin-susceptible [MSSA] and –
resistant [MRSA] isolates), Streptococcus pyogenes, Streptococcus agalactiae, 
Streptococcus dysgalactiae, Streptococcus anginosus group (includes S. anginosus, S. 
intermedius, and S. constellatus), and Enterococcus faecalis (vancomycin-susceptible 
isolates only).  
 
Oritavancin is dosed as a single, 1200 mg intravenous infusion over three hours. 
According to the proposed package insert (PI), the half-life is 245 hours   
 
The Medicines Company submitted a “risk management plan”; not a REMS.  

1.1 BACKGROUND 

According to the Centers for Disease Control and Prevention, studies show that about one 
in three people carry staphylococcus in their nose, usually without any illness. Two in 
100 people carry MRSA. Most staphylococcus infections, including MRSA present as a 
bump or infected area on the skin and “recent data suggest that MRSA as a cause of skin 
infection in the general community remains a high probability.”1 

The Infectious Disease Society of America (IDSA) last published practice guidelines for 
the “diagnosis and management of skin and soft-tissue infections” in 2005. This guideline 
lists the following options for MRSA skin and soft-tissue infections: 

• Vancomycin 

• Linezolid 

• Clindamycin 

• Daptomycin  

• Doxycycline2, minocycline3  

• Trimethoprim sulfamethoxazole2 

                                                 
1 http://www.cdc.gov/mrsa/ - accessed April 24, 2014.  
2 Not approved for treatment of skin or skin structure infections.  
3 The Minocycline labeling states, “Minocycline is indicated for skin and skin structure infections caused 
by staphylococcus aureus (note: Minocycline is not the drug of choice in the treatment of any type of 
staphylococcal infection).” 
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Since 2005, the following drugs were approved for the treatment of skin and skin 
structure infections including infections caused by MRSA: 

• Tigecycline – approved 2005; indicated for complicated skin and skin structure 
infections 

• Telavancin – approved 2009; indicated for complicated skin and skin structure 
infections 

• Ceftaroline fosamil – approved 2010; indicated for acute skin and skin structure 
infections 

In January 2011, IDSA published their first practice guideline for the treatment of MRSA 
infections in adults and children.  

• For outpatients with skin and soft tissue infections in the era of community acquired 
MRSA, the recommended oral empirical antibiotic treatment options are: 
clindamycin, trimethoprim sulfamethoxazole, doxycycline/minocycline, and 
linezolid.  

• For hospitalized patients with skin and soft tissue infections in the era of community  
acquired MRSA, the recommended empirical antibiotic treatment options are: 
vancomycin (IV), linezolid (IV or oral), daptomycin (IV), telavancin (IV), and 
clindamycin (IV or oral). 

Oritavancin acts at the same site of peptidoglycan biosynthesis as vancomycin, another 
glycopeptide but requires only a single, 3 hour infusion.  

1.2 REGULATORY HISTORY 
 
The previous NDA (NDA 22153 held by Targanta Therapeutics Corporation) for 
oritavancin for injection with a dose of 200 mg IV for adults weighing < 110 kg, and a 
dose of 300 mg for adults weighing > 110 kg. The NDA was reviewed by the Agency, 
presented to the Anti-Infective Drugs Advisory Committee on November 19, 2008, and 
issued a Complete Response letter on December 8, 2008 citing both safety and efficacy 
concerns; requiring an additional adequate and well-controlled study to evaluate the 
safety and efficacy of ortiavancin for cSSSI. 
 
The December 8, 2008 Office Director Decisional Memo notes the following: 
 

Two main studies were completed to evaluate the safety and efficacy of oritavancin 
for complicated skin and skin structure infections (cSSSI).  

• Study ARRD was a double-blind, randomized, multi-center trial that 
compared oritavancin 1.5 mg/kg/day, oritavancin 3.0 mg/kg/day, and 
vancomycin/cephalexin in cSSSI. Study ARRD was powered to show non-
inferiority with a margin of -15% and failed to meet a non-inferiority margin 
of -10%. 

• Study ARRI was a double-blind, randomized, multi-center study comparing 
oritavancin 200 mg to vancomycin. The results of this study were well within 
a lower bound of -10% for the 95% confidence interval. Study ARRI does 
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provide evidence of the activity of oritavancin, but does not provide 
substantial evidence alone or with the data from study ARRD to support the 
safety and efficacy of oritavancin for cSSSI. 

 
There were findings from the pivotal trials that raise questions about the efficacy 
and/or safety of oritavancin for cSSSI within the limited data available. These 
findings include (1) the higher rate of study discontinuation for lack of efficacy 
among oritavancin treated subjects, (2) the greater number of oritavancin-treated 
subjects who died or had an SAE of sepsis, septic shock, and related events, and (3) 
more oritavancin-treated subjects who experienced AEs of osteomyelitis and sepsis. 

 
The NDA was withdrawn on March 22, 2013. 

2 MATERIALS REVIEWED 

• QT-IRT Consult Response for NDA 206334. Signed in DARRTS by Kozeli 
D on March 3, 2014. 

• December 6, 2013. NDA 206334.  

• Moledina N. Clinical Review for NDA 22-153. Signed by Moledina N and 
Alexander J on December 1, 2008.  

• Worthy K. Review of proposed risk management plan for Nuvocid. Signed 
by Dempsey M and Karwoski C on October 28, 2008.  

3 RESULTS OF REVIEW 

3.1 OVERVIEW OF CLINICAL PROGRAM  

Please refer to Dr. Mayurika Ghosh’s review for the full clinical review of efficacy and 
safety.  

The NDA is based on the results of two Phase 3, randomized, double-blind, non-inferiority 
studies (SOLO I and SOLO II) comparing a single dose of oritavancin to a 7 to 10 day course 
of vancomycin. The primary endpoint for both trials was early clinical response 
(responder rate) defined as cessation of spread or reduction in size of baseline lesion, 
absence of fever, and no rescue antibacterial drug 48 to 72 hours after initiation of 
therapy. The following table provides the efficacy results:  

 
Oritavancin  

n /N(%) 
Vancomycin 

n /N(%) 
Difference (95% CI) 

SOLO I 390/473 (82) 379/481 (78.9) 3.1 (-1.6, 8.4) 
SOLO II 403/503 (80) 416/502 (83) -3 (-7.5, 2.0) 

 

3.2 SAFETY CONCERNS 
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4 DISCUSSION 

Adverse events of special concern include osteomyelitis and infection; both of which are 
likely more related to efficacy failure and/or appropriate diagnosis and use than a safety 
risk. The clinical review also notes hepatic effects but no cases met Hy’s law criteria.  

We note that televancin (Vibativ, a lipoglycopeptide) is approved for cSSSIs and is 
approved with a REMS consisting of a Medication Guide and Communication Plan to 
address the risks of: 

• increased risk of mortality associated with VIBATIV in patients with pre-existing 
creatinine clearance of ≤50 mL/min being treated for hospital-acquired and 
ventilator-associated bacterial pneumonia (HABP/VABP); and  

• avoid unintended exposure of pregnant women to Vibativ 

Neither of these risks are associated with oritavancin. While more cases of osteomyelitis 
were observed in the oritavancin arm, an imbalance of death between the treatment 
groups was not observed.  

Based on the available safety information, DRISK does not recommend a REMS for 
management of the risks associated with oritavancin.  

5 CONCLUSION 
 
DRISK concurs with the Division of Anti-Infective Products that, based on the available 
data and the potential benefits and risks of treatment, at this time a REMS is not 
necessary for oritavancin. If new safety information becomes available this 
recommendation can be reevaluated. 
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