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DEPARTMENT OF HEALTH & HUMAN SERVICES

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 
 
 
NDA 21-130/S-012 
NDA 21-131/S-012 
NDA 21-132/S-012 
 
 
Pfizer Global Pharmaceuticals  
Attention:  Nadia Kirzecky 
Associate Director, Worldwide Regulatory Strategy 
235 East 42nd Street 
New York, NY  10017 
 
Dear Ms. Kirzecky: 
 
Please refer to your supplemental new drug applications dated July 25, 2006, received July 26, 2006, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for the following: 
 

NDA Number Supplement Number Name of Drug Products: 
21-130 012 Zyvox® (linezolid) tablets 
21-131 012 Zyvox® (linezolid) IV Injection 
21-132 012 Zyvox® (linezolid) for oral Suspension 

 
We acknowledge receipt of your submissions dated August 18 and 24, 2006 and March 28, 2007. 
 
These “Changes Being Effected” supplemental new drug applications provide for the following 
changes to the label: 
 

1. PRECAUTIONS, Pregnancy, Teratogenic Effects. Pregnancy Category C section now 
reads as follows: 
 
“Linezolid was not teratogenic in mice, rats, or rabbits at exposure levels 6.5-fold (in mice), 
equivalent to (in rats), or 0.06-fold (in rabbits) the expected human exposure level, based on 
AUCs.  However, embryo and fetal toxicities were seen (see Non-teratogenic Effects).  There 
are no adequate and well-controlled studies in pregnant women.  ZYVOX should be used 
during pregnancy only if the potential benefit justifies the potential risk to the fetus.” 

 
2. The following paragraph was added between the second and third paragraphs in the 

PRECAUTIONS, Pregnancy, Non-teratogenic Effects section: 
 

“In rabbits, reduced fetal body weight occurred only in the presence of maternal toxicity 
(clinical signs, reduced body weight gain and food consumption) when administered at a dose 
of 15 mg/kg/day (0.06-fold the estimated human exposure based on AUCs).” 

 
3. Under the ANIMAL PHARMACOLOGY section, the second paragraph now reads, “In rats 

administered linezolid orally for 6 months, non-reversible, minimal to mild axonal 
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degeneration of sciatic nerves was observed at 80 mg/kg/day; minimal degeneration of the 
sciatic nerve was also observed in 1 male at this dose level at a 3-month interim necropsy.  
Sensitive morphologic evaluation of perfusion-fixed tissues was conducted to investigate 
evidence of optic nerve degeneration.  Minimal to moderate optic nerve degeneration was 
evident in 2 male rats after 6 months of dosing, but the direct relationship to drug was 
equivocal because of the acute nature of the finding and its asymmetrical distribution.  The 
nerve degeneration observed was microscopically comparable to spontaneous unilateral optic 
nerve degeneration reported in aging rats and may be an exacerbation of common background 
change.” 

 
4. The following paragraphs were added to the end of the WARNINGS section:  
 

“Clostridium difficile associated diarrhea (CDAD) has been reported with use of nearly all 
antibacterial agents, including ZYVOX, and may range in severity from mild diarrhea to fatal 
colitis.  Treatment with antibacterial agents alters the normal flora of the colon leading to 
overgrowth of C. difficile. 
 
C. difficile produces toxins A and B which contribute to the development of CDAD.  
Hypertoxin producing strains of C. difficile cause increased morbidity and mortality, as these 
infections can be refractory to antimicrobial therapy and may require colectomy. CDAD must 
be considered in all patients who present with diarrhea following antibiotic use. 
 
Careful medical history is necessary since CDAD has been reported to occur over two months 
after the administration of antibacterial agents. 
 
If CDAD is suspected or confirmed, ongoing antibiotic use not directed against C. difficile may 
need to be discontinued. Appropriate fluid and electrolyte management, protein 
supplementation, antibiotic treatment of C. difficile, and surgical evaluation should be instituted 
as clinically indicated.” 

 
    5.   The following paragraph was added to the end of the Information for Patients section: 

 
“Diarrhea is a common problem caused by antibiotics, which usually ends when the antibiotic 
is discontinued.  Sometimes after starting treatment with antibiotics, patients can develop 
watery and bloody stools (with or without stomach cramps and fever) even as late as two or 
more months after having taken the last dose of the antibiotic.  If this occurs, patients should 
contact their physician as soon as possible.” 

        
 6.    In the PRECAUTIONS section, under the heading Convulsions, the word “most” in the  

beginning of the second sentence of the first paragraph was changed to “some” and it now      
reads: 

 
“In some of these cases, a history of seizures or risk factors for seizures was reported.”  
 

We completed our review of these applications, as amended. These applications are approved, 
effective on the date of this letter, for use as recommended in the agreed-upon labeling text. 
 
The final printed labeling (FPL) must be identical to the enclosed labeling (text for the package insert) 
submitted March 28, 2007.  
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Please submit an electronic version of the FPL according to the guidance for industry titled Providing 
Regulatory Submissions in Electronic Format - NDA.  Alternatively, you may submit 20 paper copies 
of the FPL as soon as it is available but no more than 30 days after it is printed.  Individually mount 15 
of the copies on heavy-weight paper or similar material. For administrative purposes, designate these  
submissions "FPL for approved supplement NDA 21-130/S-012, NDA 21-131/S-012, and NDA 21-
132/S-012.”  Approval of these submissions by FDA is not required before the labeling is used. 
 
If you issue a letter communicating important information about this drug product (i.e., a “Dear Health 
Care Professional” letter), we request that you submit a copy of the letter to this NDA and a copy to 
the following address: 
 
   MEDWATCH 
   Food and Drug Administration 
   5515 Security Lane 
   HFD-001, Suite 5100 
   Rockville, MD 20852 
 
We remind you that you must comply with reporting requirements for an approved NDA (21 CFR 
314.80 and 314.81). 
 
