
 
 

 

 
 
 
 

 

   
 

 
 

  
 

 
 

 

 

 
 

 

 

 

 

DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration 
Silver Spring  MD  20993 

NDA 21130/S-022  
NDA 21131/S-020  
NDA 21132/S-021  

SUPPLEMENT APPROVAL 
Pfizer Global Pharmaceuticals  
Attention: Nadia D. Kirzecky, Ph.D. 
Associate Director, Worldwide Regulatory Strategy 
235 East 42nd Street 
New York, NY 10017 

Dear Dr. Kirzecky: 

Please refer to your Supplemental New Drug Application (sNDA) dated June 28, 2010, received 
June 28, 2010, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act 
(FDCA) for the following: 

NDA Number Supplement Number Name of Drug Products: 
21-130 022 Zyvox® (linezolid) tablets 
21-131 020 Zyvox® (linezolid) IV Injection 
21-132 021 Zyvox® (linezolid) for oral Suspension 

We acknowledge receipt of your submission dated June 28, 2010. 

These “Prior Approval” supplemental new drug applications provide for the changes proposed in 
our supplement request letter dated May 14, 2010 to update the product label to include the 
following language: 

CLINICAL PHARMACOLOGY 
Pharmacodynamics 
In a randomized, positive- and placebo-controlled crossover thorough QT study, 40 healthy 
subjects were administered a single ZYVOX 600 mg dose via a 1 hour IV infusion, a single 
ZYVOX 1200 mg dose via a 1 hour IV infusion, placebo, and a single oral dose of positive 
control. At both the 600 mg and 1200 mg ZYVOX doses, no significant effect on QTc interval 
was detected at peak plasma concentration or at any other time. 

We have completed our review of these supplemental applications. They are approved, effective 
on the date of this letter, for use as recommended in the enclosed labeling text which is identical 
to the content of labeling submitted on June 28, 2010. 
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CONTENT OF LABELING 

As soon as possible, but no later than 14 days from the date of this letter, submit, using the FDA 
automated drug registration and listing system (eLIST), the content of labeling [21 CFR 
314.50(l)] in structured product labeling (SPL) format, as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm, that is 
identical to the enclosed labeling submitted on June 28, 2010 and include the  labeling changes 
proposed in any pending “Changes Being Effected” (CBE) supplements.  Information on 
submitting SPL files using eLIST may be found in the guidance for industry titled “SPL 
Standard for Content of Labeling Technical Qs and As” at 
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U 
CM072392.pdf. 

The SPL will be accessible from publicly available labeling repositories. 

Also within 14 days, amend all pending supplemental applications for this NDA, including 
pending “Changes Being Effected” (CBE) supplements, for which FDA has not yet issued an 
action letter, with the content of labeling [21 CFR 314.50(l)(1)(i)] in MS Word format that 
includes the changes approved in this supplemental application.  

LETTERS TO HEALTH CARE PROFESSIONALS 

If you decide to issue a letter communicating important safety-related information about this 
drug product (i.e., a “Dear Health Care Professional” letter), we request that you submit, at least 
24 hours prior to issuing the letter, an electronic copy of the letter to this NDA, to 
CDERMedWatchSafetyAlerts@fda.hhs.gov, and to the following address:  

MedWatch 

Food and Drug Administration 

Suite 12B-05 

5600 Fishers Lane 

Rockville, MD 20857 


REPORTING REQUIREMENTS 

We remind you that you must comply with reporting requirements for an approved NDA 
(21 CFR 314.80 and 314.81). 

http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/UCM072392.pdf
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/UCM072392.pdf
mailto:CDERMedWatchSafetyAlerts@fda.hhs.gov
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If you have any questions, call Kyong Hyon, Regulatory Project Manager, at (301) 796-0734. 

Sincerely, 

{See appended electronic signature page} 

Sumathi Nambiar, M.D., MPH 
Deputy Director for Safety 

                 Division of Anti-Infective and Ophthalmology Products 
                                                            Office of Antimicrobial Products 

Center for Drug Evaluation and Research 

ENCLOSURE(S): 
Content of Labeling 



-------------------- -------------------- -------------------- ------------------------------------------

---------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------

----------------------------------------------------

Application Submission Submitter Name Product NameType/Number Type/Number 

NDA-21132 SUPPL-21	 PHARMACIA AND ZYVOX 
UPJOHN CO 

NDA-21131 SUPPL-20 PHARMACIA AND ZYVOX 
UPJOHN CO 

NDA-21130 SUPPL-22 PHARMACIA AND ZYVOX 
UPJOHN CO 

This is a representation of an electronic record that was signed 
electronically and this page is the manifestation of the electronic 
signature. 