If you have any questions, call Kyong Hyon, Regulatory Project Manager, at (301) 796-0734. 
 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Janice M. Soreth, MD 
Director 
Division of Anti-Infective and Ophthalmology Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

 
Enclosure  
 
 
 
 
 
 
 
 
 
 
 
 
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Janice Soreth
4/26/2007 05:36:41 PM
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            Medical Officer’s Review of Labeling Supplements 
 
       
 
1.0 Identification: NDA 21-130/SLR-012: ZYVOX® (linezolid) Tablets 
          NDA 21-131/SLR-012: ZYVOX® (linezolid) I.V. Injection 
          NDA 21-132/SLR-012: ZYVOX® (linezolid) For Oral Suspension 
                               
       1.1 Applicant Information:  Pharmacia & Upjohn Company, a subsidiary of  
                                                       Pfizer Incorporated 

       235 East 42nd Street 
       New York, NY 10017 
          
       Contact Person: Nadia D. Kirzecky 

                Associate Director 
                                                                            Pfizer Global Pharmaceuticals 
                                                                            Worldwide Regulatory Strategy 
 
 

            1.2 Submission/Review Dates: 
 
Date of submission: March 28, 2007 
Date assigned to medical reviewer: April 5, 2007 

            Date of review completed: April 11, 2007 
 
 1.3 Drug Identification 

 
Generic Drug Name: Linezolid 
Trade Name:  ZYVOX® 

Dosage Form, Strengths, and Route of Administration:  
- Tablets: 400 mg, 600 mg; Suspension: 100 mg/5mL, for oral 

administration; and 
- Injectable: 2 mg/mL, for intravenous  infusion 
 

 Category:  Oxazolidinone 
 
 

2.0 Purpose of Supplement 
 
       This supplement is submitted in accordance with 21 CFR 314.70 (c)(6)(iii) to revise the 
       WARNINGS and PRECAUTIONS sections of the labeling for ZYVOX®on the grounds 
       of safety. This submission is in response to a letter sent by the Division dated   
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        September 29, 2006, stating: “The Agency has recently reviewed the safety labeling 
        of marketed antimicrobials with regard to Clostridium difficile associated disease   
        (CDAD). Recent epidemiologic and scientific data indicate that outbreaks of a highly 
        virulent strain of C. difficile have emerged in various health care facilities. These 
        infections have been reported with antimicrobial agents and appear to be associated 
        with increased morbidity and mortality. To ensure consistency in the communication of  
        these risks, the Division of Anti-Infective and Ophthalmology Products, in   
        collaboration with the Division of Special Pathogen and Transplant Products, is  
        requesting that changes be made to the following sections of the package insert in order  
        to provide adequate information: WARNINGS section and PRECAUTIONS/  
        Information for Patients subsection.” 
 
        This submission also amends the label to implement the Division’s one modification to  
        Pfizer’s proposed language regarding convulsions in the PRECAUTIONS/General  
        subsection of the ZYVOX® label. 
 
 
3.0 Submitted materials: The electronic submission contains the following sections:  

 
• Cover letter dated March 28, 2007 
• Completed FDA 356h Forms for the three applications;        
• Labeling Table of Contents: 
 - SPL labeling for ZYVOX® 
 - Marked-up labeling document; 
 
 

MO Comment: The review of the three labeling supplements is integrated since the 
applicant’s proposed labeling revisions for the current package inserts are identical and 
apply to these applications. The differences between these applications are in the dosage 
form, strengths, and route of administration. 

 
 

4.0 Applicant’s Proposed revisions: (Note: Deletions are marked with strikethrough and  
additions are underlined.) 

  
1. In the WARNINGS section, paragraphs describing pseudomembranous colitis 

have been replaced with the text below: 
 

(b) (4)
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   “Clostridium difficile associated diarrhea (CDAD) has been reported with use of  

nearly all antibacterial agents, including ZYVOX® and may range in severity from 
mild diarrhea to fatal colitis. Treatment with antibacterial agents alters the normal 
flora of the colon leading to overgrowth of C. difficile. 

 
     C. difficile produces toxins A and B which contribute to the development of  
     CDAD. Hypertoxin producing strains of C. difficile cause increased morbidity and 
     mortality, as these infections can be refractory to antimicrobial therapy and may  

require colectomy. CDAD must be considered in all patients who present with  
diarrhea following antibiotic use.  
 
Careful medical history is necessary since CDAD has been reported to occur over 
two months after the administration of antibacterial agents. 

 
If CDAD is suspected or confirmed, ongoing antibiotic use not directed against C. 
difficile may need to be discontinued. Appropriate fluid and electrolyte     
management, protein supplementation, antibiotic treatment of C. difficile, and 
surgical evaluation should be instituted as clinically indicated.” 

 
 

 2. The following text has been added to the PRECAUTIONS/Information for   
     Patients subsection: 
 

• “Diarrhea is a common problem caused by antibiotics which usually 
ends when the antibiotic is discontinued. Sometimes after starting 
treatment with antibiotics, patients can develop watery and bloody stools 
(with or without stomach cramps and fever) even as late as two or more 
months after having taken the last dose of the antibiotic. If this occurs, 
patients should contact their physician as soon as possible.”  

 
MO Comment: The applicant’s language as stated above (#1 and #2) is consistent 
with that of the Division’s language stated in the letter dated September 29, 2006. 
 

(b) (4)
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3. In the PRECAUTIONS/General subsection, the following revision proposed  
      by the Division has been implemented by the applicant: 
 
 “Convulsions 
   Convulsions have been reported with linezolid. In some most of these cases, 
 a history of seizures or risk factors for seizures was reported.” 
 
 MO Comment: This revision is acceptable. 
 
4. The package insert number at the end of the ZYVOX®label was revised as 

follows: 
  
 “LAB-0139-16 14.0” 

  
      MO Comment: This minor editorial change is acceptable. 
  
5.0 Conclusion  
 
       It is recommended that the labeling supplement(s) for NDA 21-130/SLR-012, 21- 
      131/SLR-012 and 21-132/SLR-012 for ZYVOX® be approved. 

                                  
                                   
                                                                                                     
                                                                                                     ______________________ 

                                                                                     Alma Davidson, M.D.       
                                                                       Medical Officer 
                                                                       DAIOP 
 
                                                                       Concurrence only: 
                                                                                       
                                                                        Sumathi Nambiar, M.D., M.P.H. 
                                                                        Medical Team Leader 
                                                                        DAIOP 
                                                                                      
                                                                                      Janice Soreth, M.D. 
                                                                        Division Director 
                        DAIOP 
                                                         
cc:  
 
DAIOP/Ch.ProgMgmtStaff/FLeSane 
DAIOP/ Project Mgr/KHyon 
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Alma Davidson
4/16/2007 04:41:38 PM
MEDICAL OFFICER

Sumathi Nambiar
4/16/2007 06:09:53 PM
MEDICAL OFFICER
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MEDICAL OFFICER’S REVIEW OF LABELING SUPPLEMENTS 
 
                                   
1.0  Identification: NDA 21-130/SLR-012: ZYVOX® (linezolid) tablets 
          NDA 21-131/SLR-012: ZYVOX® (linezolid) I.V. injection 
          NDA 21-132/SLR-012: ZYVOX® (linezolid) for oral suspension 
 

1.1 Applicant:  Pfizer Incorporated 
               235 East 42nd Street 
                                  New York, NY 10017 
                        

          Contact Person:  Nadia D. Kirzecky 
                                                              Associate Director 
                                                              Pfizer Global Pharmaceuticals 
       Worldwide Regulatory Strategy 

                                  
1.2 Submission/Review Dates: 
 
   Date of submission: July 25, 2006 
      Date supportive information submitted: August 18, 2006 

              Date assigned to MO: August 3, 2006 
   Date of review completion: January 19, 2007 
 
  MO Comment: The submission dated July 25, 2006 did not include the information  

in support of the labeling revisions under the PRECAUTIONS, General, Information    
  for Patients and ADVERSE REACTIONS, Postmarketing Experience sections of the   
 Zyvox®label. However, the reviewer requested this information to which the applicant 

            responded on August 18, 2006. 
 

1.3 Drug identification:  
 

              Generic Drug Name: Linezolid  
              Trade Name:  ZYVOX® (linezolid)                                                                                                       

Dosage Form, Strengths, and Route of Administration: Tablets (400 mg and 
600 mg); I.V. injection (2 mg/mL); Oral suspension (100 mg/5mL). Both  
tablets and oral suspension are for oral administration; and I.V. injection is for  
intravenous infusion. 
   
Pharmacologic Category:  Oxazolidinone class of antibiotics 

 
2.0 Purpose of Submission:  
 
This supplement is submitted to provide for revisions under the PRECAUTIONS, 
General, Information for Patients, and Pregnancy, ADVERSE REACTIONS, 
Postmarketing Experience; and ANIMAL  PHARMACOLOGY sections of ZYVOX® 
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(linezolid) tablets, I.V. injection and oral suspension label. In addition to these changes, 
the applicant proposes to make other minor editorial changes to the ZYVOX® (linezolid) 
label.  
                                  
3.0 Material submitted and reviewed: 
   

 The submission was provided in electronic format and contained the following 
  sections:  
 
• Cover letter, dated  July 25, 2006;     
• Form FDA 356h;    
• Labeling history 
• Copies of  non-annotated revised package insert for ZYVOX® (linezolid); and   
• Annotated revised copies of package insert for ZYVOX® (linezolid). 
• Non-clinical pharmacology and toxicology data  
 (MO Note: The data were reviewed by clinical pharmacologist, Dr. Amy Ellis. 
 Please see her review for details.) 

 
      In addition, the following materials were submitted by the applicant per request by  
      the MO: 
  

• Cover letter, dated  August 18, 2006;    
• Form FDA 356h 
• Safety MedWatch reports of convulsions and hypersensitivity and anaphylactic 

reactions. 
• Final printed label (FPL) for ZYVOX® (linezolid), submitted on August 24, 2006. 

 
MO Comment: The review included additional reports from AERS database provided by 
the Office of Surveillance and Epidemiology (OSE). The proposed revisions under the 
PRECAUTIONS, Pregnancy and ANIMAL PHARMACOLOGY sections were reviewed 
separately by Dr. Amy Ellis and sent to the company in Sept. 2006. The proposed 
changes are reflected in the new labeling submission for linezolid dated Dec. 21, 2006. 
 
 
4.0  Review of Supporting Information 
 
 

I. Convulsions 
 
 According to the applicant, a search of the safety database was conducted for 
 linezolid cases reporting convulsions from September 1, 1999 through April 30, 
 2005. Pfizer states that the cumulative search was obtained from spontaneous 
 reports, adverse event registries, health authorities, medical literature, cases of 
 serious adverse events reported from clinical studies, and solicited cases from 
 marketing programs. The applicant reports a total of 39 relevant cases including 
 three cases from clinical study reports and 36 from other sources. The 3 clinical 



NDA 21-130; 21-131; & 21-132/SLR-012: ZYVOX® (linezolid)  
 

 3

 study cases were assessed by the reporter as serious and briefly summarized as 
 follows: 
 

 1. Mfr. report #2000021611US: This is a 39-year-old male with AIDS and 
chronic MRSA osteomyelitis who was enrolled in a compassionate use of 
linezolid study in the United States. On April 10, 2000, the patient was 
administered linezolid 600 mg BID orally and two days later developed seizures. 
The report states that the patient has a history of deep limb venous thrombosis but 
no history of seizure disorder. However, five days prior receiving linezolid, the 
caregiver reported that the patient had an episode of tonic/clonic jerking 
movement of his extremities followed by loss of consciousness lasting 2-3 
minutes. Concomitant medications included Bactrim-DS, efavirenz, mirtazapine, 
olanzapine, and paroxetine. The reporter considered these medications along with 
linezolid as co-suspect medications. According to the report, the event did not 
recur with rechallenge. 

 
 2. Mfr. report #200002120530PH: This is a 38-year-old female who developed 

generalized skin lesions and diagnosed as Staphylococcal scalded skin syndrome. 
The patient was treated initially with vancomycin (dosing regimen unknown). 
Concomitant medications included vitamin A (Retinol), vitamins (Iberet-500) and 
ferrous sulfate. After approximately seven days of vancomycin treatment, the 
patient’s medication was changed to linezolid 600 mg bid (oral). The patient was 
entered into the clinical study. The patient’s condition apparently improved as 
reported and was discharged on the 13th day of hospitalization with instructions to 
complete a one-month course of linezolid. Approximately on day 22 of linezolid 
therapy, the patient developed seizures and found to be in septic shock with acute 
renal failure secondary to Staphylococcal scalded skin syndrome. The patient was 
admitted to the hospital and was treated. The report states that linezolid was 
discontinued. The patient’s condition apparently improved after treatment with 
phenobarbital, pressor agents, and antibiotics (vancomycin and 
piperacillin/tazobactam). The reporting physician assessed the events as possibly 
related to the study medication. The report states that the sponsor did not agree 
with the investigator’s assessment. 

 
 3. Mfr. report #2002134072DE: This is a 74-year-old male patient who developed 

MRSA sepsis that was treated with linezolid.  On the 6th day of treatment, the 
patient developed generalized epileptic seizures. On the 17th day, the patient 
developed septic shock and died. According to the report, blood cultures obtained 
on that day were positive for MRSA.  