/s/ 

SUMATHI NAMBIAR 
07/16/2010 


	28Jun10 Label to attach to AP Ltr.pdf
	Dose of Linezolid
	Table 3.  Mean (Standard Deviation) AUCs and Elimination Half-lives of Linezolid and 
	Metabolites A and B in Patients with Varying Degrees of Renal Insufficiency
	 After a Single 600-mg Oral Dose of Linezolid

	Linezolid
	Metabolite B
	Antibiotics:
	Aerobic and facultative Gram-positive microorganisms
	Table 4.  Susceptibility Interpretive Criteria for Linezolid
	Enterococcus spp
	Quality Control
	PRECAUTIONS
	ADVERSE REACTIONS
	The safety of ZYVOX formulations was evaluated in 2046 adult patients enrolled in seven Phase 3 comparator-controlled clinical trials, who were treated for up to 28 days.  In these studies, 85% of the adverse events reported with ZYVOX were described as mild to moderate in intensity.  Table 6 shows the incidence of adverse events reported in at least 2% of patients in these trials.  The most common adverse events in patients treated with ZYVOX were diarrhea (incidence across studies: 2.8% to 11.0%), headache (incidence across studies: 0.5% to 11.3%), and nausea (incidence across studies: 3.4% to 9.6%).
	Table 6.  Incidence (%) of Adverse Events Reported in (2% of Adult Patients in Comparator-Controlled Clinical Trials with ZYVOX

	Event
	Table 7 shows the incidence of drug-related adverse events reported in at least 1% of adult patients in these trials by dose of ZYVOX.




	Adverse Event
	Table 8.  Incidence (%) of Adverse Events Reported in (2% of Pediatric Patients Treated with ZYVOX in Comparator-Controlled Clinical Trials
	Event
	DOSAGE AND ADMINISTRATION
	Intravenous Administration
	Constitution of Oral Suspension
	HOW SUPPLIED



	Injection
	300 mL bag (600 mg linezolid)  NDC 0009-5140-01
	Tablets
	Unit dose packages of 30 tablets  NDC 0009-5134-03
	CLINICAL STUDIES
	Adults
	Vancomycin-Resistant Enterococcal Infections
	Table 15.  Cure Rates at the Test-of-Cure Visit for ITT Adult Patients with Documented Vancomycin-Resistant Enterococcal Infections at Baseline
	Table 16.  Cure Rates at the Test-of-Cure Visit for 
	Microbiologically Evaluable Adult Patients with Nosocomial Pneumonia
	Complicated Skin and Skin Structure Infections
	Table 18.  Cure Rates at the Test-of-Cure Visit for Microbiologically
	Evaluable Adult Patients with Complicated Skin and Skin Structure Infections
	A separate study provided additional experience with the use of ZYVOX in the treatment of methicillin-resistant Staphylococcus aureus (MRSA) infections.  This was a randomized, open-label trial in hospitalized adult patients with documented or suspected MRSA infection.
	Diabetic Foot Infections
	Table 19.  Cure Rates at the Test-of-Cure Visit for Microbiologically
	Evaluable Adult Patients with Diabetic Foot Infections
	A safety and efficacy study provided experience on the use of ZYVOX in pediatric patients for the treatment of nosocomial pneumonia, complicated skin and skin structure infections, catheter-related bacteremia, bacteremia of unidentified source, and other infections due to Gram-positive bacterial pathogens, including methicillin-resistant and -susceptible Staphylococcus aureus and vancomycin-resistant Enterococcus faecium.  Pediatric patients ranging in age from birth through 11 years with infections caused by the documented or suspected Gram-positive organisms were enrolled in a randomized, open-label, comparator-controlled trial.  One group of patients received ZYVOX I.V. Injection 10 mg/kg every 8 hours (q8h) followed by ZYVOX for Oral Suspension 10 mg/kg q8h.  A second group received vancomycin 10 to 15 mg/kg IV every 6 to 24 hours, depending on age and renal clearance.  Patients who had confirmed VRE infections were placed in a third arm of the study and received ZYVOX 10 mg/kg q8h IV and/or orally.  All patients were treated for a total of 10 to 28 days and could receive concomitant Gram-negative antibiotics if clinically indicated.  In the intent-to-treat (ITT) population, there were 206 patients randomized to linezolid and 102 patients randomized to vancomycin.  One hundred seventeen (57 %) linezolid-treated patients and 55 (54%) vancomycin-treated patients were clinically evaluable.  The cure rates in ITT patients were 81% in patients randomized to linezolid and 83% in patients randomized to vancomycin (95% Confidence Interval of the treatment difference; -13%, 8%).  The cure rates in clinically evaluable patients were 91% in linezolid-treated patients and 91% in vancomycin-treated patients (95% CI; -11%, 11%).  Modified intent-to-treat (MITT) patients included ITT patients who, at baseline, had a Gram-positive pathogen isolated from the site of infection or from blood.  The cure rates in MITT patients were 80% in patients randomized to linezolid and 90% in patients randomized to vancomycin (95% CI; -23%, 3%).  The cure rates for ITT, MITT, and clinically evaluable patients are presented in Table 20. After the study was completed, 13 additional patients ranging from 4 days through 16 years of age were enrolled in an open-label extension of the VRE arm of the study. Table 21 provides clinical cure rates by pathogen for microbiologically evaluable patients including microbiologically evaluable patients with vancomycin-resistant Enterococcus faecium from the extension of this study.
	*  Includes data from 7 patients enrolled in the open-label extension of this study.
	REFERENCES