 
Non-clinical study cases: 
 
The applicant reported a total of 36 non-clinical study cases of convulsions as 
summarized in the following table:          
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Table 1: Non-clinical studies reporting convulsions - September 1, 1999-April 30, 2005   

Characteristics Number of 
Cases (n=36) 

Gender Female 
Male 
Unknown 

17 
14 
5 

Age (years) 
Range: 7-80 
Mean: 43.1 

≤16 years 
17-30 
31-50 
51-64 
≥65 
Unknown 

4 
3 
7 
6 
4 
12 

Daily dose at onset of 
first adverse event 

≤800 mg 
>800 mg and ≤1200 mg 
Unknown 

5 
16 
15 

Case outcome Unknown 
Recovered 
Recovering 
Recovered with sequelae 
Not recovered 
Death* 

16 
13 
1 
2 
2 
2 

Case seriousness Serious 
Nonserious 

32 
4 

Source Spontaneous- Health Professional 
Health Authority- Health Professional 
Spontaneous- Non health Professional 

28 
7 
1 

*1. Case 2000026440US: A 32-year old female patient was treated with linezolid, 600 mg every 12 hours,        
      intravenously for vancomycin-resistant Enterococcus faecium (VRE) on . The patient  
      developed seizures on an unspecified date. She was admitted to the ICU and died on the fifth day of  
      treatment. The report did not provide her medical history. However, her concomitant medications included 
      metronidazole, trimethoprim-sulfa, meropenem, acyclovir, amphotericin B, lansoprazole, diazepam,  
      phenytoin and filgrastim. Doses were unknown. The cause of death was not reported, although an autopsy  
      was to be performed. (MO Note: The autopsy report was not provided.) 
 
  2. Case 20042305851E: A male patient was hospitalized and admitted to the ICU for myocardial infarction.       
      Age and medical history were unknown. The patient was hospitalized for 45 days, and during this period  
      he received two courses of linezolid (indication and dose/frequency were unknown); the first course    
      lasted  for 14 days and the second lasting for 10 days. According to the report, the patient went into a     
      vegetative state while in ICU developed multiple seizures and MRSA pneumonia. After stopping the  
      second course of linezolid, the patient was apparently well enough to be transferred to the general  
      medical unit. But, four days later, the patient died. The report states that the role of linezolid in relation to  
      patient’s death, and the cause of death were unknown. 
 
Applicant’s Overall Assessment: 
 
Of the 39 cases reporting convulsion, one case was excluded from further analysis 
because the reported event “tremor” was not considered relevant. In 12 cases, 
information including patient’s medical history, event onset date, duration of drug 
therapy at event onset, and linezolid therapy dates were not provided. In 6 cases of 
convulsion, concomitant medications with reasonable temporal relationships to the 
event could have caused or contributed to the reported event. These medications 
include ciprofloxacin, metronidazole, meropenem, erythropoietin, ondansetron, 
olanzapine, and efavirenz. 
 

(b) (6)
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 of seizure developed seizure while on carbamazepine and linezolid treatment that 
 was reported by the treating physician as suspected drug interaction or could be 
 related to the high fever of the patient. Five of the patients had underlying  serious 
 illnesses which could possibly contribute to the seizures.  

 
The remaining 13 cases, an alternate etiology could not be determined from the 
information provided.  Table 3 summarizes these cases. 
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Table 3:  Linezolid Cases of Convulsions Without Alternate Etiology- cont. 
Case # 
Age/Gender 

Relevant 
Events 

Latency Outcome Medical/Therapeutic 
confounders 

Comment 

    physician stated that the 
patient had a history of an 
apparent “chronic herpes 
infection” for which she 
took linezolid. 

months later, 
linezolid was 
restarted for the 
osteomyelitis and 
patient developed 
seizures. The 
patient was 
hospitalized and 
linezolid was 
stopped. A follow-
up report by the 
physician stated 
that the “patient 
did fine and 
outcome was not 
attriburable to the 
AE.” 

 
MO Comment: Most of the cases of convulsions/seizures were assessed as serious 

     AEs by the reporter. Seven patients (#2001058698GB, #2002104436DE 
     #20031461881E, # 2004199834IE, #2004118172, #2004209839US, and 
     #2004223183US) had a history of seizure as described in Table 3. Six of the 7 patients 
     with history of seizure were reported to have recovered and one patient had an  
     unknown outcome. Two patients (#2004200390DE, and #2005024277) without known  
     histories of seizures were reported to have a positive dechallenge and rechallenge.   
     These two patients apparently recovered from the event after discontinuing 
     linezolid.  
 
 Summary of time interval from treatment with linezolid and development of seizures for 
both Sponsor’s and AERS cases:  
(MO Note: The mean and median were calculated based on the same observations (i.e., 
number of days). One case was reported to have 10 minutes latency and another case of 
about 2 hours. Based on this analysis and review of these cases, it is still difficult to make a 
definite conclusion on the time of onset of seizure because of limited information provided, 
the underlying medical conditions of the patients, and concomitant medications 
contributing to the relevant event.)  
 
Total number of cases: 66 =39(Sponsor); 27(AERS) 
Number of cases with reported latency period: 33 
Range= 10 minutes-1095 days 
Mean= 44.0  
Median= 4 

 
 

Search of the FDA’s AERS system 
 
A search of the FDA’s AERS system was conducted in order to determine if any 
additional reports had been received by the FDA. Reports from AERS database were 
provided by the Office of Surveillance and Epidemiology for the reviewer. Search terms 
included convulsions and/or seizures. Table 4 summarizes the cases from AERS. (Note: 
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Table 4: Linezolid Cases of Convulsions – cont. 
Case # (ISR#) 
Age/Gender/ 
Country 

Reaction(s) Linezolid dose/ 
indication/ Latency 

Outcome Medical/Therapeutic 
confounders 

Report  
Comment/Causality 
assessment 

 Mydriasis 
Gaze palsy 
Myclonic epilepsy 
Nystagmus 

  Concomitant med: 
fluoxetine 

eyes reappeared after the 
evening dose of 
linezolid. 

2005124248 
45/F 
Greece 

Seizure 600 mg BID I.V. 
then po (3-4 days on 
po developed 
seizure). 

Recovered Cervical cancer. 
Concomitant meds: opioid 
analgesic; anti-
inflammatory agents. 

Brain CT scan showed 
no abnormal findings. 
Physician’s assessment 
of event was unknown. 

2005144053 
Age/gender 
unknown 
Belgium 

Epileptiform 
movement 
Hyponatremia 

Dose unknown but 
given po for cardiac 
postoperative 
treatment; 2 hours. 

Recovered Crohn’s disease; 
Endocarditis 
Concomitant meds: 
perindopril; mesalazine; 
omeprazole 

Assessment of event by 
reporter is unknown. 

2005168553 
13/F 
Germany 

MRI abnormal 
Seizure cerebral 
Paresthesia 

600 mg BID, route 
unknown for 
Enterococcus 
faecium wound 
infection; 24 days 

Recovered Burkitt’s lymphoma; 
History of intestinal 
perforation. 
Concomitant meds: 
chemotherapy and 
immunosuppressive 
agents. 

Reporting physician 
presumes a causal 
relationship between 
these events, and 
linezolid treatment was 
assessed as probable 
cause. 
Cranial nuclear MRI 
revaled hyperdense  
areas in thalamus. 

267366 
69/M 
USA 

Seizure 
Pancytopenia 
Ceased breathing 

600 mg BID po for 
MRSA and 
enterococcus 
osteomyelitis; 
14 days after last 
dose of linezolid 

Unknown Lymphoma, CHF, 
hepatitis C, hypertension, 
chronic renal 
insufficiency, 
hypothyroidism, and BPH. 
Concomitant meds: 
unknown 

Unknown. 

232849 
48/F 
USA 

Seizure 600 mg BID po for 
infected port-a-cath; 
duration unknown. 

Unknown Small cell lung cancer. 
Concomitant meds: 
fluoxetine. 

Pt. on comfort measures 
per report. 

2004200770US 
Age and 
gender are 
unknown. 
USA 

Convulsions 
Anaphylactic 
reaction 

Dose, route, duration 
are unknown. MRSA 
infection; 24 hours. 

Unknown Other medical history is 
unknown. Concomitant 
meds: Rocephin and 
neurontin. 

 Unknown 

213818 
31/M 
USA 

Seizure 600 mg BID I.V. and 
po; 
 

Unknown Traumatic head injury. 
Concomitant meds: 
primaxin, Zoloft, flagyl; 
Prevacid. Didronel; 
neurontin; neurontin; 
ferrous sulfate. 

 Unknown 

2004193758US 
Age 
(unknown)/F 
USA 

Drug interactions 
Serotonin 
syndrome 
Oxygen saturation 
decreased 

600 mg (route and 
duration unknown) 
for hospital-acquired 
MRSA infection 

Unknown Spinal fusion surgery 
Concomitant med: 
citalopram 

Unknown 

147315 
65/M 
USA 
 

Possible seizure 
 

600 mg BID I.V. for 
VRE from surgical 
wound infection 

Unknown PVD, osteomyelitis of rt. 
great toe, multiple 
decubitus, COPD, DM 
II, S/P great toe 
amputation and fem-fem L 
to R bypass. Concomitant 
meds: diltiazem, 
fluconazole, heparin, 
ascorbic acid, insulin, 
albuterol inhaler, 
brimonidine tartrate, and 
cefotaxime 

Pt required mechanical 
ventilation, 
tracheostomy, and  PEG 
placement. No other 
information provided. 
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Table 4: Linezolid Cases of Convulsions – cont. 
Case # (ISR#) 
Age/Gender/ 
Country 

Reaction(s) Linezolid dose/ 
indication/ Latency 

Outcome Medical/Therapeutic 
confounders 

Report  
Comment/Causality 
assessment 

2006077872 
84/F 
Japan 

Convulsion 
Drug level below 
therapeutic 

600 mg BID 
I.V. for MRSA sacral 
infection; 6 days 

Unknown History of  hypertension, 
diabetes mellitus, right 
cerebellar infarction, 
epilepsy and pressure 
sores. Concomitant meds: 
amlodipine, lasix, 
enalapril, valproate 
sodium, aspirin, and 
insulin 

Reporting internist 
classified the event as 
“mild” and assessed it as 
possibly related to 
Zyvox. 

2006049276 
8/M 
USA 

Seizures 
Ill-defined 
disorder 

600 mg BID po Unknown History of seizure; 
hypotonia; on 
tracheostomy; on vent 
since 3 years old; and 
adrenal insufficiency. 
Concomitant meds: 
Phenobarbital, dilantin, 
depakene, zyrtec, 
multivitamins, melatonin, 
synthroid, calcitrol, and 
calcium 

Information provided 
is limited. Causality 
assessment is not 
provided in the report. 

2006038618 
58/M 
France 

Gran mal 
convulsion 
Drug interaction 

1200 mg (interval 
unknown); 5 days. 
Indication unknown. 

Death (46 
days after 
linezolid 
treatment.) 

History hypertension, 
COPD, smoker. 
Concomitant meds: 
voriconazole, fentanyl, 
amitriptyline, and 
omeprazole. 

EEG and CT scan were 
normal. Causality 
unknown. 

2006032592 
Age and 
gender 
(unknown) 
Hongkong 

Convulsion Dose (I.V.) and 
interval unknown 

Unknown Unknown No further information  
provided in the report. 

2006027475 
45/F 
USA 

Clot blood 
Seizure 
Loss of vision; 
blurry vision 
Intravenous 
catheter 
management 
Muscle disorder 
Lip disorder 
Potassium 
deficiency 

600 mg BID po 
(duration unknown) 
for bone infection;  
approximately a 
month after starting 
linezolid therapy. 

Unknown History of seizures since 
age 16 after a car accident; 
leg fusion; chronic MRSA 
infection from leg injury. 
Concomitant meds:  
Demerol, phenergan, 
atenolol, lovenox, ambien, 
vitamin B12, and 
topamax. 

Causality assessment not 
provided. 

222017 
48/F 
USA 
 

Tonic-clonic 
seizure 

600 mg BID I.V. (8 
days); and po (10 
mos.) 

Unknown Metastatic small cell CA 
of lung; superior vena 
cava syndrome;  history of 
cervical cancer age 19; 
history of syphilis; 
depression 
Concomitant meds: 
fluoxetine; 
dexamethasone; heparin; 
hydromorphone; 
lorazepam; methadone; 
albuterol prn 

Patient on palliative 
care. No diagnostic 
procedures noted. 
The report states that 
drug interaction between 
fluoxetine and linezolid 
may have been 
contributory or 
causative. 

190002 
5/M 
USA 

Seizures 140 mg q8hr I.V. (1 
1/2 month); 
5 mg qd po (4 days) 
for VRE infection 

Required 
intubation, 
extubated 
following 
day. 
Apparently 
recovered 
with no 
lasting 
sequelae 

Wiskott-Aldrich 
syndrome; renal 
insufficiency; 
hypertension; depression. 
Concomitant med: 
citalopram 

Pt. ate pepperone pizza 
suffered seizures. EEG 
negative for epileptiform 
activity. CT scan 
normal. Report states 
that the drug-drug and 
drug-food interactions 
are consistent with 
serotonin syndrome. 
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Table 4: Linezolid Cases of Convulsions – cont. 
Case # (ISR#) 
Age/Gender/ 
Country 

Reaction(s) Linezolid dose/ 
indication/ Latency 

Outcome Medical/Therapeutic 
confounders 

Report  
Comment/Causality 
assessment 

158761 
51/M 
USA 

Seizure 600 mg BID  po for 
chronic MRSA 
osteomyelitis; 3 days 

Unknown History of seizure and IV 
drug abuser. 
Concomitant med: 
unknown 

Unknown 

2002097576DE 
76/M 
GERMANY 

Myoclonic 
jerks 

600 mg BID po for 
pneumonia; 3 days 

Recovered Concomitant meds: 
bronchoretard, 
co-diovan and enepran. 

Clinical examinations 
revealed no pathological 
findings. The specialist 
suspected a vascular 
encephalopathy.  
Reporting physician that 
causality with linezolid 
is not assessable. 

2002128870US 
22/F 
 
 

Drug 
interaction 
Serotonin 
syndrome 

600 mg BID  po for 
MRSA infection; 1 
day 

Seizure 
stopped, but 
pt remained 
hospitalized 
due to PPH 

History of primary 
pulmonary hypertension 
(PPH) and infection of 
PEG tube. Concomitant 
medication: mirtazapine. 

Pt apparently sustained 
laceration above eye 
after a fall from the 
seizure. Linezolid and 
mirtazapine were 
stopped, and then treated 
with Dilantin. 
Pharmacist reported that 
pt experienced serotonin 
syndrome. 

 
MO Comment: The reviewer reviewed 27 cases (unduplicated) from AERS database. Five 
of these cases (#6114675, GXKR2004US006624, 190002, and 2002124082 US) with 
reports of convulsions could possibly be under the spectrum of serotonin syndrome. 
Spontaneous reports of serotonin syndrome associated with concomitant administration 
of linezolid and selective serotonin reuptake inhibitors (SSRIs) have been reported and 
mentioned in the label. One death was reported in a 58-year old male patient 
(#2006038618) with history of hypertension and COPD. The patient received linezolid 
1200 mg (interval, route and indication were unknown). According to the report, the 
patient developed grand mal convulsion five days after linezolid therapy. Concomitant 
medications included voriconazole, fentanyl, amitriptyline and omeprazole. EEG and 
brain CT scan were apparently normal. Causality assessment by the reporter was 
unknown. The reported events were grand mal convulsion and drug interaction. 
 
Six patients (# S4121613 [4334483-2], #5711887 (4549428-X), #2006077872, 
#2006049276, #2006027475, and #158761) had a history of seizure as described in 
Table 4. 
 
Most cases have limited information about the patient’s history, concomitant 
medications, and reporter’s causality assessment to make definite conclusions to the 
etiologies of convulsions/seizures. 

 
II.  Hypersensitivity/anaphylaxis/allergic dermatitis/ Stevens-Johnson syndrome 

 
The applicant’s reports of hypersensitivity, anaphylaxis, anaphylactic shock and 
allergic dermatitis were obtained from spontaneous reports, adverse event 
registries, medical literature, clinical studies, and company’s sponsored marketing 
program (solicited cases) regardless of causality. The database was reviewed for 
linezolid cases coded to the MedDRA preferred adverse event terms 
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MO Comment: The applicant did not mention cases of Stevens-Johnson syndrome in 
the search. AERS reports had a total of 11 linezolid cases of SJS, one case of possible  
of SJS and TEN, three cases of toxic epidermal necrolysis (TEN), 3 cases of Lyell’s  
syndrome, and 2 cases of possible DRESS (Drug rash with eosinophilia and systemic 
symptoms syndrome). Three deaths were reported with cases of SJS: 
 

• #2000018584GB: A 74-year old male with a history of hypertension, angina, 
diabetes mellitus, bladder tumor, pleural effusions, renal and heart failure. 
developed MRSA empyema and was started on teicoplanin and rifampicin 
(duration of therapy was unclear in the report). Concomitant medications 
included diltiazem and isosorbide mononitrate. The patient developed 
extensive maculopapular rash on abdomen and back. The antibiotics were 
stopped. Linezolid was started at 600 mg BID I.V. on  and after 
four days of therapy, patient developed a widespread rash with conjunctival 
and mucosal involvement. The reporting physician felt that this was SJS. 
Linezolid was stopped.  The dermatologist impression was severe 
erythrodermic drug reaction and not classical SJS or erythema multiforme. 
The rash was reported to have improved but recurred after a day. The patient 
was started on gentamicin and fucidin. However, her condition deteriorated 
and she died on . The patient was diagnosed with left 
ventricular failure, myocardial ischemia, diabetes mellitus and erythroderma 
caused by drug reaction. According to the sponsor, there is reasonable 
possibility that the reaction is causally related to the medications, including 
linezolid. The fatal outcome is likely due to the poor general condition of the 
patient and underlying disease. 

 
• #2001086126GB: A 21-year old male with history of florid hepatitis and 

aplastic anemia developed septicemia due to VRE and Enterococcus faecium 
resistant to ampicillin. The report states that linezolid was the only treatment 
option. Dose and duration were unknown. The patient experienced rash, 
swollen lips soon after starting linezolid which was reported as SJS. The 
patient died on an unspecified date. No details of this report were provided. 
The consultant believes that linezolid was probably not the direct cause of 
death. The reporter stated that the patient was probably taking other drugs 
for his aplastic anemia and that a causal relationship to linezolid cannot be 
excluded. 

 
• #255354: A 70-year old male with history of diabetes and coronary artery 

disease developed MRSA bacteremia and treated initially with vancomycin. 
On day 18 of 42 days with vancomycin, the patient developed a rash on his 
face, neck, trunk, back, and thighs which became progressively worse. The 
patient was treated with 2% hydrocortisone cream and diphenhydramine. 
The patient was subsequently readmitted to the hospital. The report did not 
state whether vancomycin was discontinued or not. The patient was started 
with linezolid 600 mg BID oral for 18 days to complete a total of 42 days of 
therapy. The patient’s maculopapular rash was apparently improving and the 

(b) (6)

(b) (6)
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patient was discharged back to the nursing home with tapered prednisone 
and hydrocortisone cream. Five days later, the patient was readmitted 
because of new rash and diffuse blisters. Linezolid was stopped and 
hydration was started. The physician reported a SJS reaction to linezolid. The 
patient was also found to have a UTI and treated with ciprofloxacin. The 
patient was started on cetaphil BID and zinc oxide for the rash. According to 
the report, the physician noted improvement of the SJS.  While in the hospital, 
the patient developed multiple medical problems including E. coli UTI, 
candiduria, candida line infection, acute renal failure and thrombocytopenia. 
The patient died after 22 days of hospitalization with suspected cause of 
bacteremia. 

 
    There were no reports of deaths with the reports of anaphylactic reactions in the  
   AERS cases. 
                                                                                                                                                                        

5.0 Review of Applicant’s proposed revisions to the Zyvox®label: 

                 

(b) (4)
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• At the end of the ®tablets package insert, the following minor editorial changes 
were made:     

1. The package insert number was revised: 
 -LAB-0139-1213.0                                                                                              
2.   The revision date was changed: 
 - Revised November 2005 July 2006  

MO Comment: All of the above revisions are minor editorial changes and 
acceptable. 

6.0 Conclusion and Recommendation   
 
It is recommended that the labeling supplements for NDA 21-130/SLR-012, NDA 21-
131/SLR-012, and NDA 21-132/SLR-012 be approved (clinical portion of the 
submission) with the following revisions: 
 

• In the PRECAUTIONS/General subsection: 
 

 “Convulsions 
 Convulsions have been reported in patients when treated with linezolid. In some 
 of these cases, a history of seizures or risk factors for seizures was reported.” 
 
 
Addendum to above MO review: 
 
The Sponsor subsequently agreed to the Division’s proposed labeling change regarding 
convulsions in the PRECAUTIONS/General subsection of the ZYVOX® label submitted 
under NDA 21-130/SLR-012, NDA 21-131/SLR-012, and NDA 21-132/SLR-012  
applications dated March 28, 2007. These submissions amended the ZYVOX®label to 
implement this change as follows: 
 
 “PRECAUTIONS 
 General 
  Convulsions 
  Convulsions have been reported in patients when treated with linezolid. In most 
 some of these cases, a history of seizures or risk factors for seizures was 
 reported.” 
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                                 ______________________ 
                                                                                         Alma C. Davidson, M.D.     
                                                                                         Medical Officer, DAIOP 
                                                                                           
                                                                                         Concurrence only: 
                                                                                        
             Sumathi Nambiar, M.D., M.P.H. 
                                                                                          Team Leader, Medical Officer 
                                                                                          DAIOP 
 
                                                                                          Janice Soreth, M.D. 
                                                                                          Division Director 
                                                                                          DAIOP 
 
 
cc: Original NDA file     
DAIOP: MO/ASorbello 
DAIOP: Supervisory PM/FLeSane 
DAIOP: PM/KHyon 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Alma Davidson
4/23/2007 04:03:44 PM
MEDICAL OFFICER

Sumathi Nambiar
4/23/2007 04:37:49 PM
MEDICAL OFFICER
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PHARMACOLOGY REVIEW(S) 



 INTEROFFICE MEMORANDUM 
 
DATE: 8/11/06 
 
TO:  Kyong Hyon, RN 
  Project Manager, DAIOP 
   
FROM: Amy L. Ellis, Ph.D. 
  Pharmacologist, DAIOP 
 
THROUGH: Terry S. Peters, DVM 
  Acting Pharmacology Team Leader, DAIOP 
 
RE:  Linezolid Labeling Supplements: Changes Being Effected NDAs 21132 S-012, 
  21130 S-012, and 21131 S-012, CBE-0 
 
 The sponsor is proposing to add data from a Segment 2 reproduction toxicity study in 
rabbits to the PRECAUTIONS/Pregnancy section and data from a 6-month repeat dose toxicity 
study in rats to the ANIMAL PHARMACOLOGY section. 
 The rabbit study, A Developmental Toxicity (Segment II) Study in New Zealand White 
Rabbits with Oral Gavage Administration (P&U Study No. 2000-0565; Springborn Study No. 
3378.19), was previously submitted and reviewed in IND 49,195 N-275.  The rat study, 6-Month 
Oral Toxicity Study of PNU-100766 in Rats with a 2-Month Recovery (Pfizer Kalamazoo Study 
No. 2004-0195) was previously submitted and reviewed in IND 49,195 N-399. 
 The sponsor’s proposed changes to the PRECAUTIONS/Pregnancy section are as 
follows, with the additions to the approved label wording underlined: 
 

(b) (4)

1 Page Immediately Following Withheld - b(4) Draft Labeling



Please make these corrections to the Zyvox® labels at your earliest convenience. 
 
cc: 
Nambiar/MOTL/DAIOP 
Sorbello/MO/DAIOP 
Davidson/MO/DAIOP 

(b) (4)
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Terry- You signed the paper copy of this labeling 
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Terry Peters
8/11/2006 11:35:53 AM
PHARMACOLOGIST
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ADMINISTRATIVE and CORRESPONDENCE  
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Hyon, Kyong  
 
From: Hyon, Kyong 
Sent: Thursday, March 01, 2007 5:24 PM 
To: 'Kirzecky, Nadia' 
Subject: NDA 21-130, 21-131, & 21-132 Labeling Supplement: CBE-0 
Hi Nadia, 
 
Please refer to your Labeling Supplement submission dated July 25, 2006. I want to let you know 
that we have one modification to your proposed language. Remainder of the changes are 
acceptable. 
 

• In the PRECAUTIONS section: 
 

 “Convulsions 
 Convulsions have been reported in patients when treated with linezolid. In most 
some of these cases, a history of seizures or risk factors for seizures was reported.” 
 
Best regards, 
 
Kyong Hyon, LCDR 
Regulatory Project Manager 
Food and Drug Administration (CDER) 
Division of Anti-Infective Ophthalmology Products, HFD-520 
10903 New Hampshire Ave. 
BLDG #22/Room 6345 
Silver Spring, MD 20993 
Tel: 301-796-0734 
Fax: 301-796-9881 
kyong.hyon@fda.hhs.gov 
Please note: My e-mail address is now kyong.hyon@fda.hhs.gov. If you have a different address, please change it. 
This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain information 
that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons 
not authorized to receive such information. If you are not the intended recipient, any dissemination, distribution or 
copying is strictly prohibited. If you think you have received this e-mail message in error, please e-mail the sender 
immediately at kyong.hyon@fda.hhs.gov. 
 
 
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Kyong Hyon
3/28/2007 02:40:44 PM
CSO

Kyong Hyon
3/28/2007 02:41:51 PM
CSO



 
 
DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 

 
 
NDA 21-130 
NDA 21-131 
NDA 21-132 
 
 
Pfizer Global Pharmaceuticals 
Attention:  Nadia D. Kirzecky 
Liaison Director 
235 East 42nd Street, 605/5/84 
New York, NY  10017 
 
Dear Ms. Kirzecky: 
 
Please refer to your new drug applications (NDAs) for ZYVOX® (linezolid) tablets, 
(NDA 21-130), ZYVOX® (linezolid) IV injection (NDA 21-131), and ZYVOX® (linezolid) for 
oral suspension (NDA 21-132). 
 
The Agency has recently reviewed the safety labeling of marketed antimicrobials with regard to 
Clostridium difficile associated disease (CDAD).  Recent epidemiologic and scientific data 
indicate that outbreaks of a highly virulent strain of C. difficile have emerged in various health 
care facilities.  These infections have been reported with antimicrobial agents and appear to be 
associated with increased morbidity and mortality.   
 
To ensure consistency in the communication of these risks, the Division of Anti-Infective and 
Ophthalmology Products, in collaboration with the Division of Special Pathogen and Transplant 
Products, is requesting that package inserts of all marketed antimicrobial products currently 
labeled with regard to CDAD be updated, and changes be made to the following sections of the 
package insert in order to provide adequate information: WARNINGS section and 
PRECAUTIONS/ Information for Patients subsection. 
 
1. In the WARNINGS section, paragraphs describing pseudomembranous colitis should be 

replaced with the text below. The drug product name (as it appears in the label) should be 
inserted where shown.  
 
“Clostridium difficile associated diarrhea (CDAD) has been reported with use of nearly all 
antibacterial agents, including [INSERT DRUG NAME HERE], and may range in severity 
from mild diarrhea to fatal colitis.  Treatment with antibacterial agents alters the normal flora 
of the colon leading to overgrowth of C. difficile. 
 
C. difficile produces toxins A and B which contribute to the development of CDAD.  
Hypertoxin producing strains of C. difficile cause increased morbidity and mortality, as these 
infections can be refractory to antimicrobial therapy and may require colectomy.  CDAD 
must be considered in all patients who present with diarrhea following antibiotic use.  
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Careful medical history is necessary since CDAD has been reported to occur over two 
months after the administration of antibacterial agents. 
 
If CDAD is suspected or confirmed, ongoing antibiotic use not directed against C. difficile 
may need to be discontinued.  Appropriate fluid and electrolyte management, protein 
supplementation, antibiotic treatment of C difficile, and surgical evaluation should be 
instituted as clinically indicated.” 
 

2. The following text should be added to the PRECAUTIONS/Information for Patients 
subsection. The text can be added as a separate paragraph or included as part of a bulleted list 
of advice for patients: 

 
“Diarrhea is a common problem caused by antibiotics which usually ends when the 
antibiotic is discontinued. Sometimes after starting treatment with antibiotics, patients 
can develop watery and bloody stools (with or without stomach cramps and fever) even 
as late as two or more months after having taken the last dose of the antibiotic.  If this 
occurs, patients should contact their physician as soon as possible.”  

 
To respond to this request, submit supplements, identified as a “Special Supplement: Changes 
Being Effected” (CBE), in accordance with the proposed labeling changes noted above.  Please 
do not combine the above proposed labeling changes with any other “CBE” or “Prior Approval” 
labeling revisions and include a cover letter that indicates that the submission is a CBE for the 
sole purpose of addressing the above requested changes.  
 
Submit revised content of labeling [21 CFR 314.50(l)] in structured product labeling (SPL) 
format as described at http://www.fda.gov/oc/datacouncil/spl.html, that is identical in content to 
the labeling text above.  Upon receipt and verification, we will transmit that version to the 
National Library of Medicine for posting on the DailyMed website. 
 
We request that these supplements be submitted no later than six months after the date of this 
letter. 
 
If you have any questions, call Jane A. Dean, RN, MSN, Regulatory Health Project Manager, at 
301-796-1202. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Frances V. LeSane 
Chief, Project Management Staff 
Division of Anti-Infective and Ophthalmology 
Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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FACSIMILE TRANSMITTAL SHEET 

 
DATE: September 1, 2006   

To: Nadia Kirzecky   From: Kyong Hyon 

Company: Pfizer Global Pharmaceuticals    Division of Anti-Infective and Ophthalmology 
Products 

Fax number: 646-441-6374   Fax number: 301-796-0734 

Phone number: 212-733-9110   Phone number: 301-796-0734 

Subject:  

Total no. of pages including cover: 2 

Comments: I am sending the comments of Pharmacology/Toxicology Review Team to your 

CBE-O Supplement Labeling submission on NDAs 21-130, SN 012, 21-131, SN 012, & 

21-132, SN 012 dated July 25, 2006. 
 

Document to be mailed:  “ YES   NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1400.  Thank you. 
 



Pharmacology/Toxicology Comments: 

Please make these corrections to the Zyvox® labels at your earliest convenience. 
 

(b) (4)
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NDA 21-130/S-012 
NDA 21-131/S-012 
NDA 21-132/S-012       CBE-30/CBE-0 SUPPLEMENT 
 
 
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: 
 
We have received your supplemental drug applications submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for the following: 
 

NDA Number Supplement Number Name of Drug Products: 
21-130 012 Zyvox® (linezolid) tablets 
21-131 012 Zyvox® (linezolid) IV Injection 
21-132 012 Zyvox® (linezolid) for oral Suspension 

 
Date of supplement:  July 25, 2006 
 
Date of receipt:  July 26, 2006 
 
These supplemental applications, submitted as “Supplement - Changes Being Effected” propose the 
following changes: Update of the Precautions, Adverse Reactions Postmarketing Experience and 
Animal Pharmacology sections of the label based on information received through postmarketing 
surveillance and on results from nonclinical studies. 
 
Unless we notify you within 60 days of the receipt date that these applications are not sufficiently 
complete to permit a substantive review, we will file these applications on September 24, 2006 in 
accordance with 21 CFR 314.101(a).  
 
Please cite the application number listed above at the top of the first page of all submissions to these 
applications.  Send all submissions, electronic or paper, including those sent by overnight mail or 
courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Anti-Infective and Ophthalmology Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
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If you have any question, call Kyong Hyon, Regulatory Project Manager, at (301) 796-0734. 
 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Frances V. LeSane 
Chief, Project Management Staff 
Division of Anti-Infective and Ophthalmology Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research  

 
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Susmita Samanta
8/22/2006 10:43:52 AM
Signing for Frances LeSane




